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Abstract: Foods rich in antioxidants such as lycopene have a major role in maintaining cardiac health.
Lycopene, 80% of which can be obtained by consuming a common vegetable such as tomato, can
prevent the disturbances that contribute to cardiovascular disease (CVD). The present work begins
with a brief introduction to CVD and lycopene and its various properties such as bioavailability,
pharmacokinetics, etc. In this review, the potential cardio-protective effects of lycopene that reduce
the progression of CVD and thrombotic complications are detailed. Further, the protective effects
of lycopene including in vitro, in vivo and clinical trials conducted on lycopene for CVD protective
effects are explained. Finally, the controversial aspect of lycopene as a protective agent against CVD
and toxicity are also mentioned.

Keywords: lycopene; cardiovascular disease; pharmacokinetics; in vitro studies; in vivo studies

1. Introduction

Cardiovascular diseases (CVD) affect a large percentage of people all over the world.
Cardiovascular pathogenesis is a complex process, induced by certain ischemic factors
with additional complementary factors such as high levels of blood pressure, endothelial
dysfunction, lipid levels, etc. [1]. Among all the risk factors, diet remains the most crucial
and modifiable factor that can be modulated in many ways for primary prevention of CVD.
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This is evident from the fact that CVD mortality rate is comparatively low in Mediter-
ranean countries due to their healthy dietary habits with high fruit and vegetable amounts,
particularly tomato [2].

Cardiovascular health is heavily influenced by an individual’s dietary habits and is
quite valuable for planning nutritional strategies to deal with specific metabolic risk factors
associated with cardiovascular health. Studies show that consumption of tomatoes and
lycopene supplements has critical health benefits and significantly reduces LDLcholesterol
along with lowering systolic blood pressure. This indicates the positive association between
tomato and low CVD risk [3]. Since tomatoes are a rich source of lycopene (Table 1), includ-
ing them regularly in fairly good amounts in the diet may help to combat cardiovascular
disease risk factors.

Table 1. Lycopene sources with processing method and lycopene content.

S.I Food Source Processing Method Lycopene Content (µg/100 g)

1 Acai berry drink Fortified beverage 899
2 Asparagus Cooked 30
3 Cabbage (red/raw) 20
4 Grapefruit (red/pink) Raw 1419
5 Grapefruit juice (red/pink) Added Calcium 297
6 Guavas Raw 5204
7 Guava nectar Canned fortified with ascorbic acid 35
8 Guava sauce Cooked 3909
9 Ketchup 12,062
10 Papayas Raw 1828
11 Peppers (sweet, red) Sauteed 484
12 Persimmons (Japanese) Raw 159
13 Sapote (mamey) Raw 199
14 Tomatoes Sundried 45,902
15 Tomato products Canned/puree without salt 21,754
16 Tomatoes Crushed and canned 5106
17 Tomatoes (red/ripe) Stewed, canned 4088
18 Tomatoes (red/ripe) Cooked 3041
19 Vegetable juice (cocktail) Canned 7119
20 Watermelon Raw 4532

2. Dietary Sources of Lycopene

Fruits and vegetables remain the major lycopene source with the majority share being
provided by tomatoes and processed tomato products such as ketchup [4]. Bitter melon,
rosehip, red carrot and autumn olives are the best new sources of lycopene [5], of which
autumn olives have 5 to 20 times more lycopene content than tomato [6]. Several factors
influence the lycopene content of fruits and vegetables, such as environmental conditions
(temperature, irrigation, light, climate, location of plantation), fruit variety, degree of
ripeness, processing and storage conditions [7]. The lycopene level increases in ripening
fruits, as chlorophyll level tends to decrease.Factors such as light and oxygen were found
to be the most influencing factors for the processing and storage of lycopene products. It
has been found that supplementation with lights such as red and blue promotes lycopene
synthesis in tomatoes [8]. Lycopene level in tomato paste was found to be the most stable
compound (with 20% total loss) as compared to other compounds such as ascorbic acid,
quercetin, and kaempferol, even after repeated sterilization and evaporation [9]. The
presence of phenolic compounds, ascorbic acid, etc. may be responsible for the stability
of lycopene and its presence in tomato fruit, including matrices such as isomerization,
autoxidation, etc. In addition, they provide more stability as compared to the pure forms of
lycopene [10].

Studies on the storage stability for tomato juice show that post-processing stability
is influenced by factors such as storage, time, variety, processing method [11], etc. In
addition, owing to its hydrophobic nature, lycopene is more available in processed forms



Molecules 2022, 27, 3235 3 of 16

as compared to raw tomatoes [12]. Sources of lycopene food and its content level as per the
USDA 2019 are tabulated in Table 1.

3. Lycopene Biochemistry

Carotenoids, found in a fairly good amount in tomatoes, are colorful lipid molecules
found extensively in the leaves, fruit, roots and tubers. These are divided into three groups,
namely xanthophylls, carotenes and lycopene. More than 700 carotenoids are found in
nature [13]. Lycopene is a tetra-terpene from the carotene sub-group composed of carbon
and hydrogen (C40H56) with 11 linearly conjugated double bonds. The structure of lycopene
(Figure 1) is considered as the prototype of most carotenoids, as most structures can be
related to that of lycopene’s through structural modifications.
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Figure 1. Chemical structures of lycopene.

Natural occurrence of lycopene shows that it exists mostly as a trans-isomer [14],
while in tissues and plasma, it appears as a cis-isomer [15]. A total of 2048 isomers (that
is, 211) is possible if each of the 11 carbon–carbon double bonds undergoes isomerization,
producing a cluster of mono- and poly-Z-isomers. However, a culmination of this cluster
formation is made by steric hindrance, as some ethylenic groups can only isomerize from
E- to Z forms. In the presence of light, heat exposure and certain biochemical reactions, all
(E)-form isoforms are converted to (Z)-isoforms. Upon isolation, all conjugated (E)isoforms
areunstable and undergo oxidation upon exposure to light, high pH and temperature.
However, this demerit of instability does not exist for lycopene inside the tomato matrix
due to probable protection by the cell membrane. Thus, apart from being a natural dietary
source of lycopene, it also stays stable in the tomatoes in their natural form.

4. Dietary Metabolism and Retention of Lycopene Bioavailability

Post release of lycopene into the duodenum after consumption of lycopene-rich foods-
forms complexes by combining with bile and fatty acids, which are known as lycopene
micelles. These micelles have hydrophilic shells, with lycopene containing a hydrophobic
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core, which is then absorbed and packed into the small intestine, forming chylomicrons
through a passively controlled diffusion method. They are then delivered into the blood-
stream and lymphatic system and then finally delivered into the liver and other organs.
Lycopene is among those carotenoids whose concentrations are found to be high in the
prostate, testes and adrenal glands [16].

Processing of tomato promotes the release of lycopene from its binding site, and the
process of adding oils makes the lycopene more abundant for micelles formation followed
by intestinal absorption [17]. Thus, any factor such as drug, pathogenic condition, intake
of dietary compounds, which may cause mal-absorption of lipid, maywell disturb this
process of micelles formation, thereby reducing the bioavailability of lycopene.

Dietary composition greatly influences the bioavailability of lycopene for its lipid-
soluble nature, and thus, consuming it along with fat enhances it bioavailability. As
for instance, full-fatdressed salads lead to enhanced levels of blood carotenoid level as
compared to salads with less-fat dressing. This study shows that consuming salad without
fat dressing has no major lycopene uptake [18]. Another study showed that tomato salsa
consumption along with avocado leads to a 4.4-fold increase in absorption of lycopene as
compared to ones without using avocado as the lipid source [19].

It has been absolutely difficult to establish the oral lycopene fate in humans as observed
in plasma. An AMS (accelerator mass spectrometry) study showed that after ingestion, all
trans-isomers were converted into cis-isomers, and post absorption of lycopene or lycopene
metabolites were transferred to the skin. In addition, lycopene in part is metabolized
through β-oxidation, converting into polar metabolites and carbon dioxide, which are
excreted in the urine. In plasma, both 14C-lycopene and unlabeled lycopene follows first-
order kinetics [20]. It has been proposed that absorption of cis-isomers of lycopene is
preferred over trans-isomers, and isomerization of trans-isomers occurs in the intestinal
lumen [21], liver or enterocytes [22]. This study also showed that extensive isomerization
of all-trans-isomers occursin vivo, which provides the evidence that humans can isomerize
all-trans-isomers, particularly 13- and 15-isomers.

5. Lycopene Pharmacokinetics
5.1. Absorption

Being a fat-soluble compound, lycopene and its absorption pattern are similar to
dietary fat, which is separated from the food matrix inside the stomach and duodenum
and is dissolved in the liquid phase [23]. Lipid droplets are formed prior to absorption,
which results from the interaction of pancreatic lipases and bile salts. These droplets look
similar to multi-lamellar lipid vesicles upon entering the duodenum, which are absorbed
in the small intestines through passive diffusion [24]; however, studies have shown that
absorption is also helped by epithelial transporters [25]. In this section, we reviewed
Lycopene Pharmacokinetics using Caco-2 cells, because this is derived from intestinal
tissue. An in vitro study conducted on Caco-2 cells showed that lycopene absorption is
low as compared to other carotenoids [26]. Many factors influence the absorption rate of
lycopene, viz. increased indigestible fraction decreases lycopene release from the food
matrix into the digestive tract [27], reduced lycopene uptake exists in diets high in fiber, and
plasma lycopene decreases by around 40% when dietary fibers are included in a lycopene
supplemented diet [28]. Bio-accessibility of lycopene is greater in the large intestines (57%),
as compared to the small intestines (40%), but the absorption amount is negligible in the
large intestines and the trans-isomer is taken up relatively in higher amounts as compared
to the cis-forms, as observed in Caco-2 cells [29].

In human plasma, 60% of cis-isomers are isomerized, and even trans-lycopene is rich
(>90%) in a lycopene diet [30]. The acidic condition within the gastric milieu enhances this
process, which further improves lycopene absorption in the small intestines [31].
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5.2. Transportation

Lycopene is transported to triacylglycerol-rich chylomicrons post uptake by intestinal
mucosa, which is secreted into the lymphatic system and finally reaches the liver [32].
Lycopene is deposited in the membrane within the lipophilic compartment or lipoprotein,
which is transported by lipoproteins of plasma, and the chemical structure of lycopene
determines the distribution. Owing to its hydrophobic nature, lycopene is present in the
core region of a lipoprotein, i.e., the lipophilic part for which low-density lipoproteins
mainly transport lycopene. As compared to trans-isomers, cis-isomers have a higher
probability of incorporating into lipoproteins due to their shorter chain lengths [33].

5.3. Distribution

Lycopene is found in higher concentrations (ten times higher) in the liver, adrenal
glands, and reproductive tissue [34] and includes, in order of concentration, the testes,
adrenal glands, prostate, breast, pancreas, skin, colon, ovary, lung, stomach, kidney, fat
tissue and cervix. Plasma lycopene may vary from people of different countries such as in
Italy (Ragusa/Naples) [35], which is highest in males (1.29 ± 0.46 µmol/L) and females
(1.32 ± 0.46 µmol/L) and lowest in United Kingdom females [36]. Eating behavior among
individuals also affects lycopene level, and this variation has been observed in unmarried,
married and divorced individuals [37].

6. Cardio-Vascular Disease Risk Factors

There are many risk factors that underlie the induction and progress of CVD in an
individual. Crucial CVD parameters for this complex pathophysiology are discussed below:

6.1. Oxidation of LDL (Low Density Lipoprotein)

A central role is played by oxidative stress in CVD either in pathophysiology after
extended ischemia or in primitive lesions [38]. Evidence in animal models shows that oxida-
tive modification of LDL has great involvement in the pathogenesis of atherosclerosis [39],
which is a chronic inflammatory condition playing as a major cause of CVD (Frostegård,
2013) and is a well-known risk marker for CVD (Itabe, 2009). According to Itabe (2009),
oxidized low-density lipoproteins (OxLDL) have been found to exhibit pro-atherogenic
properties in vitro.In vivo studies have shown occurrence of OxLDL in atherosclerotic
lesions and plasma specimens of atherosclerosis patients (Itabe, 2009). Further, clinical
studies have also revealed the importance of plasma OxLDL measurement, but metabolism,
behavior and modified structure of OxLDL are not completely understood (Itabe, 2009).
Evidence from recent investigations support multiple LDL modification theory and sug-
gests that LDL particles undergo many modifications that alter their density, size, chemical
properties in blood flow and vascular wall, while oxidation is the last stage in the whole
cascade, which results in atherosclerogenic properties (Poznyak et al., 2021). Oxidized LDL
can activate macrophages and other cells triggering inflammation; however, some recent
investigations have also discovered that OxLDL may have both pro- and anti-inflammatory
properties (Poznyak et al., 2021).

6.2. Involvement of Metal Ions in LDL Oxidation

Metal ions remain to be one of the most critical players for oxidation of LDLas lipid hy-
droperoxides (Girotti, 1998). Hydroperoxides are the first products of lipid oxidation, which
undergo cleavage (carbon-carbon) aided by alkoxyl radicals forming unesterified short-
chain aldehydes in the presence of transition metals [40]. A protein, which is important for
iron and hemoglobin turnover, called haptoglobin and haptoglobin 2-2 genotype, is related
to a 2–5-fold increase in CVD due to increased oxidative stress [41]. There have been studies
explaining the mechanism involved in copper- and iron-dependent oxidation modification
of LDL, the causal step in atherosclerosis (Lynch and Frei, 1993). However, the mechanism
of LDL oxidation is still unclear (Lynch and Frei, 1993; Itabe, 2009; Levitan et al., 2010).
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6.3. Role of Enzymes in LDL Oxidation

Enzymes such as myeloperoxidase and lipoxygenases are linked toward oxidation
of LDL. The former is the only enzyme present in humans capable of producing HOCl
(hypochlorous acid), which is a cytotoxin from H2O2 (hydrogen peroxide) and chloride.
3-chlorotyrosine is an oxidation marker found in elevated levels in human LDL isolates [42].
Lipid peroxides are transferred to LDL, which are produced by intracellular lipoxygenase
and released from cells [43]. Modifications of LDL are also carried out by other enzymes
such as oxidase, lipase, etc. (Poznyak et al., 2021), while there are non-enzyme-mediated
modifications as well, such as, interaction with free radicals, proteoglycans, glycosylation,
etc. (Poznyak et al., 2021).

6.4. High Blood Sugar and Blood Pressure

Patients with diabetes mellitus and high blood pressure (BP) are at a high risk of CVD.
A 70% increase in BP occurs in such people [44]. The more intensively treated patients
had low incidence of stroke as compared to the lesser treated ones, and trials based on
outcomes showed that a proportional relation between prevention of myocardial infarction
(MI) and BP reduction exists. However, the magnitude of this reduction and risk of MI
is not more significant, and the risk of MI and degree of BP reduction did not show any
additional benefits [45].

7. In Vitro Studies-Based Evidence of Lycopene’s Protective Effect against CVD Factors

Many studies have been conducted for in vitroinvestigation of lycopene derived from
foods and supplements in search of their risk-reducing effects on CVD. These studies were
mostly dose dependent on different cell lines. A previous study showed that at 2–12 µmol/L
lycopene can inhibit platelet aggregation via activation of cyclic GMP for nitrate formation
and suppressing phospholipase C [46]. A significant decrease in LDL oxidation (copper
catalyzed) at 0–200 µmol/L by lycopene on human plasma cells was observed, along with
suppression of lipid peroxides and TBARS (thiobarbituric acid-reactive substances) [47].
Another study on HUVECs (human umbilical vein endothelial cells) and THP-1 monocytes
indicated that lycopene can inhibit NF-κB activation induced by TNF-α together with
ICAM-1 (Intracellular Cell Adhesion Molecules 1) and VCAM-1 (Vascular Cell Adhesion
Molecules 1) expression and monocyte endothelial association. In addition, no significant
expression of COX-2 (cyclooxygenase-2) and PECAM-1 (Platelet Endothelial Cell Adhesion
Molecules 1) was reported in this study [48].

Lycopene also protects against H2O2 attacks and reduces apoptosis and p53 expres-
sion on Vascular endothelial cells at around 0.2–20 µmol/L [49]. Studies conducted by
Palozza et al., 2010, [50] on macrophages (human THP-1) showed that at 0.5–2 µmol/L,
lycopene significantly reduced ROS production and 7-KC induced apoptosis by subse-
quently suppressing caspase-3 activation. Another study by the same group showed that
lycopene reduces the total cholesterol content through the expression of HMG-CoA reduc-
tase (3-hydroxy-3-methylglutaryl-coenzyme A) [51]. Further works in this same direction
by Di Timo et al., 2012, [52] and Sung et al., 2015, [53] showed that lycopene is capable
of reducing TNF-α inflammation and inhibiting ET-1 (Endothelin-1) expression together
with HO-1 (Heme oxygenase-1) induction. These studies thus suggest that lycopene has an
inevitable role toward CVD development, which will be further described from the in vivo
studies described below.

8. In Vivo Studies-Based Evidence of Lycopene’s Protective Effect against CVD Factors

Most of the studies conducted in vivo considered lycopene in the form of supplements
such as raw tomato, ketchup, puree, soup and lycopene capsules. The minimum time of
administration in these studies was as low as 6 h, and the longest period went for 12 weeks.
Range of dosage ran from 4 mg/day (8 weeks) to 80 mg/kg (1 week time). A decrease in
lipo-oxidation of serum lipid and LDL oxidation was observed for 10 males and 9 females
aged between 25–40 years for 1 week with a dosage of 39.2 mg/day (spaghetti sauce),
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50.4 mg/day (tomato juice) and 75 mg/day (lycopene capsules) [54]. Similar results were
also found by another study with tomato juice (40 mg/day) for 2 weeks on 23 male subjects
aged 27–40 years [55].

However, no reduction or delay in LDL oxidation was observed for 47 subjects
(25 females, 22 males) below 65 years for lycopene capsules with 13.3 mg/day for
12 weeks [56]. Similar results were observed for 175 male subjects with 15 mg/day for
12 weeks [57]. However, significant reduction in LDL oxidation was observed with no
plasma antioxidant capacity. In a study with tomato products such as paste, raw and
sauce with 12 females aged between 22–38 years with a dosage of 8 mg/day for 3 weeks
found DNA damage reduction by 24% [58]. Lycopene treatment on SD (Sprague–Dawley)
male rats (5–10 mg/kg body weight/day for 10 days) with hypertriglyceridemia and ox-
idativestress (LPS-stimulated) was found to have downregulation of PCSK-9 (proprotein
convertase subtilisin/kexin type-9) expression through HNF-1α (hepatocyte nuclear fac-
tor) where the LDLreceptor was increased due to elevated regulation of sterol regulatory
element-binding protein-2 [59]. Mice treated with lycopene (10 mg/kg) exhibited inhibition
of the NF-κB pathway, which decreases apoptosis and inflammation of cardiomyocytes
post-MI (Myocardial infarction) [60]. In a rat model, lycopene induced an elevation in
MMP-9 (Matrix metalloproteinase), which is related to MI and expression of type I collagen.
It also inhibited the activation of p38 with decreased collagen volume in the peri-infarcted
zone [61]. One study with similar treatment showed that angiotensin-II-induced cardiovas-
cular remodeling is prevented by inhibiting cardiac fibrosis, hypertension, hypertrophy, and
vascular damages [62]. All these and many more in vivo studies have indicated lycopene’s
effects on various metabolic pathways.

9. Clinical Trials-Based Evidence of Lycopene’s Protective Effect against CVD Factors

Mixed results were obtained from human interventional studies against cardio-protective
effects of lycopene. A total of 54 studies were conducted between 1998–2010 using tomato-
based products and lycopene supplements for assessing their effects on CVD risk factors
of which 35 studies showed beneficial effects. Conventional markers of CVD such as
CRP (C–reactive protein), blood pressure and serum concentration levels were included
in 13 studies. Benefits of increased lycopene intake were observed in those studies, which
included such non-established markers, viz. DNA damage, lipid peroxidation, LDL oxida-
tion, inflammatory markers other than CRP, platelet activation, etc. Statistical observations
were lacking in most studies due to the small number of volunteers (below 100). Further,
a majority of trials (43 of 49) consisted of 30 days and were poorly controlled with vary-
ing lycopene sources and doses (tomato juice, puree, soup, supplements with 5–80 mg
doses) [63].

Another study showed that increased lycopene consumption from tomato products is
more effective than lycopene supplements for enhancing serum proteins and lipids and
inflammatory markers such as CRP, while supplements are more effective in lowering blood
pressure [64]. The presence of other components in tomatoes such as vitamin A, potassium,
ascorbic acid and bioactive phytochemicals may contribute toward its effectiveness [65].
Daily consumption of 29.4 mg lycopene for 30 days reduced serum CRP in women with
similar compliance within a pilot study of 40 heart failure patients (23 men, 17 women) [66].
A randomized, double blind, placebo-controlled intervention trial consisting of healthy
volunteers and statin-treated CVD patient with a lycopene supplementation of 7 mg daily
for 2 months showed a 53% improvement in arterial vasodilation (endothelial-dependent)
for patients under secondary treatment (prevention), but no effect was observed in healthy
volunteers [67].

Further, lycopene supplementation of 20 mg/d for 12 months increased the efficacy of
lutein supplementation of 20 mg/d in decreasing the thickness (intima-media) of the carotid
artery in 144 patients with sub-clinical atherosclerosis (0.073 mm decrease in thickness with
both lycopene and lutein vs. 0.035 mm decrease with lutein alone) [68]. To estimate the
effects of lycopene in tomatoes or supplements for modulation of CVD risks, there was



Molecules 2022, 27, 3235 8 of 16

a study in the UK with 225 volunteers comprising 94 men and 131 women between ages
40–65 years. They were divided into three groups based on dietary interventions: first
a controlled diet (low consumption of tomato-based food), second a high tomato-based
diet (30–50 mg lycopene/day) and a controlled diet supplemented with lycopene capsules
(10 mg/day) for 12 weeks. Results obtained showed that none of the systematic CVD
markers (insulin resistance and sensitivity markers, lipid concentrations, inflammatory
markers) changed. Arterial stiffness and blood pressure were also unaffected [69]. Another
study showed that increased lycopene intake by dietary means or byusing supplements for
12 weeks reduced HDL3 and serum amyloid A content [70].

10. Therapeutic Potential of Lycopene against Cardiac Risk Factors

Lycopene belongs to a broader family of lipid soluble antioxidants that is carotenoids,
which are available in vegetables and fruits, particularly tomatoes. They possess the
ability to finetune key events critical for CVD such as apoptosis, inflammation and cellular
communications [71]. High oxidation potential of lycopene leads to a decrease in LDL (low
density lipoprotein) and subsequently increases endothelial functioning, which further
decreases the risk of CVD. A recent meta-analysis showed that lycopene intake is associated
with a 17% reduction in risk of CVD [72].

Many studies have shown that lycopene has many cardio-protective effects against
oxidative stress induction by ROS production [73], inhibition of stress from the endo-
plasmic reticulum initiated from myocardial reperfusion/ischemia injury [74], prevention
of oxidative damage due to LDL [75], promotion of ventricular remodeling by prevent-
ing apoptosis [60] and improvement in endothelial functions [67]. Potential antioxidant
properties of lycopene reduced prophylaxis progression and thrombotic progression and
complications in atherosclerosis, which is carried out by the following six mechanisms:
inhibition of endothelial injuries, prevention of cholesterol by prohibiting 3-hydroxy-3-
methylglutaryl coenzyme A reductase, which acts as rate limiting enzyme for cholesterol
synthesis, efflux promotion of cholesterol, decrease in pro-inflammatory activity of T
lymphocytes and macrophages, and inhibition of foam cell production and smooth cell
formation by influencing molecular pathways that control cell division and apoptosis [76].

It has been found recently that lycopene supplementation provides protective effects
toward CVD risk; however, a consensus of all the results obtained from different studies
could not be made. A general conclusion from these studies showed that consuming foods
containing lycopene is more effective than lycopene supplements [77]. The probable cause
for this may be the additional compounds such as bioactive molecules and electrolytes,
which potentially elevate the bioavailability of lycopene and related effects [65]. Another
study showed an inverse association with lycopene consumption and ischemic heart disease
incidence along with coronary insufficiency [78]. The authors from a randomized trial of
225 people found a positive result of lycopene consumption from tomato-based products
on inflammatory, lipid and vascular markers, and lycopene induced an improvement in
HDL function [69].

Lycopene supplementation from diets (once per day for 1 week) through tomato
juice (50.4 mg lycopene), tomato oleoresin (75.0 mg lycopene) and spaghetti sauce (34 mg
lycopene) significantly increased serum lycopene. Lipid peroxidation in serum and LDL
oxidation decreased post consumption of a lycopene-rich diet with no differences in levels
of serum cholesterol [54]. However, in women, it was found that high levels of plasma
lycopene was related to low levels of CVD [79]. The development of atherosclerosis in
smokers is prevented by circulating plasma lycopene [80]. Formation of atherosclerotic
plaques in the aorta are also controlled by plasma lycopene and improved the lipid profiles
of rabbits with high-fat diet as compared to other controlled groups [81]. In hypertension
patients, blood pressure was reduced by antioxidant-rich tomato juice extract (250 mg/day,
for eight weeks) in a short-term treatment [82]. Thus, dietary lycopene may have preventive
benefits on CVD, which may increase with increased intake of a lycopene-rich diet such as
tomato sauce, etc. [83].
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10.1. Lycopene on Oxidative Stress

Lycopene can show interactions with a huge range of ROS (reactive oxygen species),
as lycopene has the highest 1O2 quenching rate, wherein it can quench 1O2 to an unreactive
triplet ground state (1O3) giving out energy. Extreme hydrophobicity within the lipid
bilayers of cell membranes (logP~14.5 at 25 ◦C) helps this quenching process by lycopene as
it holds a place in the hydrophobic core of the cell membrane [84]. In addition, Lycopene’s
antioxidant properties are well established; however, the underlying exact mechanism
of its action is still unknown. There is some evidence that shows that lycopene protects
against CVD by inhibiting TNF-α-induced NF-κB, expression of ICAM-1 and monocyte
endothelial interaction (Hung et al., 2008), but human studies on the protective effects of
lycopene toward CVD have given mixed results (35 of 54 intervention studies conducted
between 1998–2010 foundgood effects on CVD risk factors) [85].

The positive effects of lycopene in controlling oxidative stress have been provenin vitro,
exvivo and in vivo where oxidation of lipid, protein and DNA are related to oxidative
stress. It has been reported that lycopene-rich diet and supplements provide protection
against DNA damage in normal and cancerous cells [86]. An inverse association of plasma
lycopene levels with oxidative stress is revealed [87]. In lymphocytes, it was found that
lycopene-rich foods, supplements and juices showed protective effects against oxidative
stress [88]. Lycopene consumption in the form of oleoresin capsules and ketchup in humans
showed a decrease in lipid and protein oxidation [89]. Hormonal replacement therapy in
most menopausal women can be replaced by using lycopene supplement (4 mg/day for
six months) for preventing atherosclerosis and oxidative stress [90].

10.2. Anti-Diabetic Effects of Lycopene

Disturbed glucose metabolism and type2 diabetes is inversely associated with ly-
copene intake. A decrease in plasma glucose and concentration of fasting glucose were
observed with an increase in serum lycopene [91]. Few evidence has found the relationbe-
tween lycopene and diabetes-induced oxidative stress by measuring several biomarkers
and lipid peroxidation products, including enzymatic endogenous antioxidants glutathione
peroxidase (GPx), superoxide dismutase (SOD), and malondialdehyde (MDA) levels in the
plasma or tissue samples [92,93]. Inold diabetic patients, plasma lycopene level decreases as
compared to control individuals, and inverse relations were found between lycopene and
age [94]. Dietary lycopene modulates IGF (insulin-like growth factor), and small amounts
of lycopene and carotenoids also affect IGF-1 [95]. Few studies have found that lycopene
consumption does not reduce diabetes mellitus type 2 risk [96]. Bose and Agrawal [97]
found no significant changes in FBG and HbA1c levels for T2DM patients following a
30-day supplementation of ripe cooked tomatoes (200 g tomatoes/day). She et al. did not
find a significant association between HbA1c and lycopene level in a sample of 40 T2DM
participants [98]. Similarly, Upritchard et al. [99] supplemented 500 mL of tomato juice
along with Vitamin E and C for 4 weeks for T2DM patients and observed that lycopene
supplementation did not affect plasma glucose concentration.

10.3. Lycopene’s Effect on Flow-Mediated Dilation (FMD)

All blood vessels are internally lined by endothelial cells, and their disruption is
termed as endothelial dysfunction that is associated with a pathophysiological role in
CVD and atherosclerosis (Vita andKeaney, 2002). Several studies have shown that FMD
is inversely proportional to CVD (Katz et al., 2005). The change in the diameter of the
brachial artery with blood flow measures FMD, and it has been shown that an increase in
1% FMD leads to a decrease of 13% CVD (Inaba, Chen, & Bergmann, 2010). Considering the
effect of lycopene supplementation on FMD, some human volunteer-based studies have
reported that tomato paste increases FMD by ~3.3%, indicating that its daily consumption
produces a beneficial mid-term effect on endothelial function (Xaplentaris et al., 2012);
however, previous studies conducted on human subjects such as the one conducted by
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Stanglet al. (2011) have reported no correlation between lycopene plasma levels and FMD
(Stangl et al., 2011).

10.4. Other Health Benefits

Lycopene is also capable of scavenging free radicals and has high health benefits
for other disease conditions. It has been found that treating diabetic rats (streptozotocin-
induced) with lycopene (1, 2 and 4 mg/kg) significantly improved oxidative–nitrosative
stress, inflammation and cognitive deficits [100]. Increased memory with restored glu-
tathione functioning was found in lycopene rats treated with 3-nitropropionic acid [101].
It has also been shown that cognitive impairment is elevated by low levels of lycopene in
blood plasma [102].A recent study conducted by Crowe-White et al., 2019, has reported
that three out of four studies conducted showa positive relationship between lycopene
and maintained cognition; however, it also suggests that more thorough investigations
are required to confirm the relationship between lycopene and cognitive longevity and
dementia-related mortality (Crowe-White et al., 2019).

Thus, the protective effects of lycopene have been seen on CVD, hypertension, ox-
idative stress, cancers, diabetes, atherosclerosis, etc. However, the exact role of lycopene
against these diseases is still unknown. Various effects of lycopene in relation to cardiac
health are overviewed in Figure 2, while its influences on different signaling pathways are
summarized in Figure 3.
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11. Controversies and Associated Toxicity

A majority of studieshave proven the positive effects of lycopene on CVD, but many
of them also failed to prove the consistent relationship of lycopene intake to a decrease in
the risk of CVD, encompassing both prospective and retrospective studies and human inter-
ventional studies [75,103]. Among the many reasons for such negative relations, one reason
is that the bio-availability and metabolism of lycopene are affected by genetic variability
due to at least 28 SNP (single-nucleotide polymorphisms) in 16 genes [104]. In addition,
the CVD markers used in the studies differ considerably, including biochemical parameters
such as blood pressure and LDL levels and including clinical outcomes such as stroke,
death and myocardial infarction, in which converging with a comparative result isdifficult.
This variability is also found in the sources of lycopene such as fresh tomatoes, processed
tomatoes, lycopene supplements, tomato-containing foods, etc. Discrepancies are also
found in lycopene dosages, and consuming foods containing other sources may maximize
or minimize lycopene distribution. Further, many studies used less than 100 volunteers,
which minimizes the statistical power. It is therefore recommended that future studies
should consider volunteers from a large population within the same geographical location
in order to avoid genetic variability. In addition, it has been proposed that a wash out
time of lycopene from previous ingestion should be given before starting the experimental
procedure, as lycopene stays in the body for a considerable time [105].

The safety aspects of bioactive compounds are also kept on constant scrutiny by food
scientists at all times to prevent any side effects. Lycopene, however, has been found to be
safe (GRAS, Generally Recognized as Safe) either in its natural or synthetic forms when
used as a food additive [106]. A direct developmental or maternal toxicity was found in rats
and rabbits within a dosage of 2–3 g/kg/day administration of synthetic lycopene [107],
and the safest level was found to be 75 mg/day for lycopene intake [108].

12. Conclusions

Thus, we conclude that lycopene plays a critical role in human health, particularly
in preventing cardiovascular risks. Limited studies have been carried out in this area
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considering the consumption aspect of lycopene alone. The interactions of lycopene with
other bioactive compounds are important for its bio-availability and distribution. However,
more studies are required in this field to make nutritional strategies through food for
preventing cardiovascular diseases.

Author Contributions: Writing—original draft preparation, B.K.V., M.-J.H. and S.-D.L.; writing—
review and editing, M.-J.H., N.M. and R.K.; supervision, B.K.V., C.-Y.H. and S.-D.L.; project admin-
istration, S.-D.L.; funding acquisition, S.-D.L. All authors have read and agreed to the published
version of the manuscript.

Funding: This systematic review is partially supported by Ministry of Science and Technology, Taiwan
(MOST 110-2314-B-468-004), as well as China Medical University and Weifang Medical University.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Gonzalez, M.A.; Selwyn, A.P. Endothelial function, inflammation, and prognosis in cardiovascular disease. Am. J. Med. 2003, 115,

99S–106S. [CrossRef] [PubMed]
2. Garcia-Fernandez, E.; Rico-Cabanas, L.; Rosgaard, N.; Estruch, R.; Bach-Faig, A. Mediterranean diet and cardiodiabesity: A

review. Nutrients 2014, 6, 3474–3500. [CrossRef] [PubMed]
3. Jacques, P.F.; Lyass, A.; Massaro, J.M.; Vasan, R.S.; d’Agostino, R.B. Relationship of lycopene intake and consumption of tomato

products to incident CVD. Br. J. Nutr. 2013, 110, 545–551. [CrossRef] [PubMed]
4. Gerster, H. The potential role of lycopene for human health. J. Am. Coll. Nutr. 1997, 16, 109–126. [CrossRef]
5. Kohlmeier, L.; Kark, J.D.; Gomez-Gracia, E.; Martin, B.C.; Steck, S.E.; Kardinaal, A.F.; Ringstad, J.; Thamm, M.; Masaev, V.;

Riemersma, R.; et al. Lycopene and myocardial infarction risk in the EURAMIC study. Am. J. Epidemiol. 1997, 146, 618–626.
[CrossRef]

6. Fordham, I.M.; Zimmerman, R.H.; Black, B.L.; Clevidence, B.M.; Wiley, E.R. Autumn Olive: A Potential Alternative Crop; Interna-
tional Society for Horticultural Science (ISHS): Leuven, Belgium, 2003; pp. 429–431.

7. Bailey, J.R. Lycopene: Food Sources, Potential Role in Human Health and Antioxidant Effects; Nova Science Pub Inc.: New York, NY,
USA, 2015; pp. 1–141.

8. Xie, B.-X.; Wei, J.-J.; Zhang, Y.-T.; Song, S.-W.; Su, W.; Sun, G.-W.; Hao, Y.-W.; Liu, H.-C. Supplemental blue and red light promote
lycopene synthesis in tomato fruits. J. Integr. Agric. 2019, 18, 590–598. [CrossRef]

9. Koh, E.; Charoenprasert, S.; Mitchell, A.E. Effects of industrial tomato paste processing on ascorbic acid, flavonoids and
carotenoids and their stability over one-year storage. J. Sci. Food Agric. 2012, 92, 23–28. [CrossRef]

10. Xianquan, S.; Shi, J.; Kakuda, Y.; Yueming, J. Stability of lycopene during food processing and storage. J. Med. Food 2005, 8,
413–422. [CrossRef]

11. Gupta, R.; Balasubramaniam, V.M.; Schwartz, S.J.; Francis, D.M. Storage stability of lycopene in tomato juice subjected to
combined pressure-heat treatments. J. Agric. Food Chem. 2010, 58, 8305–8313. [CrossRef]

12. Sgherri, C.; Pérez-López, U.; Pinzino, C. Antioxidant Properties of Food Products Containing Lycopene are Increased by the
Presence of Chlorophyll. In Lycopene: Food Sources, Potential Role in Human Health and Antioxidant Effects; Nova Science Publishers:
New York, NY, USA, 2015; pp. 39–89.

13. Maiani, G.; Castón, M.J.; Catasta, G.; Toti, E.; Cambrodón, I.G.; Bysted, A.; Granado-Lorencio, F.; Olmedilla-Alonso, B.; Knuthsen,
P.; Valoti, M.; et al. Carotenoids: Actual knowledge on food sources, intakes, stability and bioavailability and their protective role
in humans. Mol. Nutr. Food Res. 2009, 53, S194–S218. [CrossRef]

14. Schierle, J.; Bretzel, W.; Bühler, I.; Faccin, N.; Hess, D.; Steiner, K.; Schüep, W. Content and isomeric ratio of lycopene in food and
human blood plasma. Food Chem. 1997, 59, 459–465. [CrossRef]

15. Walfisch, Y.; Walfisch, S.; Agbaria, R.; Levy, J.; Sharoni, Y. Lycopene in serum, skin and adipose tissues after tomato-oleoresin
supplementation in patients undergoing haemorrhoidectomy or peri-anal fistulotomy. Br. J. Nutr. 2003, 90, 759–766. [CrossRef]
[PubMed]

16. Rao, A.V.; Agarwal, S. Role of lycopene as antioxidant carotenoid in the prevention of chronic diseases: A review. Nutr. Res. 1999,
19, 305–323. [CrossRef]

17. Giovannucci, E.; Rimm, E.B.; Liu, Y.; Stampfer, M.J.; Willett, W.C. A prospective study of tomato products, lycopene, and prostate
cancer risk. J. Natl. Cancer Inst. 2002, 94, 391–398. [CrossRef] [PubMed]

http://doi.org/10.1016/j.amjmed.2003.09.016
http://www.ncbi.nlm.nih.gov/pubmed/14678874
http://doi.org/10.3390/nu6093474
http://www.ncbi.nlm.nih.gov/pubmed/25192027
http://doi.org/10.1017/S0007114512005417
http://www.ncbi.nlm.nih.gov/pubmed/23317928
http://doi.org/10.1080/07315724.1997.10718661
http://doi.org/10.1093/oxfordjournals.aje.a009327
http://doi.org/10.1016/S2095-3119(18)62062-3
http://doi.org/10.1002/jsfa.4580
http://doi.org/10.1089/jmf.2005.8.413
http://doi.org/10.1021/jf101180c
http://doi.org/10.1002/mnfr.200800053
http://doi.org/10.1016/S0308-8146(96)00177-X
http://doi.org/10.1079/BJN2003955
http://www.ncbi.nlm.nih.gov/pubmed/13129444
http://doi.org/10.1016/S0271-5317(98)00193-6
http://doi.org/10.1093/jnci/94.5.391
http://www.ncbi.nlm.nih.gov/pubmed/11880478


Molecules 2022, 27, 3235 13 of 16

18. Brown, M.J.; Ferruzzi, M.G.; Nguyen, M.L.; Cooper, D.A.; Eldridge, A.L.; Schwartz, S.J.; White, W.S. Carotenoid bioavailability is
higher from salads ingested with full-fat than with fat-reduced salad dressings as measured with electrochemical detection. Am.
J. Clin. Nutr. 2004, 80, 396–403. [CrossRef] [PubMed]

19. Diwadkar-Navsariwala, V.; Novotny, J.A.; Gustin, D.M.; Sosman, J.A.; Rodvold, K.A.; Crowell, J.A.; Stacewicz-Sapuntzakis, M.;
Bowen, P.E. A physiological pharmacokinetic model describing the disposition of lycopene in healthy men. J. Lipid Res. 2003, 44,
1927–1939. [CrossRef]

20. Ross, A.B.; Vuong le, T.; Ruckle, J.; Synal, H.A.; Schulze-König, T.; Wertz, K.; Rümbeli, R.; Liberman, R.G.; Skipper, P.L.;
Tannenbaum, S.R.; et al. Lycopene bioavailability and metabolism in humans: An accelerator mass spectrometry study. Am. J.
Clin. Nutr. 2011, 93, 1263–1273. [CrossRef]

21. Moraru, C.; Lee, T.-C. Kinetic studies of lycopene isomerization in a tributyrin model system at gastric pH. J. Agric. Food Chem.
2005, 53, 8997–9004. [CrossRef]

22. Richelle, M.; Sanchez, B.; Tavazzi, I.; Lambelet, P.; Bortlik, K.; Williamson, G. Lycopene isomerisation takes place within
enterocytes during absorption in human subjects. Br. J. Nutr. 2010, 103, 1800–1807. [CrossRef]

23. Krinsky, N.I.; Johnson, E.J. Carotenoid actions and their relation to health and disease. Mol. Asp. Med. 2005, 26, 459–516.
[CrossRef]

24. Clinton, S.K. Lycopene: Chemistry, biology, and implications for human health and disease. Nutr. Rev. 1998, 56, 35–51. [CrossRef]
[PubMed]

25. During, A.; Harrison, E.H. Intestinal absorption and metabolism of carotenoids: Insights from cell culture. Arch. Biochem. Biophys.
2004, 430, 77–88. [CrossRef] [PubMed]

26. During, A.; Harrison, E.H. An in vitro model to study the intestinal absorption of carotenoids. Food Res. Int. 2005, 38, 1001–1008.
[CrossRef]

27. Goñi, I.; Serrano, J.; Saura-Calixto, F. Bioaccessibility of beta-carotene, lutein, and lycopene from fruits and vegetables. J. Agric.
Food Chem. 2006, 54, 5382–5387. [CrossRef]

28. Riedl, J.; Linseisen, J.; Hoffmann, J.; Wolfram, G. Some dietary fibers reduce the absorption of carotenoids in women. J. Nutr. 1999,
129, 2170–2176. [CrossRef]

29. Failla, M.L.; Chitchumroonchokchai, C.; Ishida, B.K. In Vitro micellarization and intestinal cell uptake of cis isomers of lycopene
exceed those of all-trans lycopene. J. Nutr. 2008, 138, 482–486. [CrossRef]

30. Richelle, M.; Bortlik, K.; Liardet, S.; Hager, C.; Lambelet, P.; Baur, M.; Applegate, L.A.; Offord, E.A. A food-based formulation
provides lycopene with the same bioavailability to humans as that from tomato paste. J. Nutr. 2002, 132, 404–408. [CrossRef]

31. Re, R.; Fraser, P.D.; Long, M.; Bramley, P.M.; Rice-Evans, C. Isomerization of lycopene in the gastric milieu. Biochem. Biophys. Res.
Commun. 2001, 281, 576–581. [CrossRef]

32. Roldán-Gutiérrez, J.M.; de Castro, M.D.L. Lycopene: The need for better methods for characterization and determination.
TrACTrends Anal. Chem. 2007, 26, 163–170. [CrossRef]

33. Boileau, T.W.; Boileau, A.C.; Erdman, J.W., Jr. Bioavailability of all-trans and cis-isomers of lycopene. Exp. Biol. Med. 2002, 227,
914–919. [CrossRef]

34. Erdman, J.W., Jr. How do nutritional and hormonal status modify the bioavailability, uptake, and distribution of different isomers
of lycopene? J. Nutr. 2005, 135, 2046s-7s. [CrossRef] [PubMed]

35. Al-Delaimy, W.K.; van Kappel, A.L.; Ferrari, P.; Slimani, N.; Steghens, J.P.; Bingham, S.; Johansson, I.; Wallstrom, P.; Overvad,
K.; Tjonneland, A.; et al. Plasma levels of six carotenoids in nine European countries: Report from the European Prospective
Investigation into Cancer and Nutrition (EPIC). Public Health Nutr. 2004, 7, 713–722. [CrossRef] [PubMed]

36. Scott, K.J.; Thurnham, D.I.; Hart, D.J.; Bingham, S.A.; Day, K. The correlation between the intake of lutein, lycopene and
beta-carotene from vegetables and fruits, and blood plasma concentrations in a group of women aged 50–65 years in the UK. Br. J.
Nutr. 1996, 75, 409–418. [CrossRef]

37. Stimpson, J.P.; Lackan, N.A. Serum carotenoid levels vary by marital status. J. Am. Diet. Assoc. 2007, 107, 1581–1585. [CrossRef]
[PubMed]

38. Tong, C.; Peng, C.; Wang, L.; Zhang, L.; Yang, X.; Xu, P.; Li, J.; Delplancke, T.; Zhang, H.; Qi, H. Intravenous Administration of
Lycopene, a Tomato Extract, Protects against Myocardial Ischemia-Reperfusion Injury. Nutrients 2016, 8, 138. [CrossRef]

39. Steinberg, D. The LDL modification hypothesis of atherogenesis: An update. J. Lipid Res. 2009, 50, S376–S381. [CrossRef]
40. Girotti, A.W. Lipid hydroperoxide generation, turnover, and effector action in biological systems. J. Lipid Res. 1998, 39, 1529–1542.

[CrossRef]
41. Milman, U.; Blum, S.; Shapira, C.; Aronson, D.; Miller-Lotan, R.; Anbinder, Y.; Alshiek, J.; Bennett, L.; Kostenko, M.; Landau,

M.; et al. Vitamin E supplementation reduces cardiovascular events in a subgroup of middle-aged individuals with both type 2
diabetes mellitus and the haptoglobin 2-2 genotype: A prospective double-blinded clinical trial. Arterioscler. Thromb. Vasc. Biol.
2008, 28, 341–347. [CrossRef]

42. Hazen, S.L.; Heinecke, J.W. 3-Chlorotyrosine, a specific marker of myeloperoxidase-catalyzed oxidation, is markedly elevated in
low density lipoprotein isolated from human atherosclerotic intima. J. Clin. Invest. 1997, 99, 2075–2081. [CrossRef]

43. Chait, A.; Heinecke, J.W. Lipoprotein modification: Cellular mechanisms. Curr. Opin. Lipidol. 1994, 5, 365–370. [CrossRef]
44. Wong, N.D.; Lopez, V.A.; l’Italien, G.; Chen, R.; Kline, S.E.; Franklin, S.S. Inadequate control of hypertension in US adults with

cardiovascular disease comorbidities in 2003–2004. Arch. Intern. Med. 2007, 167, 2431–2436. [CrossRef] [PubMed]

http://doi.org/10.1093/ajcn/80.2.396
http://www.ncbi.nlm.nih.gov/pubmed/15277161
http://doi.org/10.1194/jlr.M300130-JLR200
http://doi.org/10.3945/ajcn.110.008375
http://doi.org/10.1021/jf051672h
http://doi.org/10.1017/S0007114510000103
http://doi.org/10.1016/j.mam.2005.10.001
http://doi.org/10.1111/j.1753-4887.1998.tb01691.x
http://www.ncbi.nlm.nih.gov/pubmed/9529899
http://doi.org/10.1016/j.abb.2004.03.024
http://www.ncbi.nlm.nih.gov/pubmed/15325914
http://doi.org/10.1016/j.foodres.2004.07.013
http://doi.org/10.1021/jf0609835
http://doi.org/10.1093/jn/129.12.2170
http://doi.org/10.1093/jn/138.3.482
http://doi.org/10.1093/jn/132.3.404
http://doi.org/10.1006/bbrc.2001.4366
http://doi.org/10.1016/j.trac.2006.11.013
http://doi.org/10.1177/153537020222701012
http://doi.org/10.1093/jn/135.8.2046S
http://www.ncbi.nlm.nih.gov/pubmed/16046737
http://doi.org/10.1079/PHN2004598
http://www.ncbi.nlm.nih.gov/pubmed/15369608
http://doi.org/10.1079/BJN19960143
http://doi.org/10.1016/j.jada.2007.06.007
http://www.ncbi.nlm.nih.gov/pubmed/17761235
http://doi.org/10.3390/nu8030138
http://doi.org/10.1194/jlr.R800087-JLR200
http://doi.org/10.1016/S0022-2275(20)32182-9
http://doi.org/10.1161/ATVBAHA.107.153965
http://doi.org/10.1172/JCI119379
http://doi.org/10.1097/00041433-199410000-00008
http://doi.org/10.1001/archinte.167.22.2431
http://www.ncbi.nlm.nih.gov/pubmed/18071164


Molecules 2022, 27, 3235 14 of 16

45. Reboldi, G.; Gentile, G.; Angeli, F.; Ambrosio, G.; Mancia, G.; Verdecchia, P. Effects of intensive blood pressure reduction on
myocardial infarction and stroke in diabetes: A meta-analysis in 73,913 patients. J. Hypertens. 2011, 29, 1253–1269. [CrossRef]
[PubMed]

46. Hsiao, G.; Wang, Y.; Tzu, N.H.; Fong, T.H.; Shen, M.Y.; Lin, K.H.; Chou, D.S.; Sheu, J.R. Inhibitory effects of lycopene on in vitro
platelet activation and in vivo prevention of thrombus formation. J. Lab. Clin. Med. 2005, 146, 216–226. [CrossRef] [PubMed]

47. Safari, M. Effects of lycopene on the susceptibility of low-density lipoproteins to oxidative modification. Iran. J. Pharm. Res. 2007,
6, 173–177.

48. Hung, C.F.; Huang, T.F.; Chen, B.H.; Shieh, J.M.; Wu, P.H.; Wu, W.B. Lycopene inhibits TNF-alpha-induced endothelial ICAM-1
expression and monocyte-endothelial adhesion. Eur. J. Pharmacol. 2008, 586, 275–282. [CrossRef]

49. Tang, X.; Yang, X.; Peng, Y.; Lin, J. Protective effects of lycopene against H2O2-induced oxidative injury and apoptosis in human
endothelial cells. Cardiovasc. Drugs Ther. 2009, 23, 439–448. [CrossRef]

50. Palozza, P.; Simone, R.; Catalano, A.; Boninsegna, A.; Bohm, V.; Frohlich, K.; Mele, M.C.; Monego, G.; Ranelletti, F.O. Lycopene
prevents 7-ketocholesterol-induced oxidative stress, cell cycle arrest and apoptosis in human macrophages. J. Nutr. Biochem. 2010,
21, 34–46. [CrossRef]

51. Palozza, P.; Simone, R.; Catalano, A.; Parrone, N.; Monego, G.; Ranelletti, F.O. Lycopene regulation of cholesterol synthesis and
efflux in human macrophages. J. Nutr. Biochem. 2011, 22, 971–978. [CrossRef]

52. Di Tomo, P.; Canali, R.; Ciavardelli, D.; di Silvestre, S.; de Marco, A.; Giardinelli, A.; Pipino, C.; di Pietro, N.; Virgili, F.; Pandolfi,
A. β-Carotene and lycopene affect endothelial response to TNF-α reducing nitro-oxidative stress and interaction with monocytes.
Mol. Nutr. Food Res. 2012, 56, 217–227. [CrossRef]

53. Sung, L.C.; Chao, H.H.; Chen, C.H.; Tsai, J.C.; Liu, J.C.; Hong, H.J.; Cheng, T.H.; Chen, J.J. Lycopene inhibits cyclic strain-induced
endothelin-1 expression through the suppression of reactive oxygen species generation and induction of heme oxygenase-1 in
human umbilical vein endothelial cells. Clin. Exp. Pharmacol. Physiol. 2015, 42, 632–639. [CrossRef]

54. Agarwal, S.; Rao, A.V. Tomato lycopene and low-density lipoprotein oxidation: A human dietary intervention study. Lipids 1998,
33, 981–984. [CrossRef] [PubMed]

55. Bub, A.; Watzl, B.; Abrahamse, L.; Delincee, H.; Adam, S.; Wever, J.; Muller, H.; Rechkemmer, G. Moderate intervention with
carotenoid-rich vegetable products reduces lipid peroxidation in men. J. Nutr. 2000, 130, 2200–2206. [CrossRef] [PubMed]

56. Carroll, Y.L.; Corridan, B.M.; Morrissey, P.A. Lipoprotein carotenoid profiles and the susceptibility of low density lipoprotein to
oxidative modification in healthy elderly volunteers. Eur. J. Clin. Nutr. 2000, 54, 500–507. [CrossRef] [PubMed]

57. Hininger, I.A.; Meyer-Wenger, A.; Moser, U.; Wright, A.; Southon, S.; Thurnham, D.; Chopra, M.; van Den Berg, H.; Olmedilla, B.;
Favier, A.E.; et al. No significant effects of lutein, lycopene or beta-carotene supplementation on biological markers of oxidative
stress and LDL oxidizability in healthy adult subjects. J. Am. Coll. Nutr. 2001, 20, 232–238. [CrossRef]

58. Riso, P.; Visioli, F.; Erba, D.; Testolin, G.; Porrini, M. Lycopene and vitamin C concentrations increase in plasma and lymphocytes
after tomato intake. Effects on cellular antioxidant protection. Eur. J. Clin. Nutr. 2004, 58, 1350–1358. [CrossRef]

59. Alvi, S.S.; Ansari, I.A.; Ahmad, M.K.; Iqbal, J.; Khan, M.S. Lycopene amends LPS induced oxidative stress and hypertriglyc-
eridemia via modulating PCSK-9 expression and Apo-CIII mediated lipoprotein lipase activity. Biomed. Pharmacother. 2017, 96,
1082–1093. [CrossRef]

60. He, Q.; Zhou, W.; Xiong, C.; Tan, G.; Chen, M. Lycopene attenuates inflammation and apoptosis in post-myocardial infarction
remodeling by inhibiting the nuclear factor-kappaB signaling pathway. Mol. Med. Rep. 2015, 11, 374–378. [CrossRef]

61. Wang, X.; Lv, H.; Gu, Y.; Wang, X.; Cao, H.; Tang, Y.; Chen, H.; Huang, C. Protective effect of lycopene on cardiac function and
myocardial fibrosis after acute myocardial infarction in rats via the modulation of p38 and MMP-9. J. Mol. Histol. 2014, 45,
113–120. [CrossRef]

62. Ferreira-Santos, P.; Aparicio, R.; Carrón, R.; Sevilla, M.Á.; Monroy-Ruiz, J.; Montero, M.J. Lycopene-supplemented diet ameliorates
cardiovascular remodeling and oxidative stress in rats with hypertension induced by Angiotensin II. J. Funct. Foods 2018, 47,
279–287. [CrossRef]

63. Mordente, A.; Guantario, B.; Meucci, E.; Silvestrini, A.; Lombardi, E.; Martorana, G.E.; Giardina, B.; Bohm, V. Lycopene and
cardiovascular diseases: An update. Curr. Med. Chem. 2011, 18, 1146–1163. [CrossRef]

64. Burton-Freeman, B.; Sesso, H.D. Whole food versus supplement: Comparing the clinical evidence of tomato intake and lycopene
supplementation on cardiovascular risk factors. Adv. Nutr. 2014, 5, 457–485. [CrossRef] [PubMed]

65. Friedman, M. Anticarcinogenic, cardioprotective, and other health benefits of tomato compounds lycopene, alpha-tomatine, and
tomatidine in pure form and in fresh and processed tomatoes. J. Agric. Food Chem. 2013, 61, 9534–9550. [CrossRef] [PubMed]

66. Biddle, M.J.; Lennie, T.A.; Bricker, G.V.; Kopec, R.E.; Schwartz, S.J.; Moser, D.K. Lycopene dietary intervention: A pilot study in
patients with heart failure. J. Cardiovasc. Nurs. 2015, 30, 205–212. [CrossRef] [PubMed]

67. Gajendragadkar, P.R.; Hubsch, A.; Maki-Petaja, K.M.; Serg, M.; Wilkinson, I.B.; Cheriyan, J. Effects of oral lycopene supplementa-
tion on vascular function in patients with cardiovascular disease and healthy volunteers: A randomised controlled trial. PLoS
ONE 2014, 9, e99070.

68. Zou, Z.Y.; Xu, X.R.; Lin, X.M.; Zhang, H.B.; Xiao, X.; Ouyang, L.; Huang, Y.M.; Wang, X.; Liu, Y.Q. Effects of lutein and
lycopene on carotid intima-media thickness in Chinese subjects with subclinical atherosclerosis: A randomised, double-blind,
placebo-controlled trial. Br. J. Nutr. 2014, 111, 474–480. [CrossRef] [PubMed]

http://doi.org/10.1097/HJH.0b013e3283469976
http://www.ncbi.nlm.nih.gov/pubmed/21505352
http://doi.org/10.1016/j.lab.2005.03.018
http://www.ncbi.nlm.nih.gov/pubmed/16194683
http://doi.org/10.1016/j.ejphar.2008.03.001
http://doi.org/10.1007/s10557-009-6206-3
http://doi.org/10.1016/j.jnutbio.2008.10.002
http://doi.org/10.1016/j.jnutbio.2010.08.010
http://doi.org/10.1002/mnfr.201100500
http://doi.org/10.1111/1440-1681.12412
http://doi.org/10.1007/s11745-998-0295-6
http://www.ncbi.nlm.nih.gov/pubmed/9832077
http://doi.org/10.1093/jn/130.9.2200
http://www.ncbi.nlm.nih.gov/pubmed/10958813
http://doi.org/10.1038/sj.ejcn.1601046
http://www.ncbi.nlm.nih.gov/pubmed/10878653
http://doi.org/10.1080/07315724.2001.10719037
http://doi.org/10.1038/sj.ejcn.1601974
http://doi.org/10.1016/j.biopha.2017.11.116
http://doi.org/10.3892/mmr.2014.2676
http://doi.org/10.1007/s10735-013-9535-2
http://doi.org/10.1016/j.jff.2018.06.002
http://doi.org/10.2174/092986711795029717
http://doi.org/10.3945/an.114.005231
http://www.ncbi.nlm.nih.gov/pubmed/25469376
http://doi.org/10.1021/jf402654e
http://www.ncbi.nlm.nih.gov/pubmed/24079774
http://doi.org/10.1097/JCN.0000000000000108
http://www.ncbi.nlm.nih.gov/pubmed/24651682
http://doi.org/10.1017/S0007114513002730
http://www.ncbi.nlm.nih.gov/pubmed/24047757


Molecules 2022, 27, 3235 15 of 16

69. Thies, F.; Masson, L.F.; Rudd, A.; Vaughan, N.; Tsang, C.; Brittenden, J.; Simpson, W.G.; Duthie, S.; Horgan, G.W.; Duthie, G. Effect
of a tomato-rich diet on markers of cardiovascular disease risk in moderately overweight, disease-free, middle-aged adults: A
randomized controlled trial. Am. J. Clin. Nutr. 2012, 95, 1013–1022. [CrossRef]

70. McEneny, J.; Wade, L.; Young, I.S.; Masson, L.; Duthie, G.; McGinty, A.; McMaster, C.; Thies, F. Lycopene intervention reduces
inflammation and improves HDL functionality in moderately overweight middle-aged individuals. J. Nutr. Biochem. 2013, 24,
163–168. [CrossRef]

71. Moran, N.E.; Clinton, S.K.; Erdman, J.W., Jr. Differential bioavailability, clearance, and tissue distribution of the acyclic tomato
carotenoids lycopene and phytoene in Mongolian gerbils. J. Nutr. 2013, 143, 1920–1926. [CrossRef]

72. Song, B.; Liu, K.; Gao, Y.; Zhao, L.; Fang, H.; Li, Y.; Pei, L.; Xu, Y. Lycopene and risk of cardiovascular diseases: A meta-analysis of
observational studies. Mol. Nutr. Food Res. 2017, 61, 1601009. [CrossRef]

73. Zeng, J.; Zhao, J.; Dong, B.; Cai, X.; Jiang, J.; Xue, R.; Yao, F.; Dong, Y.; Liu, C. Lycopene protects against pressure overload-induced
cardiac hypertrophy by attenuating oxidative stress. J. Nutr. Biochem. 2019, 66, 70–78. [CrossRef]

74. Xu, J.; Hu, H.; Chen, B.; Yue, R.; Zhou, Z.; Liu, Y.; Zhang, S.; Xu, L.; Wang, H.; Yu, Z. Lycopene protects against hy-
poxia/reoxygenation injury by alleviating er stress induced apoptosis in neonatal mouse cardiomyocytes. PLoS ONE 2015, 10,
e0136443. [CrossRef] [PubMed]

75. Thies, F.; Mills, L.M.; Moir, S.; Masson, L.F. Cardiovascular benefits of lycopene: Fantasy or reality? Proc. Nutr. Soc. 2017, 76,
122–129. [CrossRef] [PubMed]

76. Palozza, P.; Parrone, N.; Simone, R.E.; Catalano, A. Lycopene in atherosclerosis prevention: An integrated scheme of the potential
mechanisms of action from cell culture studies. Arch. Biochem. Biophys. 2010, 504, 26–33. [CrossRef] [PubMed]

77. Cheng, H.M.; Koutsidis, G.; Lodge, J.K.; Ashor, A.; Siervo, M.; Lara, J. Tomato and lycopene supplementation and cardiovascular
risk factors: A systematic review and meta-analysis. Atherosclerosis 2017, 257, 100–108. [CrossRef]

78. Wolak, T.; Paran, E. Can carotenoids attenuate vascular aging? Vasc. Pharmacol. 2013, 59, 63–66. [CrossRef]
79. Sesso, H.D.; Buring, J.E.; Norkus, E.P.; Gaziano, J.M. Plasma lycopene, other carotenoids, and retinol and the risk of cardiovascular

disease in women. Am. J. Clin. Nutr. 2004, 79, 47–53. [CrossRef]
80. Klipstein-Grobusch, K.; Launer, L.J.; Geleijnse, J.M.; Boeing, H.; Hofman, A.; Witteman, J.C. Serum carotenoids and atherosclerosis.

The Rotterdam Study. Atherosclerosis 2000, 148, 49–56. [CrossRef]
81. Hu, M.Y.; Li, Y.L.; Jiang, C.H.; Liu, Z.Q.; Qu, S.L.; Huang, Y.M. Comparison of lycopene and fluvastatin effects on atherosclerosis

induced by a high-fat diet in rabbits. Nutrition 2008, 24, 1030–1038. [CrossRef]
82. Engelhard, Y.N.; Gazer, B.; Paran, E. Natural antioxidants from tomato extract reduce blood pressure in patients with grade-1

hypertension: A double-blind, placebo-controlled pilot study. Am. Heart J. 2006, 151, 100. [CrossRef]
83. Sesso, H.D.; Liu, S.; Gaziano, J.M.; Buring, J.E. Dietary lycopene, tomato-based food products and cardiovascular disease in

women. J. Nutr. 2003, 133, 2336–2341. [CrossRef]
84. Zhang, Y.; Liu, Y.; Lv, Q. DFT study on the quenching mechanism of singlet oxygen by lycopene. RSC Adv. 2016, 6, 98498–98505.

[CrossRef]
85. Stirban, A.; Gawlowski, T.; Roden, M. Vascular effects of advanced glycationendproducts: Clinical effects and molecular

mechanisms. Mol. Metabolism 2014, 3, 94–108. [CrossRef] [PubMed]
86. Scolastici, C.; de Lima, R.O.A.; Barbisan, L.F.; Ferreira, A.L.; Ribeiro, D.A.; Salvadori, D.M. Antigenotoxicity and antimutagenicity

of lycopene in HepG2 cell line evaluated by the comet assay and micronucleus test. Toxicol. Vitr. Int. J. Publ. Assoc. BIBRA 2008,
22, 510–514. [CrossRef] [PubMed]

87. Watters, J.L.; Satia, J.A.; Kupper, L.L.; Swenberg, J.A.; Schroeder, J.C.; Switzer, B.R. Associations of antioxidant nutrients and
oxidative DNA damage in healthy African-American and White adults. Cancer Epidemiol. Biomark. Prev. A Publ. Am. Assoc. Cancer
Res. 2007, 16, 1428–1436. [CrossRef] [PubMed]

88. Zhao, X.; Aldini, G.; Johnson, E.J.; Rasmussen, H.; Kraemer, K.; Woolf, H.; Musaeus, N.; Krinsky, N.I.; Russell, R.M.; Yeum, K.J.
Modification of lymphocyte DNA damage by carotenoid supplementation in postmenopausal women. Am. J. Clin. Nutr. 2006, 83,
163–169. [CrossRef] [PubMed]

89. Rao, L.G.; Mackinnon, E.S.; Josse, R.G.; Murray, T.M.; Strauss, A.; Rao, A.V. Lycopene consumption decreases oxidative stress and
bone resorption markers in postmenopausal women. Osteoporos. Int. 2007, 18, 109–115. [CrossRef] [PubMed]

90. Misra, R.; Mangi, S.; Joshi, S.; Mittal, S.; Gupta, S.K.; Pandey, R.M. LycoRed as an alternative to hormone replacement therapy in
lowering serum lipids and oxidative stress markers: A randomized controlled clinical trial. J. Obstet. Gynaecol. Res. 2006, 32,
299–304. [CrossRef]

91. Coyne, T.; Ibiebele, T.I.; Baade, P.D.; Dobson, A.; McClintock, C.; Dunn, S.; Leonard, D.; Shaw, J. Diabetes mellitus and serum
carotenoids: Findings of a population-based study in Queensland, Australia. Am. J. Clin. Nutr. 2005, 82, 685–693. [CrossRef]

92. Granado-Lorencio, F.; Olmedilla-Alonso, B. Dietary antioxidant intake and risk of type 2 diabetes: Response to Montonen et al.
Diabetes Care. 2004, 27, 1845–1846. [CrossRef]

93. Rani, A.J.; Mythili, S.V. Study on total antioxidant status in relation to oxidative stress in type 2 diabetes mellitus. J. Clin. Diagn.
Res. JCDR 2014, 8, 108–110. [CrossRef] [PubMed]

94. Polidori, M.C.; Mecocci, P.; Stahl, W.; Parente, B.; Cecchetti, R.; Cherubini, A.; Cao, P.; Sies, H.; Senin, U. Plasma levels of lipophilic
antioxidants in very old patients with type 2 diabetes. Diabetes/Metab. Res. Rev. 2000, 16, 15–19. [CrossRef]

http://doi.org/10.3945/ajcn.111.026286
http://doi.org/10.1016/j.jnutbio.2012.03.015
http://doi.org/10.3945/jn.113.181461
http://doi.org/10.1002/mnfr.201601009
http://doi.org/10.1016/j.jnutbio.2019.01.002
http://doi.org/10.1371/journal.pone.0136443
http://www.ncbi.nlm.nih.gov/pubmed/26291709
http://doi.org/10.1017/S0029665116000744
http://www.ncbi.nlm.nih.gov/pubmed/27609297
http://doi.org/10.1016/j.abb.2010.06.031
http://www.ncbi.nlm.nih.gov/pubmed/20599665
http://doi.org/10.1016/j.atherosclerosis.2017.01.009
http://doi.org/10.1016/j.vph.2013.07.006
http://doi.org/10.1093/ajcn/79.1.47
http://doi.org/10.1016/S0021-9150(99)00221-X
http://doi.org/10.1016/j.nut.2008.05.006
http://doi.org/10.1016/j.ahj.2005.05.008
http://doi.org/10.1093/jn/133.7.2336
http://doi.org/10.1039/C6RA19639J
http://doi.org/10.1016/j.molmet.2013.11.006
http://www.ncbi.nlm.nih.gov/pubmed/24634815
http://doi.org/10.1016/j.tiv.2007.11.002
http://www.ncbi.nlm.nih.gov/pubmed/18077131
http://doi.org/10.1158/1055-9965.EPI-06-1030
http://www.ncbi.nlm.nih.gov/pubmed/17627008
http://doi.org/10.1093/ajcn/83.1.163
http://www.ncbi.nlm.nih.gov/pubmed/16400064
http://doi.org/10.1007/s00198-006-0205-z
http://www.ncbi.nlm.nih.gov/pubmed/16941193
http://doi.org/10.1111/j.1447-0756.2006.00410.x
http://doi.org/10.1093/ajcn/82.3.685
http://doi.org/10.2337/diacare.27.7.1845
http://doi.org/10.7860/JCDR/2014/7603.4121
http://www.ncbi.nlm.nih.gov/pubmed/24783095
http://doi.org/10.1002/(SICI)1520-7560(200001/02)16:1&lt;15::AID-DMRR71&gt;3.0.CO;2-B


Molecules 2022, 27, 3235 16 of 16

95. Riso, P.; Brusamolino, A.; Martinetti, A.; Porrini, M. Effect of a tomato drink intervention on insulin-like growth factor (IGF)-1
serum levels in healthy subjects. Nutr. Cancer 2006, 55, 157–162. [CrossRef] [PubMed]

96. Higuera-Ciapara, I.; Félix-Valenzuela, L.; Goycoolea, F.M. Astaxanthin: A review of its chemistry and applications. Crit. Rev. Food
Sci. Nutr. 2006, 46, 185–196. [CrossRef] [PubMed]

97. Bose, K.S.; Agrawal, B.K. Effect of long-term supplementation of tomatoes (cooked) on levels of antioxidant enzymes, lipid
peroxidation rate, lipid profile and glycatedhaemoglobin in Type 2 diabetes mellitus. West Indian Med. J. 2006, 55, 274–278.
[CrossRef] [PubMed]

98. She, C.; Shang, F.; Zhou, K.; Liu, N. Serum carotenoids and risks of diabetes and diabetic retinopathy in a Chinese population
sample. Curr. Mol. Med. 2017, 17, 287–297. [CrossRef] [PubMed]

99. Upritchard, J.E.; Sutherland, W.H.; Mann, J.I. Effect of supplementation with tomato juice, vitamin E, and vitamin C on LDL
oxidation and products of inflammatory activity in type 2 diabetes. Diabetes Care 2000, 23, 733–738. [CrossRef]

100. Kuhad, A.; Sethi, R.; Chopra, K. Lycopene attenuates diabetes-associated cognitive decline in rats. Life Sci. 2008, 83, 128–134.
[CrossRef]

101. Kumar, P.; Kumar, A. Effect of lycopene and epigallocatechin-3-gallate against 3-nitropropionic acid induced cognitive dysfunction
and glutathione depletion in rat: A novel nitric oxide mechanism. Food Chem. Toxicol. 2009, 47, 2522–2530. [CrossRef]

102. Akbaraly, N.T.; Faure, H.; Gourlet, V.; Favier, A.; Berr, C. Plasma carotenoid levels and cognitive performance in an elderly
population: Results of the EVA Study. J. Gerontol. Ser. A Biol. Sci. Med. Sci. 2007, 62, 308–316. [CrossRef]

103. Li, X.; Xu, J. Dietary and circulating lycopene and stroke risk: A meta-analysis of prospective studies. Sci. Rep. 2014, 4, 5031.
[CrossRef]

104. Borel, P.; Desmarchelier, C.; Nowicki, M.; Bott, R. Lycopene bioavailability is associated with a combination of genetic variants.
Free. Radic. Biol. Med. 2015, 83, 238–244. [CrossRef] [PubMed]

105. Costa-Rodrigues, J.; Pinho, O.; Monteiro, P.R.R. Can lycopene be considered an effective protection against cardiovascular disease?
Food Chem. 2018, 245, 1148–1153. [CrossRef] [PubMed]

106. Trumbo, P.R. Are there adverse effects of lycopene exposure? J. Nutr. 2005, 135, 2060s-1s. [CrossRef] [PubMed]
107. Christian, M.S.; Schulte, S.; Hellwig, J. Developmental (embryo-fetal toxicity/teratogenicity) toxicity studies of synthetic

crystalline lycopene in rats and rabbits. Food Chem. Toxicol. 2003, 41, 773–783. [CrossRef]
108. Shao, A.; Hathcock, J.N. Risk assessment for the carotenoids lutein and lycopene. Regul. Toxicol. Pharmacol. 2006, 45, 289–298.

[CrossRef]

http://doi.org/10.1207/s15327914nc5502_6
http://www.ncbi.nlm.nih.gov/pubmed/17044770
http://doi.org/10.1080/10408690590957188
http://www.ncbi.nlm.nih.gov/pubmed/16431409
http://doi.org/10.1590/S0043-31442006000400010
http://www.ncbi.nlm.nih.gov/pubmed/17249316
http://doi.org/10.2174/1566524017666171106112131
http://www.ncbi.nlm.nih.gov/pubmed/29110607
http://doi.org/10.2337/diacare.23.6.733
http://doi.org/10.1016/j.lfs.2008.05.013
http://doi.org/10.1016/j.fct.2009.07.011
http://doi.org/10.1093/gerona/62.3.308
http://doi.org/10.1038/srep05031
http://doi.org/10.1016/j.freeradbiomed.2015.02.033
http://www.ncbi.nlm.nih.gov/pubmed/25772008
http://doi.org/10.1016/j.foodchem.2017.11.055
http://www.ncbi.nlm.nih.gov/pubmed/29287334
http://doi.org/10.1093/jn/135.8.2060S
http://www.ncbi.nlm.nih.gov/pubmed/16046742
http://doi.org/10.1016/S0278-6915(03)00009-7
http://doi.org/10.1016/j.yrtph.2006.05.007

	Introduction 
	Dietary Sources of Lycopene 
	Lycopene Biochemistry 
	Dietary Metabolism and Retention of Lycopene Bioavailability 
	Lycopene Pharmacokinetics 
	Absorption 
	Transportation 
	Distribution 

	Cardio-Vascular Disease Risk Factors 
	Oxidation of LDL (Low Density Lipoprotein) 
	Involvement of Metal Ions in LDL Oxidation 
	Role of Enzymes in LDL Oxidation 
	High Blood Sugar and Blood Pressure 

	In Vitro Studies-Based Evidence of Lycopene’s Protective Effect against CVD Factors 
	In Vivo Studies-Based Evidence of Lycopene’s Protective Effect against CVD Factors 
	Clinical Trials-Based Evidence of Lycopene’s Protective Effect against CVD Factors 
	Therapeutic Potential of Lycopene against Cardiac Risk Factors 
	Lycopene on Oxidative Stress 
	Anti-Diabetic Effects of Lycopene 
	Lycopene’s Effect on Flow-Mediated Dilation (FMD) 
	Other Health Benefits 

	Controversies and Associated Toxicity 
	Conclusions 
	References

