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Abstract
Subjective alertness and optimal cognitive function, including in terms of attention, spatial/working memory and executive 
function, are intrinsic to peak performance in many sports. Consumption of a number of plant-derived ‘secondary metabolite’ 
phytochemicals can modulate these psychological parameters, although there is a paucity of evidence collected in a sporting 
context. The structural groups into which these phytochemicals fall—phenolics, terpenes and alkaloids—vary in terms of 
the ecological roles they play for the plant, their toxicity and the extent to which they exert direct effects on brain function. 
The phenolics, including polyphenols, play protective roles in the plant, and represent a natural, benign component of the 
human diet. Increased consumption has been shown to improve cardiovascular function and is associated with long-term 
brain health. However, whilst short-term supplementation with polyphenols has been shown to consistently modulate cerebral 
blood-flow parameters, evidence of direct effects on cognitive function and alertness/arousal is currently comparatively weak. 
Terpenes play both attractant and deterrent roles in the plant, and typically occur less frequently in the diet. Single doses of 
volatile monoterpenes derived from edible herbs such as sage (Salvia officinalis/lavandulaefolia) and peppermint (Mentha 
piperita), diterpene-rich Ginkgo biloba extracts and triterpene-containing extracts from plants such as ginseng (Panax gin-
seng/quinquefolius) and Bacopa monnieri have all been shown to enhance relevant aspects of cognitive function and alert-
ness. The alkaloids play toxic defensive roles in the plant, including via interference with herbivore brain function. Whilst 
most alkaloids are inappropriate in a sporting context due to toxicity and legal status, evidence suggests that single doses of 
nicotine and caffeine may be able to enhance relevant aspects of cognitive function and/or alertness. However, their benefits 
may be confounded by habituation and withdrawal effects in the longer term. The efficacy of volatile terpenes, triterpene-
rich extracts and products combining low doses of caffeine with other phytochemicals deserves more research attention.

Key Points 

Evidence collected in normal healthy samples suggests 
that secondary metabolite phytochemicals from each of 
the main structural groups—phenolics (polyphenols), 
terpenes and alkaloids—may result in improvements to 
cognitive function and psychological state that could be 
relevant to sports performance.

A lack of research collected in the context of sporting 
performance limits the extent to which these results can 
inform practical recommendations.
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1 � Cognitive Function Relevant to Sporting 
Performance

Optimal cognitive functioning is essential for peak sport-
ing performance. Indeed, aspects of cognitive function 
enjoy a bi-directional relationship with sporting activ-
ity. Whilst the evidence is not entirely unequivocal [1, 
2], some research suggests that athletes outperform non-
athletes in terms of tasks measuring processing speed 
and attention [3], executive function [4], and spatial and 
working memory [5], but that different types of regular 
sporting activity with dissimilar cognitive requirements 
can be associated with corresponding differences in the 
performance of cognitive tasks measuring, for instance, 
attention task performance [3], executive function [4] and 
working memory capacity [6].

A common-sense case could clearly be made for the 
intrinsic contribution of efficient brain function, for 
instance in cognitive domains such as attention (which 
incorporates psychomotor-speed/reaction-times), spatial/
working memory and executive function, to all forms of 
sporting performance. Clearly the comparative contribu-
tion of each domain would be dependent on the demands 
of differing sports [1, 3, 4, 6]. Similarly, modulation of a 
subjective psychological state, particularly increased alert-
ness and decreased mental fatigue, will naturally have a 
knock-on effect on cognitive function, motivation and 
performance. All of these aspects of cognitive function 
and psychological state are amenable to modulation by the 
consumption of selected plant-derived ‘phytochemicals’.

Unfortunately, there is a complete absence of research 
assessing the psychoactive properties of most phytochemi-
cals in a sporting context. There is also a lack of research 
investigating how and to what extent an improvement in 
any specific aspect of cognitive function or psychological 
state will result in improved sporting performance. Even 
for caffeine, which has benefitted from substantial relevant 
research, there is a paucity of research assessing the contri-
bution that improved alertness and attention, as opposed to 
caffeine’s direct effects on physical performance, make to 
its beneficial effects on sporting performance (see Goldstein 
et al. [7]). As there are very few data collected in a sporting 
context, the following necessarily comprises a brief review 
of the evidence for potentially relevant cognitive/mood 
improvements drawn from the wider human controlled-trial 
literature. Whilst it seems reasonable to assume that the find-
ings from this body of research would apply at least equally 
in a sporting context, the possibility that the increased physi-
ological activation, psychological arousal or social interac-
tions involved in some sports might have an interactive rela-
tionship with the psychological effects of phytochemicals 
has not been empirically investigated.

2 � Phytochemicals

As rooted, stationary autotrophs, each genus or species of 
plant has evolved the capacity to synthesise a unique mixture 
of ‘phytochemicals’. These ‘secondary metabolites’ play no 
role in the plant’s primary metabolism and have no macro-
nutrient nutritional value. However, their synthesis increases 
the plant’s overall ability to overcome local challenges, by 
allowing the plant to interact with its environment. The roles 
here encompass general protection (e.g. antioxidant, ultra-
violet light-absorbing and anti-proliferative properties); 
management of the plant’s relationship with pathogenic 
and symbiotic microorganisms above and below the soil; 
defence against local competitor plants; and management 
of the plant’s relationship with more complex organisms 
[8–10]. The latter includes both the deterrence of herbivory 
and attraction of pollinators and other symbiotes via colour 
and volatile chemical emissions. The primary relationships 
in these latter categories are with insects, the most abundant 
and prolific family of animals and the plant’s most intimate 
and co-evolved neighbour both in terms of herbivory and 
pollination. In this regard, it is relevant that, courtesy of 
a shared genetic heritage, insects and humans share func-
tionally similar nervous systems, including in terms of all 
aspects of neurotransmission and cellular signal transduction 
mechanisms and molecules [8–10].

Most secondary metabolite phytochemicals can be clas-
sified into one of three structural groups: phenolics, terpe-
nes and alkaloids. These groups play different ecological 
roles in the plant. Phenolics are present in all plant mate-
rial where they play primarily protective roles in the face of 
environmental stressors. They provide colour, antioxidant 
and antimicrobial protection, particularly in the outer layers 
of leaves, fruits, etc. Terpenes play dual roles depending on 
the plant tissue and mode of delivery: the lower molecular 
weight volatile terpenes act as attractants for pollinators or 
symbiotes at low, airborne doses, but as toxic deterrents at 
the higher concentrations found in plant tissue and on the 
surface of leaves. More complex terpenes tend more towards 
toxic deterrence, including via interactions with the nerv-
ous and hormonal systems of potential herbivores. The last 
structural group, alkaloids, play almost exclusively toxic 
roles, again potentially via direct interactions with the nerv-
ous systems of herbivores [8–10].

These differing ecological roles correspond in many 
ways with the functional effects of these structural groups 
in human consumers. Phenolics, a ubiquitous component of 
the human diet, will tend towards exerting a global, benefi-
cial effect on human physiological function, whereas both 
terpenes and alkaloids have evolved to exert multifarious 
direct, purposeful interactions with the nervous systems of 
symbiotic or herbivorous animals. This latter property can 
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translate into an ability to modulate human brain function 
in the short term.

3 � Phenolics

The most intensively studied group of phytochemicals, the 
‘phenolics’, can be broadly divided into simple phenolics, 
which incorporate one phenyl aromatic hydrocarbon ring 
within their structure and polyphenols, which incorporate 
two aromatic rings [11]. Each group can be further subdi-
vided, with most polyphenols falling into the flavonoid sub-
group, which can be further sub-divided into the chalcones, 
the flavanones and their derivatives the flavones, flavonols, 
isoflavones, flavanols and anthocyanins [12]. The flavanols 
comprise the most complex and varied sub-class of flavonoid 
structures, which range from single molecules (monomers), 
such as catechin and epicatechin, to chains of two (dimers) 
or more (oligomers/polymers) molecules, which are often 
referred to as proanthocyanidins or condensed tannins [13]. 
Unlike the small monomers (and some dimers), which can 
be absorbed in the upper intestine, the more complex struc-
tures first have to undergo metabolism by gut microbiota 
prior to absorption, and often ultimately appear in the cir-
culation in the form of simple phenolics.

Polyphenols are present in most plant materials and are an 
unavoidable part of the human diet, with the greatest quanti-
ties being consumed in the form of alcoholic and non-alco-
holic beverages such as wine and tea, fruit and fruit juices, 
and vegetables [14]. However, food diary studies suggest a 
wide variability in flavonoid consumption. For instance, the 
populations of the USA, Spain, Australia and France have 
been estimated to consume approximately 190 mg, 310 mg, 
450 mg and 550 mg of flavonoids per day, respectively, with 
the largest part being taken in the form of flavanols and their 
oligomers and polymers [14–16]. Although receiving less 
attention, simple phenolics tend to be consumed at higher 
levels than polyphenols [17, 18].

Although polyphenols are typically described as antioxi-
dants, the current consensus is that their effects are attribut-
able to direct interactions within cellular signal transduc-
tion pathways [9, 19]. Functional effects here can include 
direct interactions with cellular receptors, but are more 
likely predicated on interactions within the protein-kinase 
and lipid-kinase signalling cascades [e.g. mitogen-activated 
protein kinase (MAPK) and phosphatidylinositide 3-kinase/
protein kinase B (PI-3K/PKB)] that ferry signals received 
from outside of the cell, often by membrane or nuclear 
receptors, towards the cell’s nucleus. Targets also include 
cellular signal collection and processing mechanisms such as 
the ubiquitous energy-regulating target of rapamycin (TOR), 
which collects and rationalises information about external 
conditions, and internal energy availability and expenditure 

from multiple cellular signal transduction cascades [9, 
20–23]. The summed and interacting activity in these signal 
transduction pathways dictate the cell’s response to environ-
mental, stressor or internal energy-related information, for 
instance by modulating the activity of transcription factors 
[e.g. nuclear factor kappa-B (NF-kB) or cAMP response 
element-binding protein (CREB)]. This in turn leads to a 
wide range of cellular responses, including cell proliferation, 
apopotosis, the synthesis of growth factors and inflammatory 
molecules such as ‘induced’ nitric oxide synthase (iNOS), 
cytokines and cyclo-oxygenase-2 (COX-2). Overactivity or 
dysregulation within these signalling pathways is implicated 
in the pathogenesis of cardiovascular and neurodegenera-
tive diseases and cancers [22, 24]. Interestingly, most of the 
mammalian cellular effects of polyphenols take place in the 
components of cellular signal-transduction cascades that 
are encoded by the ~ 3000 conserved genes that plants and 
humans share [9].

Of particular relevance to the brain, these signal transduc-
tion effects encompass, for instance: direct neurotransmitter 
receptor interactions; an increase in the synthesis of the neu-
rotrophins that are integral to synaptic plasticity; and interac-
tions with the ‘receptor tyrosine kinase’ membrane recep-
tors that transduce neurotrophin signals, and their signalling 
cascades [25]. Interactions within kinase and TOR signalling 
pathways also modulate the synthesis of the vasodilatory 
molecule nitric oxide, leading to an increase in local cerebral 
blood flow, which in turn fosters angiogenesis/neurogenesis. 
These, and the more general cellular effects of phenolics, 
may contribute to both short-term benefits to brain function 
and neuroprotection/neuronal repair in the face of ageing 
and insults [21, 22, 26].

Whilst nitric oxide synthesis may partially underpin 
short-term cardiovascular benefits, polyphenols have also 
been shown to attenuate the inflammation and oxidative 
stress implicated in the pathogenesis of cardiovascular 
disease and tumorogenesis [27], and the neuronal damage 
associated with neurodegenerative diseases and the dete-
rioration in cognitive function seen with ageing [28]. One 
further mechanism that is coming under increasing scrutiny 
is the role of dietary phenolics in the modulation of the gut 
microbial communities (which play a bi-directional role in 
cardiovascular and brain function)—a role that mirrors their 
management of nutrient-absorbing, symbiotic microbial 
populations in the plant’s root system [8, 9].

In line with these mechanistic effects, epidemiological 
evidence suggests that dietary phenolic consumption con-
fers a wide range of health benefits. For example, individual 
cohort studies and multiple meta-analyses of the body of 
epidemiological research show that the consumption of 
polyphenols or polyphenol-rich foods is inversely related 
to all aspects of cardiovascular disease, including mortal-
ity [29–34]; protection against cerebrovascular diseases 
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and neurological disorders, including dementia [35–42]; 
improved cognitive function in healthy middle age [43]; 
and reduced cognitive impairment and cognitive decline in 
elderly populations [36, 38, 44–46].

The cardiovascular benefits have also been confirmed 
in a large body of controlled intervention trials, princi-
pally involving polyphenols derived from cocoa, which are 
described briefly below. This having been said, the direct 
evidence of benefits related to physical performance or phys-
iological parameters in recreational, competitive or elite ath-
letes is currently insufficient to arrive at any conclusion as to 
the efficacy of polyphenol supplements in this regard [47].

The literature relating to several of the sources of poly-
phenols and individual compounds that have garnered sig-
nificant amounts of relevant human research in non-sporting 
contexts are described below.

3.1 � Cocoa Flavanols

The largest body of human polyphenol research has involved 
the administration of cocoa-derived products, which are par-
ticularly rich in the flavanols catechin and epicatechin and 
their dimers/oligomers. Research here has benefitted from 
the availability of several standardised high-flavanol prod-
ucts. To date there is a lack of research assessing the effects 
of cocoa-flavanols on brain function in a sporting context 
[48], with the exception of a recent study that reported inde-
pendent improvements in executive function following 30 
min of moderate intensity cycling and a high cocoa-flavanol 
(536 mg flavanols) drink [49]. However, this study did not 
measure cognitive function during exercise or relate this to 
any aspect of performance.

Meta-analyses of the data from many dozens of inter-
vention trials demonstrate a consistent beneficial effect of 
cocoa-flavanols on cardiovascular parameters, including 
inflammatory biomarkers related to atherosclerosis, insu-
lin resistance, lipid profiles, blood-pressure and peripheral 
blood flow as measured by flow-mediated dilatation (FMD) 
[32, 50–52]. These meta-analyses suggest that these effects 
are achievable with an optimal dose of ~500 mg of flavanols 
per day [52] and within 2 h of consumption of the first dose 
[53]. It should be noted that many cocoa-derived products 
contain some carbohydrates, and almost all contain poten-
tially bioactive levels of caffeine and other alkaloid methyl-
xanthines. However, controlled trials typically match their 
comparator control interventions for these components.

In terms of brain function, increases in cerebral blood-
flow (CBF) have been seen following single doses of 
cocoa extract containing ~ 500 mg [54] and 900 mg [55] 
of flavanols, using functional magnetic resonance imag-
ing (fMRI) and trans-cranial Doppler (TCD), respectively. 
Cocoa extracts containing 170 mg [56] and 450 mg [57] 
of flavanols, administered sub-chronically for 5 days and 

2 weeks, respectively, also increased CBF in healthy older 
and younger adults as assessed by fMRI and near-infrared 
spectroscopy (NIRS). Only one study has failed to report any 
CBF effects to date, in this case following both a single dose 
and 4 weeks’ administration of a low-caffeine cocoa extract 
containing 250 mg flavanols in comparison to a caffeine-free 
control [58].

In terms of psychological function following single doses, 
controlled crossover trials have demonstrated improvements 
on cognitively demanding tasks and reduced mental fatigue 
following the lower of two single doses of cocoa-flavanols 
(520 mg/994 mg) [59], and improved spatial memory, choice 
reaction time and visual sensitivity following flavanol-
enriched dark chocolate (720 mg) [60]. One study also 
reported improved performance on a focussed attention task 
following brewed cocoa containing 500 mg of flavanols and 
20 mg of caffeine versus a caffeine-free placebo [61], and 
one study reported no effects following cocoa drinks con-
taining 250 mg and 500 mg of flavanols [62].

With regards chronic dosage, the best evidence of ben-
efits comes from a pair of methodologically identical stud-
ies carried out in 90 healthy elderly participants [63] and 
90 sufferers from age-related cognitive impairment [64], 
respectively. In both studies, participants received a low 
(control), medium (520 mg) or high (990 mg) flavanol 
drink for 4 weeks. In both studies the high-flavanol drink 
was associated with reduced insulin resistance, blood pres-
sure and lipid peroxidation, and improved performance on 
two cognitive tasks that assessed attention and executive 
function. These findings were mirrored by those following 
the medium-flavanol treatment, with the exception that this 
dose did not improve the attention task. These findings are 
supported by a study also undertaken in 40 elderly partici-
pants in which supplementation with 500 mg of flavanols for 
12 weeks resulted in improvements on a composite cognitive 
score derived from a battery of tasks. In this study, blood 
levels of brain-derived neurotrophic factor (BDNF), a pro-
tein involved in the survival, growth and differentiation of 
new neurons and synapses in the brain, were also increased 
in the flavanol condition [65].

Whilst these studies look promising, several studies 
involving the administration of 250–750 mg of flavanols for 
4–6 weeks to middle-aged/older participants have failed to 
elicit any relevant improvements in cognitive function or 
psychological state [62, 66, 67]. It may be relevant that only 
one of these null studies reported matching the caffeine lev-
els in their control treatments [62].

3.2 � Fruit Polyphenols

Fruit polyphenol interventions typically contain a complex 
mixture of simple phenolics and polyphenols. Compara-
tor interventions in this research are typically matched for 



S43Phytochemicals and Cognitive Function

carbohydrate content if necessary. Whilst no studies have 
assessed the effects of fruit polyphenols on sporting perfor-
mance, increases in CBF as assessed by arterial spin label-
ling fMRI have been seen in healthy adults, in comparison to 
a control, following a single dose of orange juice containing 
70 mg of flavonoids [68] and after 12 weeks’ administration 
of a blueberry extract containing 387 mg of anthocyanidins 
[69]. A previous study also demonstrated increased brain 
activation (fMRI) and memory task performance, alongside 
increased plasma biomarkers of polyphenol absorption, in 
middle-aged and older participants following 4  weeks’ 
administration of pomegranate juice [70].

In terms of studies assessing psychological functioning, 
several crossover studies in healthy adults have reported 
subtle, treatment-related differences in cognitive function 
following single doses. For instance, two crossover studies 
involving the administration of anthocyanin-rich fruit juice 
containing 500 mg [71] and 140 mg [72] of anthocyanins 
reported benefits that were restricted to the performance of 
attention tasks, with the latter study also reporting improved 
subjective ratings of calmness. One study [73] found that 
orange juice (272 mg of flavanones) improved one of two 
psychomotor ‘finger tapping’ tasks and one attention task 
(out of nine tasks) and increased alertness. However, stud-
ies involving single doses of orange juice containing 70 mg 
of flavanones [68] and flavonoid-rich homogenised apple 
(360 mg of flavonoids) [74] found no significant differences 
compared with their control arms.

Two chronic dosage crossover studies have also been 
reported. In one [75], high (305 mg) versus low (37 mg) 
flavanone orange juice administered for 8 weeks to 37 older 
adults resulted in subtle improvements on one global meas-
ure of cognitive function performance. However, grape juice 
containing 770 mg of polyphenols consumed for 12 weeks 
by a small cohort of healthy working mothers did not result 
in any readily interpretable cognitive, mood or driving task 
benefits [76]. Two small studies also assessed the cogni-
tive effects of blueberry drinks containing 143 mg [77] and 
125/250 mg of anthocyanins [78] in children, with only 
the latter study demonstrating mild dose-related cognitive 
benefits.

3.3 � Single Molecule Polyphenols: Resveratrol, 
Curcumin and Quercetin

Resveratrol and curcumin are both non-flavonoid poly-
phenols (a stilbene and a curcuminoid, respectively) that 
are regularly consumed as single compounds. On the 
basis of preclinical and animal research it has been sug-
gested that resveratrol has a number of properties relevant 
to the enhancement of physical or sporting performance, 
although this has not been investigated in humans to date 
[79]. This polyphenol has been shown to improve peripheral 

blood-flow, as assessed by FMD, in overweight/obese 
humans following a single dose and extended supplementa-
tion [80, 81]. Similarly, single doses of resveratrol (250 mg 
and 500 mg) have been shown to increase CBF in the frontal 
cortex during task performance in healthy young adults, as 
assessed by NIRS [82–84]. Single doses of 75 mg, 150 mg 
and 300 mg also increased CBF responses during hyper-
capnia in type II diabetics as assessed with TCD [85], with 
the lowest dose also increasing the haemodynamic response 
to cognitive task performance [86]. However, across these 
single-dose CBF studies only one reported concomitantly 
improved cognitive function, and this was restricted to two 
out of three doses of resveratrol [86].

In terms of chronic supplementation studies, 75 mg of 
resveratrol administered for 14 weeks to post-menopausal 
women resulted in an increased haemodynamic response 
to both hypercapnia and cognitive task performance as 
measured with TCD, alongside a general improvement in 
cognitive task performance [87]. Two placebo-controlled 
studies also assessed the effects of 26 weeks’ supplementa-
tion with resveratrol (200 mg/day) in 46 older adults [88] 
and 40 older adults with mild cognitive impairment [89]. 
Both studies demonstrated increased hippocampal connec-
tivity as assessed by fMRI, but only the cognitively intact 
cohort saw cognitive improvements in the form of improved 
memory performance [88]. In contrast, Wightman et al. [82] 
demonstrated a lack of any interpretable cognitive effects of 
28 days’ supplementation with 500 mg resveratrol, although 
subjective fatigue was reduced. A recent meta-analysis 
reported beneficial effects of resveratrol on cognitive func-
tion [90]. However, only three studies out of the ten that 
were included in the analysis reported benefits, and two of 
these three studies administered resveratrol alongside other 
polyphenols (red wine and quercetin, respectively).

Meta-analyses of the results of multiple human trials sug-
gest that curcumin, the principal polyphenol found in tur-
meric, can improve serum lipid levels [91], gluco-regulation 
[92] and inflammatory cytokine levels [93], and that it may 
be effective in treating depression [94]. Recent studies have 
suggested protective anti-inflammatory properties in the face 
of exercise-induced muscle damage [95] and preservation of 
gastrointestinal barrier damage during heat stress exercise 
[96]. Interestingly, a recent study demonstrated that 8 weeks’ 
supplementation with curcumin in the absence of exercise 
resulted in a similar improvement in endothelial function to 
a programme of aerobic exercise alone [97].

There is less evidence with regard cognitive function, 
and no studies that have been conducted in a sporting con-
text. In one study in older adults, both a single dose and 4 
weeks’ administration of 400 mg of curcumin led to mod-
estly improved cognitive function in terms of attention and 
working memory, with additional improvements in fatigue 
or alertness either before or after the day’s treatment after 
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4 weeks [98]. In the only other study involving healthy 
humans [99], there were no interpretable beneficial cognitive 
or mood effects of 12 months’ administration of 1500 mg 
of curcumin.

Evidence suggests that chronic consumption of the fla-
vonoid quercetin may have a small beneficial effect on 
endurance exercise (at around 1 g per day) in humans [100], 
although the evidence is somewhat equivocal [47]. How-
ever, whilst there is some evidence of improved cognitive 
functioning following this single-molecule polyphenol in 
rodents, only one study has assessed psychological func-
tioning in humans, with no effect of 12 weeks’ supplementa-
tion seen in a large sample of young, middle-aged and older 
adults [101].

3.4 � Other Polyphenols

Several other polyphenol groups have attracted some 
research attention in this area. A review of studies assess-
ing the cognitive effects of estrogenic soy-isoflavones [102] 
described equivocal evidence across 11 studies, mainly in 
samples of post-menopausal women. Similarly, whilst a 
number of studies have assessed the effects of chronic sup-
plementation with proanthocyanidin-rich pine bark extracts, 
the evidence of benefits in psychological functioning, to 
date, is less than clear [103–106].

3.5 � Conclusion

The epidemiological and meta-analysis evidence that sug-
gests wide-ranging cardiovascular benefits associated with 
consuming polyphenols is credible and consistent. However, 
the case for benefits to cognitive performance or psychologi-
cal states relevant to sport performance is less persuasive. 
There is clear evidence that polyphenol-rich products con-
sistently increase CBF or modulate brain activity after single 
doses [54, 55, 68, 83–85, 107] and longer periods of sup-
plementation [56, 57, 69, 70, 88, 108, 109]. However, whilst 
most of these CBF studies included an assessment of cogni-
tive task performance or mood, only a very small minority 
[70, 86, 88] reported any significant improvements in these 
domains in comparison to placebo. In contrast, slightly more 
than half of the above studies that focussed solely on cogni-
tive function and psychological state reported interpretable 
benefits in comparison to placebo. However, the benefits in 
several of these papers could best be described as subtle. 
This does suggest the potential for a publication bias within 
the literature in this area. Either way, the current evidence 
base suggests significant physiological health benefits for the 
consumption of polyphenols at levels that can be achieved 
in the diet, but the evidence with regard to the potential for 
phenolic supplements to improve aspects of cognitive func-
tion or psychological state relevant to sport performance in 

the short term is currently equivocal. Further research into 
the medium-/long-term effects of supplementation with phe-
nolics is warranted.

4 � Terpenes

The terpenes comprise a large, structurally diverse family of 
35,000 + compounds that are composed of units of the vola-
tile, organic, 5-carbon compound isoprene, and classified 
according to the number of isoprene units they contain. The 
lower molecular weight volatile monoterpenes and sesquiter-
penes incorporate two and three isoprene units, respectively, 
whereas diterpenes, triterpenes and tetraterpenes incorpo-
rate four, six and eight units, respectively [11]. All plants 
synthesise terpenes, both as primary metabolites and as the 
principle volatile components of the gaseous emissions, such 
as floral bouquets, that attract pollinators and symbiotes. 
However, only a minority of plant clades have evolved the 
specific use of terpenes in extensive ecological roles, such 
as defence against herbivory [8].

4.1 � Monoterpenes/Sesquiterpenes

A number of plant families rely on volatile terpenes not only 
as airborne attractants, but also as defensive agents [8, 110]. 
As attractants, plants synthesise and release comparatively 
low concentrations of mono- and sesquiterpenes. Many of 
these volatile terpenes are also produced endogenously by 
insects as intra-species (pheromone) and inter-species (allo-
mone) communication chemicals [111]. When employed in a 
defensive role, the same volatile terpenes are typically man-
ufactured and stored at high concentrations in cells external 
to the plant’s vascular system in order to avoid auto-toxic-
ity. For instance, they can be synthesised in tiny stalk cells, 
called glandular trichomes, on the insect-favoured underside 
of the leaf, and stored in a balloon-like bladder on top of the 
stalk [112]. When a herbivore visits the plant the delicate 
bladders are broken open, delivering a toxic dose of sticky, 
terpene-rich oil onto the visitor. The key difference between 
attraction and toxicity is therefore the dose and mode of 
administration of the volatile terpenes. Indeed, the lower, 
airborne doses of volatile terpenes that are associated with 
attraction will not negatively affect insect neurotransmission 
and behaviour, and may have a beneficial effect, as befits 
their roles as insect pheromone/allomone chemicals. The 
higher, defensive doses will, on the other hand, interfere 
with the same aspects of neurotransmission [8].

The dual use of volatile terpenes in ecological roles is 
particularly prevalent within the large Lamiaceae family of 
plants. The Nepetoideae sub-family represents a particu-
larly abundant source of monoterpene-rich culinary herbs 
and essential oils, which are distilled oils composed of the 
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plant material’s volatile terpenes. In line with this, essential 
oils contained in the trichomes of plants from across this 
taxon generally exhibit dose-dependent insecticidal proper-
ties against adult insects, principally via interactions with 
the insect nervous system [113], and they kill and inhibit 
the growth of larvae from a number of species [114, 115].

Most of the psychoactive members of Nepetoideae, 
including rosemary, lemon balm, sage and peppermint, 
belong to the Mentheae tribe of plants. Essential oils from 
this group typically contain mono- and sesquiterpenes such 
as 1,8-cineole, α-pinene camphor, geraniol, geranial, bor-
neol, camphene and β-caryophyllene [116, 117], with the 
differing aromas of family members being due to the dif-
fering concentrations of these. So, for instance, rosemary 
essential oil typically comprises 60% 1,8-cineole whereas 
peppermint primarily expresses menthol and menthone 
[118]. These plants also express comparatively low concen-
trations of diterpenes and triterpenes, but reasonably high 
levels of phenolics, including, in all cases, rosmarinic acid 
and its derivatives, alongside other phenolic acids and poly-
phenols [119–124].

Extracts from this family of plants share common (but 
variable) mechanisms of action relevant to the brain, for 
instance, inhibiting acetylcholinesterase and binding allos-
terically to gamma-aminobutyric acidA (GABAA), nicotinic 
and muscarinic receptors [8]. For some of these mechanisms 
of action their overall potency depends on synergistic inter-
actions between their monoterpene constituents [125–127]. 
These mechanistic effects do mean that some members of 
this plant group would be unlikely to have beneficial effects 
on cognitive function in a sporting context. The obvious 
examples here are Melissa officinalis (lemon balm) extracts, 
which exert GABAA [128] and nicotinic/muscarinic receptor 
binding and cholinesterase inhibitory properties that depend 
on the nature of the extract [126, 129–131]. Research in 
healthy adults shows that lemon balm extracts can improve 
aspects of cognitive function [129, 130, 132], but that they 
can equally result in decreased alertness, increased fatigue 
and some cognitive decrements [130–132], depending both 
on the dose and the nature of the extract.

There is a lack of research into the effects of volatile ter-
penes in a sporting context [48]. Only the Mentheae that 
have resulted in consistent, potentially relevant psychologi-
cal benefits will be considered below.

Interestingly, volatile terpenes, which are small lipophilic 
molecules, have been shown to have rapid bioavailability 
following passive inhalation and pulmonary absorption of 
vapour [133, 134]. It is also likely that purposeful intra-
nasal inhalation of concentrated volatile terpenes confers 
a number of further brain bioavailability advantages, with 
additional absorption via the nasal cavity’s olfactory and 
epithelium mucosa [135] and potential intraneural and peri-
neural transport along the trigeminal nerve and olfactory 

tract to a number of brain regions, including the piriform 
and entorhinal cortices, amygdala and hypothalamus [135]. 
Whilst passive inhalation has been investigated (e.g. Moss 
et al. [136, 137]—see section 4.1.2) the advantage of pur-
poseful nasal inhalation in terms of brain function has not 
yet been investigated.

4.1.1 � Sage (Salvia officinalis/lavandulaefolia)

The psychoactive effects of consuming single doses of cho-
linesterase inhibiting sage extracts have been assessed in 
a series of double-blind, placebo-controlled, crossover tri-
als in healthy humans. The two lowest of four single doses 
(167/333/666/1333 mg) of an ethanolic extract of S. offici-
nalis containing a full range of phytochemicals improved 
memory task performance in healthy elderly adults over 
the 6 h following consumption, with the lowest dose also 
improving attention task performance [138]. Similarly, both 
300 mg and 600 mg of encapsulated dried sage improved 
mood in young adults, with the lower dose reducing anxiety 
and the higher dose improving subjective ratings of alertness 
and calmness [139].

Several studies have assessed the effects of essential oils 
composed solely of the volatile terpenes present in plant 
material in young adults. In the first of these the consump-
tion of single doses of 50 µl and 100 µl of encapsulated 
S. lavandulaefolia essential oil [140] improved memory 
task performance over 2.5 h post dose. These effects were 
replicated following single doses of 25 µl and 50 µl of the 
same essential oil, along with improved performance of 
a working memory/executive function task and improved 
levels of subjective alertness, calmness and contentment 
[141]. Most recently, the psychoactive properties of cho-
linesterase inhibiting S. lavandulaefolia essential oil were 
confirmed in healthy young adults who consumed single 
doses of 50 µl oil composed exclusively of monoterpenes 
and with a high concentration of 1,8-cineol. Within the first 
4 h, memory and attention task performance were improved 
alongside increased alertness and reduced mental fatigue 
during extended performance of difficult tasks [142]. One 
parallel-groups study has also assessed the cognitive and 
mood effects of S. officinalis and S. lavandulaefolia essen-
tial oil vapour versus a no-vapour control condition [143]. 
In these ‘aromatherapy’ studies, participants are exposed to 
vapour in a small enclosed room, with the volatile terpenes 
absorbed through the lungs and mucosa. In this instance, 
both sage vapours improved mood, but only S. officinalis 
improved memory performance in healthy young adults.

4.1.2 � Rosemary (Rosmarinus officinalis)

Whilst the analgesic and antispasmodic effects of rose-
mary extracts may be due to GABA, opioid, muscarinic or 
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serotonin (5-HT) receptor interactions [144–146], the psy-
choactive properties of rosemary may relate to cholinergic 
receptor binding and cholinesterase inhibitory properties 
[147–149].

A handful of studies have assessed the effects of rosemary 
on human brain function. In the earliest study, exposure to 
vaporised rosemary essential oil increased alertness and led 
to more accurate but slower memory task performance, in 
comparison to a control condition, in 140 young healthy 
participants [136]. This study was followed by two studies 
involving 20 and 64 participants in which plasma levels of 
1,8-cineole were seen to increase alongside increased expo-
sure to essential oil vapour, confirming the bioavailability 
of the monoterpenes via inhalation. The changes in perfor-
mance of attention, working memory/executive function 
tasks [137] and a prospective memory task [150] also cor-
related with plasma levels of 1,8-cineole post administration.

Several randomised, double-blind studies have also 
assessed the effects of oral consumption of rosemary. In 
the first crossover study, 28 elderly adults consumed single 
oral doses of 750/1500/3000/6000 mg of powdered rose-
mary leaf on separate occasions. Assessments across the 
next 6 h showed improvements in alertness and the speed 
of performing memory tasks following the lowest dose, but 
significant decrements on the same measures following the 
highest dose, with mixed results for the intermediate doses 
[122]. Subsequently, a single-dose crossover study in 40 
young adults demonstrated no effects of 1.7 g of dried rose-
mary leaf on a single sustained attention task and subjec-
tive ratings of psychological state [151]. One study has also 
assessed the effects of longer term consumption (4 weeks) 
of 500 mg of dried rosemary in 68 healthy young adults 
and found that the participants’ subjective ratings of their 
prospective and retrospective memory performance, anxi-
ety and depression improved when taking rosemary. In this 
instance no objective measures of cognitive function were 
taken [152].

4.1.3 � Peppermint (Mentha piperita)

Peppermint typically expresses high levels of the monoterpe-
nes menthol and menthone [153, 154]. In vitro, essential oils 
and/or menthol alone have cholinesterase inhibitory proper-
ties [153, 155, 156] and interact with 5-HT3 [157], GABAA 
[158–160] and glycine [158] receptors.

In one of two single-blind studies, peppermint tea 
increased alertness and improved accuracy and speed of 
memory task performance 20 min after consumption, in 
comparison to a hot water control, in 180 young adults [161]. 
In the second, the only study to date involving physical per-
formance, pure peppermint essential oil dripped onto the 
tongue improved auditory and visual reaction times 5 min 
and 1 h after administration and improved lung function and 

physical performance (grip force, standing vertical and long 
jump) in comparison to a water control in 30 participants 
[162]. In the only double-blind, placebo-controlled study 
to date [118], 24 participants received 50 µl and 100 µl of 
encapsulated peppermint essential oil and placebo on sepa-
rate occasions. In this instance, the essential oil had been 
selected on the basis of its in vitro ability to inhibit cho-
linesterase and bind to nicotinic and GABAA receptors, with 
increased cellular activity confirmed in a neuronal cell line. 
Consumption of the highest dose of essential oil resulted in 
improved performance of a focussed attention task at 1 and 
3 h post dose, and improved serial subtraction task perfor-
mance and reduced mental fatigue at 3 h post dose. These 
effects had attenuated by 6 h post dose.

4.2 � Diterpenes

Most psychoactive diterpenes have an assumed provenance 
as insecticidal feeding deterrents. Examples include tanshi-
nones from Salvia miltiorrhiza, which exert GABAergic 
and cholinesterase inhibitory properties, picrotoxin from 
Anamirta cocculus, which is a potent inhibitor at GABAA 
receptors, and the hallucinogenic κ-opioid receptor agonist 
salvinorin A from Salvia divinorum [8].

4.2.1 � Ginkgo biloba

The only contenders within this structural group with regard 
to evidence of relevant improvements in human cognitive 
function are the diterpene ginkgolides and their bilobalide 
derivatives from Ginkgo biloba. There is, however, a lack of 
evidence collected in a sporting context [48]. Interestingly, 
ginkgolides have potent insecticidal properties via GABA 
receptor inhibition, but mammals are spared this functional 
effect by a tiny, single amino-acid divergence in the mor-
phology of our genetically conserved GABA receptor [163]. 
Ginkgolides and bilobalide typically make up 6% of stand-
ardised G. biloba extracts.

The vast bulk of the large research effort surrounding 
G. biloba extracts has focussed on dementia. Meta-anal-
yses of the data from the many trials in this area suggest 
that G. biloba extracts exert promising effects with regard 
to cognitive function and behaviour in this patient group 
[164–168], although the evidence is not altogether unequivo-
cal [169–171].

In healthy populations, standardised G. biloba extracts 
have been shown to increase CBF in brain-imaging stud-
ies following 4 weeks’ [172] and 8 months’ [173] supple-
mentation. A number of randomized control trials have also 
demonstrated cognitive enhancement, including in terms of 
attention task performance, in young adults following single 
doses of G. biloba extract [174–179], and in both younger 
[180] and older [181–183] ‘cognitively intact’ populations 
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administered G. biloba for 7 days or longer. More recent 
studies employing larger samples, and focussing on healthy 
middle-aged participants, have shown improved memory 
performance after 6 weeks’ supplementation in 188 partici-
pants [184], and improved attention, memory and subjective 
ratings of physical health in 300 participants administered 
G. biloba for 12 weeks [185].

4.3 � Triterpenes

Triterpenes play diverse ecological roles for the synthesis-
ing plant, including pronounced anti-feedant/anti-herbivore 
and soil-micro-organism management roles. Many of these 
functions are potentially related to the triterpene chemical 
structure, which is also the favoured structure for hormonal 
communications across phyla. Examples include mammalian 
sex hormones (estrogen/testosterone) and glucocorticoids 
(cortisol), invertebrate hormones, insect ecdysteroids and 
plant brassinosteroids. These structural similarities allow 
plant triterpenes to interfere with ecdysteroid function and 
therefore the life cycle of herbivorous insects [8], and poten-
tially disrupt the endocrine function of invertebrates [186]. 
They also interact with pathogenic and symbiotic soil micro-
organisms via bacterial/fungal ‘estrogen-like’ receptors [8].

Many triterpene-containing herbal extracts are tradition-
ally classified as ‘adaptogens’, a term that denotes that they 
primarily function by protecting the consuming organism 
from the negative impact of physical, biological, chemi-
cal and psychological stress. Typically they are theorised 
to do this by fostering homeostasis in the face of stressors 
by modulating the functioning of the hypothalamic–pitui-
tary–adrenal (HPA) axis [187]. In this regard, a number 
of these triterpenes have been shown to interact with mul-
tiple mammalian steroid hormone receptors [188]. As an 
example, ginsenosides and their metabolites exert measur-
able in vivo effects on many aspects of HPA axis function 
and interact directly at multiple steroid hormone receptors 
including ubiquitous estrogen and glucocorticoid receptors 
[188]. Similarly, plant-derived phytoecdysteroids, which 
mimic the structure of insect hormones, are available as 
body-building supplements, and they have their effects on 
mammalian muscle mass via interactions with mamma-
lian nuclear hormone receptors [189]. The global effects 
of interactions with the ubiquitous glucocorticoid receptor 
alone could encompass many of the diverse physiological 
effects of this class of phytochemicals, including effects on 
neurotransmission.

4.3.1 � Ginseng (the Panax genus)

The active components of ginseng (members of the Panax 
genus) extracts comprise 40 or more triterpene ‘ginseno-
sides’ [190]. Many of the physiological effects of ginseng 

can be accommodated by modulation of nitric oxide synthe-
sis [190, 191]. For instance, Panax ginseng has been shown 
to have greater utility in treating ischemic heart disease than 
nitrates [192], and is an effective treatment for erectile dys-
function [193]. In contrast, whilst the ergogenic effects of 
ginseng have been investigated in numerous studies, the evi-
dence to date is equivocal, potentially due to methodological 
issues within this literature [194, 195].

Nitric oxide synthesis may be one consequence of either 
the genomic or non-genomic effects of modulating the glu-
cocorticoid system, as described in Sect. 4.3. These nuclear 
receptor interactions may also underpin the multifarious 
effects relevant to brain function, which include indirect 
modulation of GABAA, serotonin, nicotinic and glutamate 
N-methyl-d-aspartic acid (NMDA) receptor function, and 
modulation of cellular signal transduction [188, 196].

In terms of human brain function, only one double-blind, 
parallel-groups study assessed psychological functioning in 
a sporting context, demonstrating improved reaction times 
on a psychomotor task both before and during graded cycle 
ergometer exercise in a small sample of 15 athletes [197].

In a non-sporting context a number of randomised, con-
trolled, balanced-crossover, single-dose (200–400 mg) trials 
have demonstrated consistent improvements in the accuracy 
of memory tasks [198–200] and the speed of attention task 
performance [200, 201]. Single doses have also decreased 
the latency of cerebro-electrical evoked potentials as meas-
ured by electroencephalography (EEG) [202], and improved 
the performance of difficult working memory/executive 
function tasks and concomitantly reduced mental fatigue 
[203, 204]. A recent study [205] also showed that 7 days’ 
supplementation increased ‘calmness’, following both doses 
investigated (200/400 mg), and improved performance of the 
‘3-back’ working memory task following the higher dose, 
but with slower performance following the lower dose. A 
subsequent study assessing the effects of 8 weeks’ admin-
istration of a Korean red ginseng extract also demonstrated 
improved working memory performance and modulation of 
ratings of ‘calmness’ [206]. A single study has also extended 
these findings to single doses of a standardised Panax 
quinquefolius extract, with demonstrations of improved 
working memory performance and dose-dependent increases 
in speed of performance [207].

4.3.2 � Bacopa monnieri

The active constituents of Bacopa monnieri extracts are trit-
erpene bacosides or bacopasides that are structurally similar 
to the ginsenosides [208, 209]. Whilst the exact mechanisms 
by which Bacopa modulates brain function remain unclear, 
animal research suggests interactions with the acetylcholine, 
opioid and GABA neurotransmitter systems [210–214] and 
the HPA axis [215].
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In humans, whilst some research has assessed the acute 
cognitive and mood effects of bacopa [216, 217], none of 
this has taken place in a sporting context. A recent meta-
analysis of the data from nine chronic dosage (> 12 weeks) 
randomised, controlled trials, incorporating 518 participants, 
found that supplementation with ~ 300 mg/day of bacopa 
extract (containing 50% triterpene bacosides) improved 
attention-task performance and speed of processing [218]. 
One of the included studies also demonstrated a decreased 
latency of evoked potentials to stimuli (i.e. faster cerebro-
electrical processing) using EEG [219].

4.3.3 � Other Triterpenes

Several other triterpene-rich herbal extracts have exhibited 
potentially relevant effects in humans. A meta-analysis of 
data from 11 studies in which Centella asiatica (Gotu kola) 
extracts, which contain triterpene asiaticosides, were admin-
istered for 60 days or more, either alone or in combination, 
demonstrated no effects on cognitive function, but signifi-
cant increases in subjective alertness and calmness [220]. 
Similarly, an Avena sativa (wild green oat) extract contain-
ing triterpene avenacins has also been shown to improve 
peripheral and cerebral vasodilation in healthy participants 
[221] after 12 weeks’ supplementation with 1500 mg. A 
single dose (800 mg) of the same extract also increased 
the global speed of performing computerised tasks, and 
improved working memory and executive function task 
performance, in the 6 h after consumption. In this instance 
a higher dose (1600 mg) was less effective [222]. Single, 
placebo-controlled studies also demonstrated that Withania 
somnifera extract, which contains triterpene withanolides, 
administered for 60 days could improve attention, executive 
function and memory [223], and that Rhodiola rosea extract, 
which contains salidrosides, could increase the speed and 
accuracy of two attention tasks [224].

4.4 � Conclusion

Terpene phytochemicals have a number of specific brain 
function effects predicated on their dual ecological roles as 
insect attractants and/or deterrents. Monoterpenes derived 
from a number of edible and well tolerated herbs, particu-
larly terpene-rich sage, rosemary and peppermint, have been 
shown to exert a number of potentially beneficial effects on 
human cognitive function and alertness/fatigue that would 
be relevant to sporting performance. Amongst the more 
complex non-volatile terpenes, diterpene-rich G. biloba 
extracts and several triterpene containing extracts also show 
some promise. In particular, single doses of standardised 
ginseng (P. ginseng/quinquefolius) extract and chronic sup-
plementation with B. monnieri extracts have been shown 
to consistently improve cognitive function across several 

domains relevant to sport. However, there is a paucity of 
research assessing either the chronic effects of ginseng or the 
acute effects of B. monnieri, therefore no conclusion can be 
reached with regards these dosing regimens.

5 � Alkaloids

Alkaloids are a structurally diverse group of low molecular 
weight compounds that contain one or more nitrogen atoms, 
typically as part of an amine group. They are synthesised by 
approximately 20% of plant species, almost all of which are 
flowering plants. They play exclusively defensive ecologi-
cal roles, most notably by protecting plants against herbivo-
rous insects and invertebrates via toxicity. In this respect, 
interference with all aspects of neurotransmission is one of 
their hallmark functions. Because of the close similarities 
between insect, invertebrate and mammalian nervous sys-
tems, plant-derived alkaloids (sometimes slightly modified) 
provide us with numerous psychoactive compounds, includ-
ing medicines, deliriants and most of our social and illicit 
drugs: nicotine, caffeine, cocaine, opiates, amphetamine and 
its many derivatives, and hallucinogens such as mescaline, 
psilocin and lysergic acid diethylamide (LSD). Given their 
toxicity, legal status and psychopharmacological properties, 
few alkaloids would confer any potential benefits in a sport-
ing context, potentially with the exception of the two most 
commonly consumed psychoactive compounds: nicotine and 
caffeine.

5.1 � Nicotine

The brain function effects of nicotine are predicated on its 
excitatory binding to acetylcholine nicotinic receptors. The 
subsequent modulation of glutamatergic and GABAergic 
function leads to the release of other neurotransmitters, with 
dopamine driving nicotine’s addictive properties, GABA and 
β-endorphins mediating anxiolytic properties, noradrenaline 
contributing to the arousing effects, 5-HT driving mood 
effects, and 5-HT, dopamine and noradrenaline all serving 
to reduce appetite [225–227].

Regular nicotine use will create addiction and habitua-
tion, whereby nicotinic receptor populations and sensitiv-
ity change over time, leading to symptoms of withdrawal 
in nicotine’s absence. Much of the human literature is 
therefore confounded by conducting research in smokers 
who had abstained from smoking, making the interpreta-
tion of any net effects of nicotine difficult to disentangle 
from alleviation of decrements due to being in a state of a 
withdrawal. However, whilst there is plentiful evidence of 
nicotine exerting cardiovascular effects potentially relevant 
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to improved physical performance in nicotine-naïve con-
sumers [228], this evidence is not matched by any persua-
sive evidence of actual performance improvements [228, 
229]. The story with regard to brain function in a non-
sporting context is better. A comprehensive meta-analysis 
included the data from 50 methodologically adequate stud-
ies that had assessed the effects of nicotine administered 
via various methods in non-deprived smokers, minimally 
deprived smokers or non-smokers. The authors concluded 
that, irrespective of nicotine withdrawal, nicotine led to 
consistent improvements in cognitive performance in a 
number of domains, including fine motor tasks, the speed 
of response on attention and working memory tasks, and 
the accuracy of attention and short-term memory tasks 
[230].

5.2 � Methylxanthines—Caffeine

In plants, caffeine is typically synthesised as the most 
prominent of a group of structurally related methylxan-
thines. However, controlled trials suggest that non-caffeine 
methylxanthines such as theobromine and theacrine, which 
is present in some tea plants, have inconsistent or negative 
effects on mood, and no interpretable beneficial effects 
on cognitive function [231–236]. Caffeine, on the other 
hand, has consistent central nervous system effects, rapid 
bioavailability, with a half-life of 3–5 h, and the propen-
sity to rapidly cross the blood-brain barrier [237]. Caf-
feine’s central nervous system effects at normal doses 
are predicated on its ability to inhibit the action of the 
inhibitory neuromodulator adenosine at adenosine A1 and 
A2 receptors distributed throughout the vasculature and 
neuronal tissue. The resultant release of inhibition leads 
to cerebral vasoconstriction and increased neuronal activ-
ity, with a net excitatory effect [238, 239]. Caffeine has 
well-established ergogenic properties and has been shown 
to enhance performance of both endurance exercise and 
high-intensity and intermittent exercise, for instance as 
associated with team sports. These benefits are attributed 
primarily to its effects on the central nervous system at 
moderate/high doses (~ 3–6 mg/kg or 225–450 mg for a 
75-kg individual) [7]. Lower doses of caffeine, in the range 
from 32 mg to 300 mg, have been shown to enhance brain 
function, with effects plateauing or attenuating at higher 
doses [237]. However, caffeine’s effects on psychologi-
cal function are limited to increased subjective arousal/
alertness, and improved performance of psychomotor tasks 
and ‘simple’ attention, focussed attention and vigilance 
type tasks. Caffeine has inconsistent effects on working 
memory and executive function tasks and no interpret-
able effect on memory function [237, 238, 240]. As with 

nicotine, the use of caffeine in a sporting context is com-
plicated by habituation and withdrawal.

5.2.1 � Caffeine Interactions

Whilst it has been suggested that anhydrous caffeine may be 
more effective in terms of ergonenic benefits than coffee [7], 
a recent synthesis of the literature described good evidence 
that caffeine consumed in the form of coffee is also effective 
for improving performance during endurance exercise [241]. 
Evidence also suggests that caffeine may participate in addi-
tive or synergistic relationships when co-consumed with 
other bioactive compounds. For instance, the brain function 
effects of caffeine are differentially modulated, or vice versa, 
by the co-consumption of other phytochemicals [238], and 
food components such as amino acids [242–244], glucose 
[245, 246], choline[247], taurine [248, 249] and micronutri-
ents [250, 251]. Co-consumption of comparatively low doses 
of caffeine has also been shown to increase the bioavailabil-
ity of phenolic compounds [252, 253]. A recent study also 
showed that co-administration of caffeine/methylxanthines 
alongside cocoa-flavanols increased plasma flavanol metabo-
lites and led to greater cardiovascular effects than cocoa-fla-
vanols alone. Methylxanthines by themselves had no effect 
on any parameter [254]. This does raise the question of the 
potential synergistic contribution of caffeine to the effects of 
the cocoa-flavanol interventions employed in the numerous 
controlled trials that provide the bulk of the polyphenol lit-
erature (see Sect. 3.1). The interventions here typically con-
tain 15–40 mg of caffeine, with a methylxanthine-matched 
control treatment, but no flavanol-only comparator.

5.2.2 � Caffeine—Guaraná (Paullinia cupana)

One example of potential caffeine/phytochemical inter-
actions is provided by guaraná (Paullinia cupana). The 
effects of guaraná seed extract are typically attributed to 
the presence of caffeine (2.5–5% dry weight). However, 
extracts also contain significant levels of polyphenols and 
triterpene saponins [255]. Controlled single-dose trials 
have shown that guaraná extract (75 mg) can improve atten-
tion, executive function and working memory tasks [200], 
and engender dose-related (37.5 mg, 75 mg, 150 mg and 
300 mg guaraná) increases in alertness, ‘contentedness’ and 
memory task performance. However, most of these effects 
have been seen following doses of guaraná that contain non-
psychoactive levels of caffeine (4.5 mg/9 mg) [255]. Single 
doses of multivitamin/minerals with added guaraná (220 mg 
including 40 mg of caffeine) have been shown to improve 
the performance of difficult attention and working memory 
tasks, alongside improvements in alertness or contentedness 
[250, 256], with mood benefits seen both before and after 
30 min of treadmill running at 60% of their maximal oxygen 
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consumption (VO2max) [257]. A study that compared a mul-
tivitamin/mineral plus guaraná to both placebo and its caf-
feine content found that guaraná improved executive func-
tion/attention task more than its caffeine content alone [258].

5.2.3 � Conclusion

Courtesy of their ecological roles, which include the dis-
ruption of neurotransmission in herbivores, alkaloids have 
the most profound brain function effects amongst the phy-
tochemical groups. At the low doses usually consumed by 
humans, both nicotine and caffeine are capable of engen-
dering benefits to psychological functioning that could 
translate into performance benefits in a sporting context. 
However, these alkaloids are toxic at high doses, and they 
engender habituation via modulation of receptor popu-
lations and sensitivity, which could lead to symptoms of 
withdrawal, including potential performance decrements, in 
their absence. Nicotine is also highly addictive and therefore 
best avoided. The cognitive effects of these phytochemicals 
in a sporting context may therefore be most marked in those 
who either do not use these alkaloids regularly (for instance 
during training), or, particularly in the case of caffeine, when 
habitual consumption is low in comparison to the intended 
performance-enhancing dose. That having been said, a 
growing literature suggests that the co-consumption of com-
paratively low doses of caffeine alongside other bioactive 
compounds, for instance in the form of guaraná, may lead 
to additive or synergistic effects on cognitive performance 
and alertness.

6 � Conclusion

A number of phytochemicals have cognitive and alertness/
arousal effects that may be relevant to improved sporting 
performance. Broadly, these effects can be related to the eco-
logical roles of the phytochemical groups. Phenolics and their 
polyphenol subgroup, which currently attract the most research 
attention, are intrinsic to good health and cardiovascular func-
tion as part of the everyday diet. However, the evidence of 
additional benefits to cognitive function and mood following 
short-term supplementation is currently weak. This profile of 
functional effects is in keeping with their plant roles as general 
protectants. On the other hand, the terpenes and alkaloids dis-
cussed above, which are not a natural, unavoidable component 
of the diet, serve ecological roles that include interactions with 
the central nervous systems of symbiotes and/or herbivores. 
Terpenes tend to be overlooked, but the evidence of beneficial 
cognitive and mood effects is promising for several edible, 
monoterpene-expressing herbs such as sage, rosemary and 
peppermint; diterpene-rich G. biloba; and several triterpene-
rich extracts, including ginseng and bacopa. Whilst research 

is lacking in some respects for all of these extracts, they are 
all safe and well tolerated, and none are associated with sig-
nificant negative effects on any parameter. Alkaloids, as the 
archetypal plant defence compounds, often have intense effects 
on neurotransmission in herbivores and human consumers. 
However, their potency, toxicity and legal status mean that 
only nicotine and caffeine currently have any obvious poten-
tial role in cognitive enhancement in a sporting context. How-
ever, nicotine is addictive, and the contribution of habitua-
tion and withdrawal effects, and therefore dosage patterns, for 
both compounds, need to be taken into consideration. Some 
interesting data are emerging with regard to potential additive 
effects and synergies when phytochemicals and low doses of 
caffeine are co-consumed, and phytochemical or nutrient-rich 
extracts containing low doses of caffeine might be a rational 
approach for enhancing cognitive function.

Whilst several of the phytochemicals reviewed above would 
seem to have potential utility in terms of improved cognitive 
function or psychological state in healthy adults, the current 
lack of direct evidence collected in a sporting context means 
that no firm recommendations are possible at this time. The 
efficacy of phytochemicals, in particular the benign phenolics 
and terpenes reviewed above, and the potential for positive, or 
indeed negative, interactive effects between their psychoactive 
properties and the physical and psychological arousal intrinsic 
to most sports deserves more research attention.

Acknowledgements  This paper is part of a supplement supported by 
the Gatorade Sports Science Institute (GSSI). The supplement was 
guest edited by Lawrence L. Spriet, who attended a meeting of the 
GSSI Expert Panel in October 2017 and received honoraria from the 
GSSI, a division of PepsiCo, Inc., for his participation in the meeting. 
He received no honoraria for guest editing the supplement. Dr. Spriet 
suggested peer reviewers for each paper, which were sent to the Sports 
Medicine Editor-in-Chief for approval prior to being approached. Dr 
Spriet provided comments on each paper and made an editorial deci-
sion based on comments from the peer reviewers and the Editor-in-
Chief. Where decisions were uncertain, Dr Spriet consulted with the 
Editor-in-Chief.

Compliance with Ethical Standards 

Funding  This paper is based on a presentation given at a meeting of the 
GSSI Expert Panel, for which an honorarium was received.

Conflicts of interest  Within the last 36  months David Kennedy has 
been the recipient of funding from a number of companies with an 
interest in phytochemicals. These include research grants from Mibelle 
AG, Evolva, Activ’inside, Finzelberg, PGT Healthcare and PepsiCo, 
and payment for consultancy services from PGT Healthcare and Pfizer.

Open Access  This article is distributed under the terms of the Crea-
tive Commons Attribution 4.0 International License (http://creat​iveco​
mmons​.org/licen​ses/by/4.0/), which permits unrestricted use, distribu-
tion, and reproduction in any medium, provided you give appropriate 
credit to the original author(s) and the source, provide a link to the 
Creative Commons license, and indicate if changes were made.

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/


S51Phytochemicals and Cognitive Function

References

	 1.	 Furley P, Wood G. Working memory, attentional control, and 
expertise in sports: a review of current literature and directions 
for future research. J Appl Res Mem Cogn. 2016;5(4):415–25.

	 2.	 Memmert D, Simons DJ, Grimme T. The relationship between 
visual attention and expertise in sports. Psychol Sport Exerc. 
2009;10(1):146–51.

	 3.	 Voss MW, Kramer AF, Basak C, Prakash RS, Roberts B. Are 
expert athletes ‘expert’ in the cognitive laboratory? A meta-
analytic review of cognition and sport expertise. Appl Cogn 
Psychol. 2010;24(6):812–26.

	 4.	 Jacobson J, Matthaeus L. Athletics and executive functioning: 
how athletic participation and sport type correlate with cogni-
tive performance. Psychol Sport Exerc. 2014;15(5):521–7.

	 5.	 Notarnicola A, Maccagnano G, Pesce V, Tafuri S, Novielli G, 
Moretti B. Visual-spatial capacity: gender and sport differences 
in young volleyball and tennis athletes and non-athletes. BMC 
Res Notes. 2014;7(1):57.

	 6.	 Mayers LB, Redick TS, Chiffriller SH, Simone AN, Terra-
forte KR. Working memory capacity among collegiate student 
athletes: Effects of sport-related head contacts, concussions, 
and working memory demands. J Clin Exp Neuropsychol. 
2011;33(5):532–7.

	 7.	 Goldstein ER, Ziegenfuss T, Kalman D, Kreider R, Campbell 
B, Wilborn C, et al. International society of sports nutrition 
position stand: caffeine and performance. J Int Soc Sports Nutr. 
2010;7(1):5.

	 8.	 Kennedy DO. Plants and the human brain. New York: Oxford 
University Press; 2014.

	 9.	 Kennedy DO. Polyphenols and the human brain: plant “sec-
ondary metabolite” ecologic roles and endogenous signaling 
functions drive benefits. Adv Nutr. 2014;5(5):515–33.

	 10.	 Kennedy DO, Wightman EL. Herbal extracts and phytochem-
icals: plant secondary metabolites and the enhancement of 
human brain function. Adv Nutr. 2011;2(1):32–50.

	 11.	 Dewick PM. Medicinal natural products: a biosynthetic 
approach. Chichester: Wiley; 2009.

	 12.	 Bowsher CS, Tobin M. Plant biochemistry. New York: Garland 
Science; 2008.

	 13.	 Crozier A, Jaganath IB, Clifford MN. Phenols, polyphenols 
and tannins: an overview. Plant secondary metabolites. Oxford: 
Blackwell; 2007. p. 1–24.

	 14.	 Chun OK, Chung SJ, Song WO. Estimated dietary flavo-
noid intake and major food sources of US adults. J Nutr. 
2007;137(5):1244–52.

	 15.	 Zamora-Ros R, Andres-Lacueva C, Lamuela-Raventos RM, 
Berenguer T, Jakszyn P, Barricarte A, et al. Estimation of die-
tary sources and flavonoid intake in a Spanish adult population 
(EPIC-Spain). J Am Diet Assoc. 2010;110(3):390–8.

	 16.	 Johannot L, Somerset SM. Age-related variations in flavonoid 
intake and sources in the Australian population. Public Health 
Nutr. 2006;9(8):1045–54.

	 17.	 Ovaskainen ML, Torronen R, Koponen JM, Sinkko H, 
Hellstrom J, Reinivuo H, et  al. Dietary intake and major 
food sources of polyphenols in Finnish adults. J Nutr. 
2008;138(3):562–6.

	 18.	 Perez-Jimenez J, Fezeu L, Touvier M, Arnault N, Manach C, 
Hercberg S, et al. Dietary intake of 337 polyphenols in French 
adults. Am J Clin Nutr. 2011;93(6):1220–8.

	 19.	 Maraldi T, Vauzour D, Angeloni C. Dietary polyphenols and 
their effects on cell biochemistry and pathophysiology. Oxid Med 
Cell Longev. 2015;2015:782424.

	 20.	 Hou D-X, Kumamoto T. Flavonoids as protein kinase inhibitors 
for cancer chemoprevention: direct binding and molecular mod-
eling. Antioxid Redox Signal. 2010;13(5):691–719.

	 21.	 Spencer JP. Flavonoids and brain health: multiple effects under-
pinned by common mechanisms. Genes Nutr. 2009;4(4):243–50.

	 22.	 Williams RJ, Spencer JP. Flavonoids, cognition, and dementia: 
actions, mechanisms, and potential therapeutic utility for Alzhei-
mer disease. Free Radic Biol Med. 2012;52(1):35–45.

	 23.	 Baptista FI, Henriques AG, Silva AM, Wiltfang J, da Cruz e 
Silva OA. Flavonoids as therapeutic compounds targeting key 
proteins involved in Alzheimer’s disease. ACS Chem Neurosci. 
2016;7:912–23.

	 24.	 Spencer JP, Vafeiadou K, Williams RJ, Vauzour D. Neuroinflam-
mation: modulation by flavonoids and mechanisms of action. Mol 
Aspects Med. 2012;33(1):83–97.

	 25.	 Andero R, Daviu N, Escorihuela RM, Nadal R, Armario A. 
7,8-Dihydroxyflavone, a TrkB receptor agonist, blocks long-term 
spatial memory impairment caused by immobilization stress in 
rats. Hippocampus. 2012;22(3):399–408.

	 26.	 Vauzour D. Effect of flavonoids on learning, memory and neu-
rocognitive performance: relevance and potential implications 
for Alzheimer’s disease pathophysiology. J Sci Food Agric. 
2014;94(6):1042–56.

	 27.	 Garcia-Lafuente A, Guillamon E, Villares A, Rostagno MA, 
Martinez JA. Flavonoids as anti-inflammatory agents: impli-
cations in cancer and cardiovascular disease. Inflamm Res. 
2009;58(9):537–52.

	 28.	 Frank-Cannon TC, Alto LT, McAlpine FE, Tansey MG. Does 
neuroinflammation fan the flame in neurodegenerative diseases. 
Mol Neurodegener. 2009;4:47.

	 29.	 Djousse L, Hopkins PN, North KE, Pankow JS, Arnett DK, 
Ellison RC. Chocolate consumption is inversely associated with 
prevalent coronary heart disease: the National Heart, Lung, and 
Blood Institute Family Heart Study. Clin Nutr. 2011;30(2):182–7.

	 30.	 Deka A, Vita JA. Tea and cardiovascular disease. Pharmacol Res. 
2011;64(2):136–45.

	 31.	 Tresserra-Rimbau A, Rimm EB, Medina-Remón A, Martínez-
González MA, De la Torre R, Corella D, et al. Inverse association 
between habitual polyphenol intake and incidence of cardiovas-
cular events in the PREDIMED study. Nutr Metab Cardiovasc 
Dis. 2014;24(6):639–47.

	 32.	 Bauer SR, Ding EL, Smit LA. Cocoa consumption, cocoa fla-
vonoids, and effects on cardiovascular risk factors: an evidence-
based review. Curr Cardiovasc Risk Rep. 2011;5(2):120–7.

	 33.	 McCullough ML, Peterson JJ, Patel R, Jacques PF, Shah R, 
Dwyer JT. Flavonoid intake and cardiovascular disease mor-
tality in a prospective cohort of US adults. Am J Clin Nutr. 
2012;95(2):454–64.

	 34.	 Kim Y, Je Y. Flavonoid intake and mortality from cardiovascu-
lar disease and all causes: a meta-analysis of prospective cohort 
studies. Clin Nutr ESPEN. 2017;20:68–77.

	 35.	 Hollman PC, Geelen A, Kromhout D. Dietary flavonol intake may 
lower stroke risk in men and women. J Nutr. 2010;140(3):600–4.

	 36.	 Kuriyama S, Hozawa A, Ohmori K, Shimazu T, Matsui T, Ebi-
hara S, et al. Green tea consumption and cognitive function: a 
cross-sectional study from the Tsurugaya Project 1. Am J Clin 
Nutr. 2006;83(2):355–61.

	 37.	 Commenges D, Scotet V, Renaud S, Jacqmin-Gadda H, Bar-
berger-Gateau P, Dartigues JF. Intake of flavonoids and risk of 
dementia. Eur J Epidemiol. 2000;16(4):357–63.

	 38.	 Ng TP, Feng L, Niti M, Kua EH, Yap KB. Tea consumption and 
cognitive impairment and decline in older Chinese adults. Am J 
Clin Nutr. 2008;88(1):224–31.

	 39.	 Barberger-Gateau P, Raffaitin C, Letenneur L, Berr C, Tzourio 
C, Dartigues JF, et al. Dietary patterns and risk of dementia: the 
Three-City cohort study. Neurology. 2007;69(20):1921–30.



S52	 D. O. Kennedy 

	 40.	 Dai Q, Borenstein AR, Wu Y, Jackson JC, Larson EB. Fruit and 
vegetable juices and Alzheimer’s disease: the Kame Project. Am 
J Med. 2006;119(9):751–9.

	 41.	 Letenneur L, Proust-Lima C, Le Gouge A, Dartigues JF, Bar-
berger-Gateau P. Flavonoid intake and cognitive decline over a 
10-year period. Am J Epidemiol. 2007;165(12):1364–71.

	 42.	 Arab L, Liu W, Elashoff D. Green and black tea consumption and 
risk of stroke: a meta-analysis. Stroke. 2009;40(5):1786–92.

	 43.	 Root M, Ravine E, Harper A. Flavonol intake and cog-
nitive decline in middle-aged adults. J Med Food. 
2015;18(12):1327–32.

	 44.	 Devore EE, Kang JH, Breteler MM, Grodstein F. Dietary 
intakes of berries and flavonoids in relation to cognitive 
decline. Ann Neurol. 2012;72(1):135–43.

	 45.	 Kesse-Guyot E, Fezeu L, Andreeva VA, Touvier M, Scalbert 
A, Hercberg S, et al. Total and specific polyphenol intakes in 
midlife are associated with cognitive function measured 13 
years later. J Nutr. 2012;142(1):76–83.

	 46.	 Nurk E, Refsum H, Drevon CA, Tell GS, Nygaard HA, Engedal 
K, et al. Intake of flavonoid-rich wine, tea, and chocolate by 
elderly men and women is associated with better cognitive test 
performance. J Nutr. 2009;139(1):120–7.

	 47.	 Myburgh KH. Polyphenol supplementation: benefits for 
exercise performance or oxidative stress? Sports Med. 
2014;44(Suppl 1):S57–70.

	 48.	 Baker LB, Nuccio RP, Jeukendrup AE. Acute effects of dietary 
constituents on motor skill and cognitive performance in ath-
letes. Nutr Rev. 2014;72(12):790–802.

	 49.	 Tsukamoto H, Suga T, Ishibashi A, Takenaka S, Tanaka D, 
Hirano Y, et al. Flavanol-rich cocoa consumption enhances 
exercise-induced executive function improvements in humans. 
Nutrition. 2018;46:90–6.

	 50.	 Lin X, Zhang I, Li A, Manson JE, Sesso HD, Wang L, et al. 
Cocoa flavanol intake and biomarkers for cardiometabolic 
health: a systematic review and meta-analysis of randomized 
controlled trials. J Nutr. 2016;146(11):2325.

	 51.	 Monagas M, Khan N, Andres-Lacueva C, Casas R, Urpi-Sarda 
M, Llorach R, et al. Effect of cocoa powder on the modulation 
of inflammatory biomarkers in patients at high risk of cardio-
vascular disease. Am J Clin Nutr. 2009;90(5):1144–50.

	 52.	 Shrime MG, Bauer SR, McDonald AC, Chowdhury NH, Col-
tart CE, Ding EL. Flavonoid-rich cocoa consumption affects 
multiple cardiovascular risk factors in a meta-analysis of short-
term studies. J Nutr. 2011;141(11):1982–8.

	 53.	 Hooper L, Kay C, Abdelhamid A, Kroon PA, Cohn JS, Rimm 
EB, et al. Effects of chocolate, cocoa, and flavan-3-ols on car-
diovascular health: a systematic review and meta-analysis of 
randomized trials. Am J Clin Nutr. 2012;95(3):740–51.

	 54.	 Lamport DJ, Pal D, Moutsiana C, Field DT, Williams CM, 
Spencer JP, et al. The effect of flavanol-rich cocoa on cerebral 
perfusion in healthy older adults during conscious resting state: 
a placebo controlled, crossover, acute trial. Psychopharmacol-
ogy. 2015;232(17):3227–34.

	 55.	 Decroix L, Tonoli C, Soares DD, Tagougui S, Heyman E, 
Meeusen R. Acute cocoa flavanol improves cerebral oxygena-
tion without enhancing executive function at rest or after exer-
cise. Appl Physiol Nutr Metab. 2016;41(12):1225–32.

	 56.	 Francis ST, Head K, Morris PG, Macdonald IA. The effect of 
flavanol-rich cocoa on the fMRI response to a cognitive task in 
healthy young people. J Cardiovasc Pharmacol. 2006;47(Suppl 
2):S215–20.

	 57.	 Sorond FA, Lipsitz LA, Hollenberg NK, Fisher ND. Cerebral 
blood flow response to flavanol-rich cocoa in healthy elderly 
humans. Neuropsychiatr Dis Treat. 2008;4(2):433–40.

	 58.	 Massee LA, Ried K, Pase M, Travica N, Yoganathan J, Scholey 
A, et al. The acute and sub-chronic effects of cocoa flavanols 

on mood, cognitive and cardiovascular health in young healthy 
adults: a randomized, controlled trial. Front Pharmacol. 
2015;6:93.

	 59.	 Scholey A, Downey LA, Ciorciari J, Pipingas A, Nolidin K, 
Finn M, et al. Acute neurocognitive effects of epigallocatechin 
gallate (EGCG). Appetite. 2012;58(2):767–70.

	 60.	 Field DT, Williams CM, Butler LT. Consumption of cocoa 
flavanols results in an acute improvement in visual and cogni-
tive functions. Physiol Behav. 2011;103(3–4):255–60.

	 61.	 Boolani A, Lindheimer J, Loy B, O’Connor P. Acute effects of 
brewed cocoa consumption on sustained attention, motivation 
to perform work and feelings of anxiety, energy and fatigue 
(647.1). FASEB J. 2014;28(1 Suppl):647.1.

	 62.	 Pase MP, Scholey AB, Pipingas A, Kras M, Nolidin K, Gibbs 
A, et al. Cocoa polyphenols enhance positive mood states but 
not cognitive performance: a randomized, placebo-controlled 
trial. J Psychopharmacol. 2013;27:451–8.

	 63.	 Mastroiacovo D, Kwik-Uribe C, Grassi D, Necozione S, 
Raffaele A, Pistacchio L, et al. Cocoa flavanol consumption 
improves cognitive function, blood pressure control, and meta-
bolic profile in elderly subjects: the Cocoa, Cognition, and 
Aging (CoCoA) Study—a randomized controlled trial. Am J 
Clin Nutr. 2015;101(3):538–48.

	 64.	 Desideri G, Kwik-Uribe C, Grassi D, Necozione S, Ghiadoni 
L, Mastroiacovo D, et al. Benefits in cognitive function, blood 
pressure, and insulin resistance through cocoa flavanol con-
sumption in elderly subjects with mild cognitive impairment: 
the Cocoa, Cognition, and Aging (CoCoA) study. Hyperten-
sion. 2012;60(3):794.

	 65.	 Neshatdoust S, Saunders C, Castle SM, Vauzour D, Williams 
C, Butler L, et al. High-flavonoid intake induces cognitive 
improvements linked to changes in serum brain-derived neu-
rotrophic factor: two randomised, controlled trials. Nutr Health 
Aging. 2016;4(1):81–93.

	 66.	 Crews WD Jr, Harrison DW, Wright JW. A double-blind, pla-
cebo-controlled, randomized trial of the effects of dark choco-
late and cocoa on variables associated with neuropsychological 
functioning and cardiovascular health: clinical findings from 
a sample of healthy, cognitively intact older adults. Am J Clin 
Nutr. 2008;87(4):872–80.

	 67.	 Camfield DA, Scholey A, Pipingas A, Silberstein R, Kras 
M, Nolidin K, et al. Steady state visually evoked potential 
(SSVEP) topography changes associated with cocoa flavanol 
consumption. Physiol Behav. 2012;105(4):948–57.

	 68.	 Lamport DJ, Pal D, Macready AL, Barbosa-Boucas S, Fletcher 
JM, Williams CM, et al. The effects of flavanone-rich citrus 
juice on cognitive function and cerebral blood flow: an acute, 
randomised, placebo-controlled cross-over trial in healthy, 
young adults. Br J Nutr. 2016;116(12):2160–8.

	 69.	 Bowtell JL, Aboo-Bakkar Z, Conway ME, Adlam A-LR, 
Fulford J. Enhanced task-related brain activation and resting 
perfusion in healthy older adults after chronic blueberry sup-
plementation. Appl Physiol Nutr Metab. 2017;42(7):773–9.

	 70.	 Bookheimer SY, Renner BA, Ekstrom A, Li Z, Henning SM, 
Brown JA, et al. Pomegranate juice augments memory and 
FMRI activity in middle-aged and older adults with mild 
memory complaints. Evid Based Complement Altern Med. 
2013;2013:946298.

	 71.	 Watson AW, Haskell-Ramsay CF, Kennedy DO, Cooney JM, 
Trower T, Scheepens A. Acute supplementation with black-
currant extracts modulates cognitive functioning and inhibits 
monoamine oxidase-B in healthy young adults. J Funct Foods. 
2015;17:524–39.

	 72.	 Haskell-Ramsay C, Stuart R, Okello E, Watson A. Cognitive 
and mood improvements following acute supplementation 



S53Phytochemicals and Cognitive Function

with purple grape juice in healthy young adults. Eur J Nutr. 
2017;56:2621–31.

	 73.	 Alharbi MH, Lamport DJ, Dodd GF, Saunders C, Harkness L, 
Butler LT, et al. Flavonoid-rich orange juice is associated with 
acute improvements in cognitive function in healthy middle-
aged males. Eur J Nutr. 2016;55(6):2021–9.

	 74.	 Bondonno CP, Downey LA, Croft KD, Scholey A, Stough C, 
Yang X, et al. The acute effect of flavonoid-rich apples and 
nitrate-rich spinach on cognitive performance and mood in 
healthy men and women. Food Funct. 2014;5(5):849–58.

	 75.	 Kean RJ, Lamport DJ, Dodd GF, Freeman JE, Williams CM, 
Ellis JA, et al. Chronic consumption of flavanone-rich orange 
juice is associated with cognitive benefits: an 8-wk, rand-
omized, double-blind, placebo-controlled trial in healthy older 
adults. Am J Clin Nutr. 2015;101(3):506–14.

	 76.	 Lamport DJ, Lawton CL, Merat N, Jamson H, Myrissa K, Hof-
man D, et al. Concord grape juice, cognitive function, and 
driving performance: a 12-wk, placebo-controlled, randomized 
crossover trial in mothers of preteen children. Am J Clin Nutr. 
2016;103(3):775–83.

	 77.	 Whyte AR, Williams CM. The cognitive effects of acute blue-
berry anthocyanin interventions on 7–9 year old children. 
Appetite. 2012;59(2):637.

	 78.	 Whyte AR, Schafer G, Williams CM. Cognitive effects follow-
ing acute wild blueberry supplementation in 7-to 10-year-old 
children. Eur J Nutr. 2016;55(6):2151–62.

	 79.	 Wicinski M, Leis K, Szyperski P, Weclewicz MM, Mazur E, 
Pawlak-Osinska K. Impact of resveratrol on exercise perfor-
mance: a review. Sci Sports. 2018;33(4):207–12.

	 80.	 Wong RH, Berry NM, Coates AM, Buckley JD, Bryan J, Kunz 
I, et al. Chronic resveratrol consumption improves brachial 
flow-mediated dilatation in healthy obese adults. J Hypertens. 
2013;31(9):1819–27.

	 81.	 Wong RH, Howe PR, Buckley JD, Coates AM, Kunz I, Berry 
NM. Acute resveratrol supplementation improves f low-
mediated dilatation in overweight/obese individuals with 
mildly elevated blood pressure. Nutr Metab Cardiovasc Dis. 
2011;21(11):851–6.

	 82.	 Wightman EL, Haskell-Ramsay CF, Reay JL, Williamson G, 
Dew T, Zhang W, et al. The effects of chronic trans-resveratrol 
supplementation on aspects of cognitive function, mood, sleep, 
health and cerebral blood flow in healthy, young humans. Br J 
Nutr. 2015;114(9):1427–37.

	 83.	 Wightman EL, Reay JL, Haskell CF, Williamson G, Dew TP, 
Kennedy DO. Effects of resveratrol alone or in combination 
with piperine on cerebral blood flow parameters and cogni-
tive performance in human subjects: a randomised, double-
blind, placebo-controlled, cross-over investigation. Br J Nutr. 
2014;112(2):203–13.

	 84.	 Kennedy DO, Wightman EL, Reay JL, Lietz G, Okello EJ, 
Wilde A, et al. Effects of resveratrol on cerebral blood flow 
variables and cognitive performance in humans: a double-blind, 
placebo-controlled, crossover investigation. Am J Clin Nutr. 
2010;91(6):1590–7.

	 85.	 Wong RH, Nealon RS, Scholey A, Howe PR. Low dose res-
veratrol improves cerebrovascular function in type 2 diabetes 
mellitus. Nutr Metab Cardiovasc Dis. 2016;26(5):393–9.

	 86.	 Wong RH, Raederstorff D, Howe PR. Acute resveratrol consump-
tion improves neurovascular coupling capacity in adults with 
type 2 diabetes mellitus. Nutrients. 2016;8(7):425.

	 87.	 Evans HM, Howe PR, Wong RH. Effects of resveratrol on cog-
nitive performance, mood and cerebrovascular function in post-
menopausal women; a 14-week randomised placebo-controlled 
intervention trial. Nutrients. 2017;9(1):E27.

	 88.	 Witte AV, Kerti L, Margulies DS, Flöel A. Effects of resveratrol 
on memory performance, hippocampal functional connectivity, 

and glucose metabolism in healthy older adults. J Neurosci. 
2014;34(23):7862–70.

	 89.	 Kobe T, Witte AV, Schnelle A, Tesky VA, Pantel J, Schuchardt 
JP, et al. Impact of resveratrol on glucose control, hippocampal 
structure and connectivity, and memory performance in patients 
with mild cognitive impairment. Front Neurosci. 2017;11:105.

	 90.	 Marx W, Kelly JT, Marshall S, Cutajar J, Annois B, Pipingas 
A, et al. Effect of resveratrol supplementation on cognitive per-
formance and mood in adults: a systematic literature review 
and meta-analysis of randomized controlled trials. Nutr Rev. 
2018;76(6):432–43.

	 91.	 Qin S, Huang L, Gong J, Shen S, Huang J, Ren H, et al. Efficacy 
and safety of turmeric and curcumin in lowering blood lipid lev-
els in patients with cardiovascular risk factors: a meta-analysis 
of randomized controlled trials. Nutr J. 2017;16(1):68.

	 92.	 de Meloa ISV, dos Santosb AF, Buenoc NB. Curcumin or com-
bined curcuminoids are effective in lowering the fasting blood 
glucose concentrations of individuals with dysglycemia: system-
atic review and meta-analysis of randomized controlled trials. 
Pharmacol Res. 2018;128:137–44.

	 93.	 Sahebkar A, Cicero AF, Simental-Mendía LE, Aggarwal BB, 
Gupta SC. Curcumin downregulates human tumor necrosis 
factor-α levels: a systematic review and meta-analysis of rand-
omized controlled trials. Pharmacol Res. 2016;107:234–42.

	 94.	 Ng QX, Koh SSH, Chan HW, Ho CYX. Clinical use of cur-
cumin in depression: a meta-analysis. J Am Med Dir Assoc. 
2017;18(6):503–8.

	 95.	 McFarlin BK, Venable AS, Henning AL, Sampson JN, Pennel 
K, Vingren JL, et al. Reduced inflammatory and muscle damage 
biomarkers following oral supplementation with bioavailable 
curcumin. BBA Clin. 2016;5:72–8.

	 96.	 Szymanski MC, Gillum TL, Gould LM, Morin DS, Kuennen MR. 
Short-term dietary curcumin supplementation reduces gastroin-
testinal barrier damage and physiological strain responses during 
exertional heat stress. J Appl Physiol. 2017;124(2):330–40.

	 97.	 Akazawa N, Choi Y, Miyaki A, Tanabe Y, Sugawara J, Ajisaka 
R, et al. Curcumin ingestion and exercise training improve vas-
cular endothelial function in postmenopausal women. Nutr Res. 
2012;32(10):795–9.

	 98.	 Cox KH, Pipingas A, Scholey AB. Investigation of the effects of 
solid lipid curcumin on cognition and mood in a healthy older 
population. J Psychopharmacol. 2015;29(5):642–51.

	 99.	 Rainey-Smith SR, Brown BM, Sohrabi HR, Shah T, Goozee 
KG, Gupta VB, et al. Curcumin and cognition: a randomised, 
placebo-controlled, double-blind study of community-dwelling 
older adults. Br J Nutr. 2016;115(12):2106–13.

	100.	 Braakhuis AJ, Hopkins WG. Impact of dietary antioxidants on 
sport performance: a review. Sports Med. 2015;45(7):939–55.

	101.	 Broman-Fulks JJ, Canu WH, Trout KL, Nieman DC. The effects 
of quercetin supplementation on cognitive functioning in a com-
munity sample: a randomized, placebo-controlled trial. Ther Adv 
Psychopharmacol. 2012;2(4):131–8.

	102.	 Soni M, Rahardjo TBW, Soekardi R, Sulistyowati Y, Yesufu-
Udechuku A, Irsan A, et al. Phytoestrogens and cognitive func-
tion: a review. Maturitas. 2014;77(3):209–20.

	103.	 Ryan J, Croft K, Mori T, Wesnes K, Spong J, Downey L, et al. 
An examination of the effects of the antioxidant Pycnogenol® 
on cognitive performance, serum lipid profile, endocrinologi-
cal and oxidative stress biomarkers in an elderly population. J 
Psychopharmacol. 2008;22(5):553–62.

	104.	 Pipingas A, Silberstein RB, Vitetta L, Rooy CV, Harris EV, 
Young JM, et al. Improved cognitive performance after dietary 
supplementation with a Pinus radiata bark extract formulation. 
Phytother Res. 2008;22(9):1168–74.

	105.	 Theadom A, Mahon S, Barker-Collo S, McPherson K, Rush 
E, Vandal AC, et al. Enzogenol for cognitive functioning in 



S54	 D. O. Kennedy 

traumatic brain injury: a pilot placebo-controlled RCT. Eur J 
Neurol. 2013;20(8):1135–44.

	106.	 Belcaro G, Luzzi R, Dugall M, Ippolito E, Saggino A. 
Pycnogenol® improves cognitive function, attention, mental per-
formance and specific professional skills in healthy professionals 
age 35–55. J Neurosurg Sci. 2014;58(4):239–48.

	107.	 Wightman E, Haskell-Ramsay C, Reay J, Williamson G, Dew 
T, Zhang W, et al. The effects of chronic trans-resveratrol sup-
plementation on aspects of cognitive function, mood, sleep, 
health and cerebral blood flow in healthy, young humans. Br J 
Nutr. 2015;114(09):1427–37.

	108.	 Evans HM, Howe PR, Wong RH. Effects of resveratrol on 
cognitive performance, mood and cerebrovascular function 
in post-menopausal women; a 14-week randomised placebo-
controlled intervention trial. Nutrients. 2017;9(1):27.

	109.	 Köbe T, Witte AV, Schnelle A, Tesky VA, Pantel J, Schucha-
rdt J-P, et al. Impact of resveratrol on glucose control, hip-
pocampal structure and connectivity, and memory performance 
in patients with mild cognitive impairment. Front Neurosci. 
2017;11:105.

	110.	 Wink M. Evolution of secondary metabolites from an ecologi-
cal and molecular phylogenetic perspective. Phytochemistry. 
2003;64(1):3–19.

	111.	 Schiestl FP. The evolution of floral scent and insect chemical 
communication. Ecol Lett. 2010;13(5):643–56.

	112.	 Biswas KK, Foster AJ, Aung T, Mahmoud SS. Essential oil pro-
duction: relationship with abundance of glandular trichomes in 
aerial surface of plants. Acta Physiol Plant. 2009;31(1):13–9.

	113.	 Zandi-Sohani N. Efficiency of Labiateae plants essential oils 
against adults of cotton whitefly (Bemisia tabaci). Indian J Agric 
Sci. 2011;81(12):1164–7.

	114.	 Cetin H, Cinbilgel I, Yanikoglu A, Gokceoglu M. Larvicidal 
activity of some Labiatae (Lamiaceae) plant extracts from Tur-
key. Phytother Res. 2006;20(12):1088–90.

	115.	 Pavela R. Insecticidal activity of certain medicinal plants. Fito-
terapia. 2004;75(7–8):745–9.

	116.	 Grausgruber-Groger S, Schmiderer C, Steinborn R, Novak 
J. Seasonal influence on gene expression of monoterpene 
synthases in Salvia officinalis (Lamiaceae). J Plant Physiol. 
2012;169(4):353–9.

	117.	 Schmiderer C, Grassi P, Novak J, Franz C. Diversity of essential 
oil glands of Spanish sage (Salvia lavandulifolia Vahl, Lami-
aceae). Nat Prod Commun. 2008;3(7):1155–60.

	118.	 Kennedy D, Okello E, Chazot P, Howes M-J, Ohiomokhare S, 
Jackson P, et al. Volatile terpenes and brain function: investiga-
tion of the cognitive and mood effects of Mentha × piperita l. 
Essential oil with in vitro properties relevant to central nervous 
system function. Nutrients. 2018;10(8):1029.

	119.	 Hohmann J, Zupko I, Redei D, Csanyi M, Falkay G, Mathe I, 
et al. Protective effects of the aerial parts of Salvia officinalis, 
Melissa officinalis and Lavandula angustifolia and their constitu-
ents against enzyme-dependent and enzyme-independent lipid 
peroxidation. Planta Med. 1999;65(6):576–8.

	120.	 Lu YR, Foo LY. Rosmarinic acid derivatives from Salvia offici-
nalis. Phytochemistry. 1999;51(1):91–4.

	121.	 Lu YR, Foo LY. Salvianolic acid L, a potent phenolic antioxidant 
from Salvia officinalis. Tetrahedron Lett. 2001;42(46):8223–5.

	122.	 Pengelly A, Snow J, Mills SY, Scholey A, Wesnes K, Butler LR. 
Short-term study on the effects of rosemary on cognitive function 
in an elderly population. J Med Food. 2012;15(1):10–7.

	123.	 Okamura N, Haraguchi H, Hashimoto K, Yagi A. Flavo-
noids in Rosmarinus officinalis leaves. Phytochemistry. 
1994;37(5):1463–6.

	124.	 Begum A, Sandhya S, Shaffath Ali S, Vinod KR, Reddy S, 
Banji D. An in-depth review on the medicinal flora Rosmarinus 

officinalis (Lamiaceae). Acta Sci Pol Technol Aliment. 
2013;12(1):61–73.

	125.	 Park TJ, Seo HK, Kang BJ, Kim KT. Noncompetitive inhibition 
by camphor of nicotinic acetylcholine receptors. Biochem Phar-
macol. 2001;61(7):787–93.

	126.	 Savelev S, Okello E, Perry NS, Wilkins RM, Perry EK. Syner-
gistic and antagonistic interactions of anticholinesterase terpe-
noids in Salvia lavandulaefolia essential oil. Pharmacol Biochem 
Behav. 2003;75(3):661–8.

	127.	 Savelev SU, Okello EJ, Perry EK. Butyryl- and acetyl-cholinest-
erase inhibitory activities in essential oils of Salvia species and 
their constituents. Phytother Res. 2004;18(4):315–24.

	128.	 Salah SM, Jager AK. Screening of traditionally used Leba-
nese herbs for neurological activities. J Ethnopharmacol. 
2005;97(1):145–9.

	129.	 Kennedy DO, Wake G, Savelev S, Tildesley NT, Perry EK, 
Wesnes KA, et al. Modulation of mood and cognitive perfor-
mance following acute administration of single doses of Melissa 
officinalis (Lemon balm) with human CNS nicotinic and mus-
carinic receptor-binding properties. Neuropsychopharmacology. 
2003;28(10):1871–81.

	130.	 Kennedy DO, Little W, Scholey AB. Attenuation of laboratory-
induced stress in humans after acute administration of Melissa 
officinalis (lemon balm). Psychosom Med. 2004;66(4):607–13.

	131.	 Kennedy DO, Scholey AB, Tildesley NT, Perry EK, Wesnes KA. 
Modulation of mood and cognitive performance following acute 
administration of Melissa officinalis (lemon balm). Pharmacol 
Biochem Behav. 2002;72(4):953–64.

	132.	 Scholey A, Gibbs A, Neale C, Perry N, Ossoukhova A, Bilog V, 
et al. Anti-stress effects of lemon balm-containing foods. Nutri-
ents. 2014;6(11):4805–21.

	133.	 Kohlert C, Van Rensen I, März R, Schindler G, Graefe E, Veit M. 
Bioavailability and pharmacokinetics of natural volatile terpenes 
in animals and humans. Planta Med. 2000;66(06):495–505.

	134.	 Jāger W, Našel B, Našel C, Binder R, Stimpfl T, Vycudi-
lik W, et al. Pharmacokinetic studies of the fragrance com-
pound 1, 8-cineol in humans during inhalation. Chem Senses. 
1996;21(4):477–80.

	135.	 Van Woensel M, Wauthoz N, Rosière R, Amighi K, Mathieu V, 
Lefranc F, et al. Formulations for intranasal delivery of pharma-
cological agents to combat brain disease: a new opportunity to 
tackle GBM? Cancers. 2013;5(3):1020–48.

	136.	 Moss M, Cook J, Wesnes K, Duckett P. Aromas of rosemary and 
lavender essential oils differentially affect cognition and mood in 
healthy adults. Int J Neurosci. 2003;113(1):15–38.

	137.	 Moss M, Oliver L. Plasma 1,8-cineole correlates with cognitive 
performance following exposure to rosemary essential oil aroma. 
Ther Adv Psychopharmacol. 2012;2(3):103–13.

	138.	 Scholey AB, Tildesley NT, Ballard CG, Wesnes KA, Tasker A, 
Perry EK, et al. An extract of Salvia (sage) with anticholinester-
ase properties improves memory and attention in healthy older 
volunteers. Psychopharmacology. 2008;198(1):127–39.

	139.	 Kennedy DO, Pace S, Haskell C, Okello EJ, Milne A, Scholey 
AB. Effects of cholinesterase inhibiting sage (Salvia officinalis) 
on mood, anxiety and performance on a psychological stressor 
battery. Neuropsychopharmacology. 2006;31(4):845–52.

	140.	 Tildesley NT, Kennedy DO, Perry EK, Ballard CG, Savelev S, 
Wesnes KA, et al. Salvia lavandulaefolia (Spanish sage) enhances 
memory in healthy young volunteers. Pharmacol Biochem 
Behav. 2003;75(3):669–74.

	141.	 Tildesley NT, Kennedy DO, Perry EK, Ballard CG, Wesnes 
KA, Scholey AB. Positive modulation of mood and cognitive 
performance following administration of acute doses of Salvia 
lavandulaefolia essential oil to healthy young volunteers. Physiol 
Behav. 2005;83(5):699–709.



S55Phytochemicals and Cognitive Function

	142.	 Kennedy DO, Dodd FL, Robertson BC, Okello EJ, Reay JL, 
Scholey AB, et al. Monoterpenoid extract of sage (Salvia lavan-
dulaefolia) with cholinesterase inhibiting properties improves 
cognitive performance and mood in healthy adults. J Psychop-
harmacol. 2011;25(8):1088–100.

	143.	 Moss L, Rouse M, Wesnes KA, Moss M. Differential effects of 
the aromas of Salvia species on memory and mood. Hum Psy-
chopharmacol. 2010;25(5):388–96.

	144.	 Martinez AL, Gonzalez-Trujano ME, Pellicer F, Lopez-Munoz 
FJ, Navarrete A. Antinociceptive effect and GC/MS analysis of 
Rosmarinus officinalis L. essential oil from its aerial parts. Planta 
Med. 2009;75(5):508–11.

	145.	 Hosseinzadeh H, Nourbakhsh M. Effect of Rosmarinus officinalis 
L. aerial parts extract on morphine withdrawal syndrome in mice. 
Phytother Res. 2003;17(8):938–41.

	146.	 Ventura-Martinez R, Rivero-Osorno O, Gomez C, Gonzalez-
Trujano ME. Spasmolytic activity of Rosmarinus officinalis L. 
involves calcium channels in the guinea pig ileum. J Ethnophar-
macol. 2011;137(3):1528–32.

	147.	 Perry N, Court G, Bidet N, Court J, Perry E. European herbs with 
cholinergic activities: potential in dementia therapy. Int J Geriatr 
Psychiatry. 1996;11(12):1063–9.

	148.	 Orhan I, Aslan S, Kartal M, Sener B, Husnu Can Baser K. Inhibi-
tory effect of Turkish Rosmarinus officinalis L. on acetylcho-
linesterase and butyrylcholinesterase enzymes. Food Chem. 
2008;108(2):663–8.

	149.	 Machado DG, Cunha MP, Neis VB, Balen GO, Colla AR, Grando 
J, et al. Rosmarinus officinalis L. hydroalcoholic extract, similar 
to fluoxetine, reverses depressive-like behavior without altering 
learning deficit in olfactory bulbectomized mice. J Ethnophar-
macol. 2012;143(1):158–69.

	150.	 Moss M. Half way to Scarborough fair? The cognitive and 
mood effects of rosemary and sage aromas. Phytothérapie. 
2017;15(1):38–43.

	151.	 Lindheimer JB, Loy BD, O’Connor PJ. Short-term effects of 
black pepper (Piper nigrum) and rosemary (Rosmarinus offici-
nalis and Rosmarinus eriocalyx) on sustained attention and on 
energy and fatigue mood states in young adults with low energy. 
J Med Food. 2013;16(8):765–71.

	152.	 Nematolahi P, Mehrabani M, Karami-Mohajeri S, Dabaghza-
deh F. Effects of Rosmarinus officinalis L. on memory perfor-
mance, anxiety, depression, and sleep quality in university stu-
dents: a randomized clinical trial. Complement Ther Clin Pract. 
2018;30:24–8.

	153.	 Ferreira A, Proença C, Serralheiro M, Araújo M. The in vitro 
screening for acetylcholinesterase inhibition and antioxidant 
activity of medicinal plants from Portugal. J Ethnopharmacol. 
2006;108(1):31–7.

	154.	 Heimes K, Hauk F, Verspohl EJ. Mode of action of peppermint 
oil and (–)-menthol with respect to 5-HT3 receptor subtypes: 
binding studies, cation uptake by receptor channels and contrac-
tion of isolated rat ileum. Phytother Res. 2011;25(5):702–8.

	155.	 Sánchez-Borzone M, Delgado-Marin L, García DA. Inhibitory 
effects of carvone isomers on the GABAA receptor in primary 
cultures of rat cortical neurons. Chirality. 2014;26(8):368–72.

	156.	 Hall AC, Turcotte CM, Betts BA, Yeung WY, Agyeman AS, 
Burk LA. Modulation of human GABAA and glycine receptor 
currents by menthol and related monoterpenoids. Eur J Pharma-
col. 2004;506(1):9–16.

	157.	 Zhang X-B, Jiang P, Gong N, Hu X-L, Fei D, Xiong Z-Q, et al. 
A-type GABA receptor as a central target of TRPM8 agonist 
menthol. PLoS One. 2008;3(10):e3386.

	158.	 Journigan VB, Zaveri NT. TRPM8 ion channel ligands for new 
therapeutic applications and as probes to study menthol pharma-
cology. Life Sci. 2013;92(8):425–37.

	159.	 Galeotti N, Mannelli LDC, Mazzanti G, Bartolini A, Ghelar-
dini C. Menthol: a natural analgesic compound. Neurosci Lett. 
2002;322(3):145–8.

	160.	 Umezu T, Sakata A, Ito H. Ambulation-promoting effect of pep-
permint oil and identification of its active constituents. Pharma-
col Biochem Behav. 2001;69(3–4):383–90.

	161.	 Moss M, Jones R, Moss L, Cutter R, Wesnes K. Acute con-
sumption of peppermint and chamomile teas produce contrasting 
effects on cognition and mood in healthy young adults. Plant Sci 
Today. 2016;3(3):327–36.

	162.	 Meamarbashi A. Instant effects of peppermint essential oil on the 
physiological parameters and exercise performance. Avicenna J 
Phytomed. 2014;4(1):72–8.

	163.	 Thompson AJ, McGonigle I, Duke R, Johnston GA, Lummis SC. 
A single amino acid determines the toxicity of Ginkgo biloba 
extracts. FASEB J. 2012;26(5):1884–91.

	164.	 Zhang H-F, Huang L-B, Zhong Y-B, Zhou Q-H, Wang H-L, 
Zheng G-Q, et al. an overview of systematic reviews of Ginkgo 
biloba extracts for mild cognitive impairment and dementia. 
Front Aging Neurosci. 2016;8:276.

	165.	 Birks J, Grimley EV, Van Dongen M. Ginkgo biloba for cog-
nitive impairment and dementia. Cochrane Database Syst Rev. 
2002;4:CD003120.

	166.	 Wang BS, Wang H, Song YY, Qi H, Rong ZX, Wang BS, 
et al. Effectiveness of standardized Ginkgo biloba extract on 
cognitive symptoms of dementia with a six-month treatment: 
a bivariate random effect meta-analysis. Pharmacopsychiatry. 
2010;43(3):86–91.

	167.	 Weinmann S, Roll S, Schwarzbach C, Vauth C, Willich SN. 
Effects of Ginkgo biloba in dementia: systematic review and 
meta-analysis. BMC Geriatr. 2010;10(1):14.

	168.	 Janssen IM, Sturtz S, Skipka G, Zentner A, Velasco Garrido M, 
Busse R. Ginkgo biloba in Alzheimer’s disease: a systematic 
review. Wien Med Wochenschr. 2010;160(21–22):539–46.

	169.	 Birks J, Grimley Evans J. Ginkgo biloba for cognitive 
impairment and dementia. Cochrane Database Syst Rev. 
2009;2009:CD003120.

	170.	 Snitz BE, O’Meara ES, Carlson MC, Arnold AM, Ives DG, Rapp 
SR, et al. Ginkgo biloba for preventing cognitive decline in older 
adults: a randomized trial. JAMA. 2009;302(24):2663–70.

	171.	 Vellas B, Coley N, Ousset PJ, Berrut G, Dartigues JF, Dubois B, 
et al. Long-term use of standardised Ginkgo biloba extract for 
the prevention of Alzheimer’s disease (GuidAge): a randomised 
placebo-controlled trial. Lancet Neurol. 2012;11(10):851–9.

	172.	 Mashayekh A, Pham DL, Yousem DM, Dizon M, Barker PB, Lin 
DD. Effects of Ginkgo biloba on cerebral blood flow assessed by 
quantitative MR perfusion imaging: a pilot study. Neuroradiol-
ogy. 2011;53(3):185–91.

	173.	 Santos RF, Galduroz JCF, Barbieri A, Castiglioni MLV, Ytaya 
LY, Bueno OFA. Cognitive performance, SPECT, and blood 
viscosity in elderly non-demented people using Ginkgo biloba. 
Pharmacopsychiatry. 2003;36(4):127–33.

	174.	 Hindmarch I. Activity of Ginkgo biloba extract on short-term 
memory. Presse Med. 1986;15(31):1592–4.

	175.	 Rigney U, Kimber S, Hindmarch I. The effects of acute doses of 
standardized Ginkgo biloba extract on memory and psychomotor 
performance in volunteers. Phytother Res. 1999;13(5):408–15.

	176.	 Warot D, Lacomblez L, Danjou P, Weiller E, Payan C, Puech 
AJ. Comparative effects of Ginkgo biloba extracts on psychomo-
tor performances and memory in healthy-volunteers. Therapie. 
1991;46(1):33–6.

	177.	 Kennedy DO, Scholey AB, Wesnes KA. The dose-dependent cog-
nitive effects of acute administration of Ginkgo biloba to healthy 
young volunteers. Psychopharmacology. 2000;151(4):416–23.



S56	 D. O. Kennedy 

	178.	 Kennedy DO, Jackson PA, Haskell CF, Scholey AB. Modula-
tion of cognitive performance following single doses of 120 mg 
Ginkgo biloba extract administered to healthy young volunteers. 
Hum Psychopharmacol. 2007;22(8):559–66.

	179.	 Silberstein RB, Pipingas A, Song J, Camfield DA, Nathan PJ, 
Stough C. Examining brain-cognition effects of Ginkgo biloba 
extract: brain activation in the left temporal and left prefrontal 
cortex in an object working memory task. Evid Based Comple-
ment Alternat Med. 2011;2011:164139.

	180.	 Stough C, Clarke J, Lloyd J, Nathan PJ. Neuropsychological 
changes after 30-day Ginkgo biloba administration in healthy 
participants. Int J Neuropsychopharmacol. 2001;4(2):131–4.

	181.	 Hartley DE, Heinze L, Elsabagh S, File SE. Effects on cog-
nition and mood in postmenopausal women of 1-week 
treatment with Ginkgo biloba. Pharmacol Biochem Behav. 
2003;75(3):711–20.

	182.	 Mix JA, Crews WD. An examination of the efficacy of Ginkgo 
biloba extract EGb 761 on the neuropsychologic functioning 
of cognitively intact older adults. J Altern Complement Med. 
2000;6(3):219–29.

	183.	 Mix JA, Crews WD Jr. A double-blind, placebo-controlled, ran-
domized trial of Ginkgo biloba extract EGb 761 in a sample of 
cognitively intact older adults: neuropsychological findings. Hum 
Psychopharmacol. 2002;17(6):267–77.

	184.	 Kaschel R. Specific memory effects of Ginkgo biloba extract 
EGb 761 in middle-aged healthy volunteers. Phytomedicine. 
2011;18(14):1202–7.

	185.	 Grass-Kapanke B, Busmane A, Lasmanis A, Hoerr R, Kaschel R. 
Effects of Ginkgo biloba special extract EGb 761® in very mild 
cognitive impairment (vMCI). Neurosci Med. 2011;2(1):48–56.

	186.	 Janer G, Porte C. Sex steroids and potential mechanisms of non-
genomic endocrine disruption in invertebrates. Ecotoxicology. 
2007;16(1):145–60.

	187.	 Panossian A, Wikman G. Evidence-based efficacy of adaptogens 
in fatigue, and molecular mechanisms related to their stress-pro-
tective activity. Curr Clin Pharmacol. 2009;4(3):198.

	188.	 Leung KW, Wong AS. Pharmacology of ginsenosides: a litera-
ture review. Chin Med. 2010;5(1):20.

	189.	 Parr MK, Zhao P, Haupt O, Ngueu ST, Hengevoss J, Fritzemeier 
KH, et al. Estrogen receptor beta is involved in skeletal muscle 
hypertrophy induced by the phytoecdysteroid ecdysterone. Mol 
Nutr Food Res. 2014;58(9):1861–72.

	190.	 Lu JM, Yao QZ, Chen CY. Ginseng compounds: an update on 
their molecular mechanisms and medical applications. Curr Vasc 
Pharmacol. 2009;7(3):293–302.

	191.	 Kennedy DO, Scholey AB. Ginseng: potential for the enhance-
ment of cognitive performance and mood. Pharmacol Biochem 
Behav. 2003;75(3):687–700.

	192.	 Jia Y, Zhang S, Huang F, Leung SW. Could ginseng-based medi-
cines be better than nitrates in treating ischemic heart disease? A 
systematic review and meta-analysis of randomized controlled 
trials. Complement Ther Med. 2012;20(3):155–66.

	193.	 Jang DJ, Lee MS, Shin BC, Lee YC, Ernst E. Red ginseng for 
treating erectile dysfunction: a systematic review. Br J Clin Phar-
macol. 2008;66(4):444–50.

	194.	 Bach HV, Kim J, Myung SK, Cho YA. Efficacy of ginseng sup-
plements on fatigue and physical performance: a meta-analysis. 
J Korean Med Sci. 2016;31(12):1879–86.

	195.	 Bahrke MS, Morgan WP, Stegner A. Is ginseng an ergogenic aid? 
Int J Sport Nutr Exerc Metab. 2009;19(3):298–322.

	196.	 Smith I, Williamson EM, Putnam S, Farrimond J, Whalley BJ. 
Effects and mechanisms of ginseng and ginsenosides on cogni-
tion. Nutr Rev. 2014;72(5):319–33.

	197.	 Ziemba AW, Chmura J, Kaciuba-Uscilko H, Nazar K, Wisnik 
P, Gawronski W. Ginseng treatment improves psychomotor 

performance at rest and during graded exercise in young athletes. 
Int J Sport Nutr. 1999;9(4):371–7.

	198.	 Kennedy DO, Scholey AB, Wesnes KA. Differential, dose 
dependent changes in cognitive performance following acute 
administration of a Ginkgo biloba/Panax ginseng combination 
to healthy young volunteers. Nutr Neurosci. 2001;4(5):399–412.

	199.	 Kennedy DO, Scholey AB, Wesnes KA. Modulation of cognition 
and mood following administration of single doses of Ginkgo 
biloba, ginseng, and a ginkgo/ginseng combination to healthy 
young adults. Physiol Behav. 2002;75(5):739–51.

	200.	 Kennedy DO, Haskell CF, Wesnes KA, Scholey AB. Improved 
cognitive performance in human volunteers following adminis-
tration of guarana (Paullinia cupana) extract: comparison and 
interaction with Panax ginseng. Pharmacol Biochem Behav. 
2004;79(3):401–11.

	201.	 Sünram-Lea S, Birchall R, Wesnes K, Petrini O. The effect of 
acute administration of 400 mg of Panax ginseng on cognitive 
performance and mood in healthy young volunteers. Curr Top 
Nutraceutical Res. 2005;3(1):65–74.

	202.	 Kennedy DO, Scholey AB, Drewery L, Marsh VR, Moore B, 
Ashton H. Electroencephalograph effects of single doses of 
Ginkgo biloba and Panax ginseng in healthy young volunteers. 
Pharmacol Biochem Behav. 2003;75(3):701–9.

	203.	 Reay JL, Kennedy DO, Scholey AB. Single doses of Panax gin-
seng (G115) reduce blood glucose levels and improve cognitive 
performance during sustained mental activity. J Psychopharma-
col. 2005;19(4):357–65.

	204.	 Reay JL, Kennedy DO, Scholey AB. Effects of Panax ginseng, 
consumed with and without glucose, on blood glucose levels and 
cognitive performance during sustained ‘mentally demanding’ 
tasks. J Psychopharmacol. 2006;20(6):771–81.

	205.	 Reay JL, Scholey AB, Kennedy DO. Panax ginseng (G115) 
improves aspects of working memory performance and subjec-
tive ratings of calmness in healthy young adults. Hum Psychop-
harmacol. 2010;25(6):462–71.

	206.	 Kennedy D, Reay J, Scholey A. Effects of 8 weeks adminis-
tration of Korean Panax ginseng extract on the mood and 
cognitive performance of healthy individuals. J Ginseng Res. 
2007;31(1):34–43.

	207.	 Scholey A, Ossoukhova A, Owen L, Ibarra A, Pipingas A, He 
K, et al. Effects of American ginseng (Panax quinquefolius) on 
neurocognitive function: an acute, randomised, double-blind, 
placebo-controlled, crossover study. Psychopharmacology. 
2010;212(3):345–56.

	208.	 Russo A, Borrelli F. Bacopa monnieri, a reputed nootropic plant: 
an overview. Phytomedicine. 2005;12(4):305–17.

	209.	 Deepak M, Sangli GK, Arun PC, Amit A. Quantitative deter-
mination of the major saponin mixture bacoside A in Bacopa 
monnieri by HPLC. Phytochem Anal. 2005;16(1):24–9.

	210.	 Das A, Shanker G, Nath C, Pal R, Singh S, Singh H. A compara-
tive study in rodents of standardized extracts of Bacopa monnieri 
and Ginkgo biloba: anticholinesterase and cognitive enhancing 
activities. Pharmacol Biochem Behav. 2002;73(4):893–900.

	211.	 Saraf MK, Prabhakar S, Khanduja KL, Anand A. Bacopa 
monniera attenuates scopolamine-induced impairment of spa-
tial memory in mice. Evid Based Complement Alternat Med. 
2011;2011:236186.

	212.	 Abbas M, Subhan F, Mohani N, Rauf K, Ali G, Khan M. The 
involvement of opioidergic mechanisms in the activity of Bacopa 
monnieri extract and its toxicological studies. Afr J Pharm Phar-
macol. 2011;5(8):1120–4.

	213.	 Prabhakar S, Saraf MK, Pandhi P, Anand A. Bacopa monni-
era exerts antiamnesic effect on diazepam-induced anterograde 
amnesia in mice. Psychopharmacology. 2008;200(1):27–37.

	214.	 Mathew J, Balakrishnan S, Antony S, Abraham PM, Paulose 
CS. Decreased GABA receptor in the cerebral cortex of epileptic 



S57Phytochemicals and Cognitive Function

rats: effect of Bacopa monnieri and Bacoside-A. J Biomed Sci. 
2012;19:25.

	215.	 Sheikh N, Ahmad A, Siripurapu KB, Kuchibhotla VK, Singh S, 
Palit G. Effect of Bacopa monnieri on stress induced changes in 
plasma corticosterone and brain monoamines in rats. J Ethnop-
harmacol. 2007;111(3):671–6.

	216.	 Nathan PJ, Clarke J, Lloyd J, Hutchison CW, Downey L, Stough 
C. The acute effects of an extract of Bacopa monnieri (Brahmi) 
on cognitive function in healthy normal subjects. Hum Psychop-
harmacol. 2001;16(4):345–51.

	217.	 Downey LA, Kean J, Nemeh F, Lau A, Poll A, Gregory R, et al. 
An acute, double-blind, placebo-controlled crossover study of 
320 mg and 640 mg doses of a special extract of Bacopa mon-
nieri (CDRI 08) on sustained cognitive performance. Phytother 
Res. 2013;27(9):1407–13.

	218.	 Kongkeaw C, Dilokthornsakul P, Thanarangsarit P, Limpean-
chob N, Norman Scholfield C. Meta-analysis of randomized 
controlled trials on cognitive effects of Bacopa monnieri 
extract. J Ethnopharmacol. 2014;151(1):528–35.

	219.	 Peth-Nui T, Wattanathorn J, Muchimapura S, Tong-Un T, 
Piyavhatkul N, Rangseekajee P, et  al. Effects of 12-week 
Bacopa monnieri consumption on attention, cognitive process-
ing, working memory, and functions of both cholinergic and 
monoaminergic systems in healthy elderly volunteers. Evid 
Based Complement Alternat Med. 2012;2012:606424.

	220.	 Puttarak P, Dilokthornsakul P, Saokaew S, Dhippayom T, 
Kongkaew C, Sruamsiri R, et  al. Effects of Centella asi-
atica (L.) Urb. on cognitive function and mood related out-
comes: a systematic review and meta-analysis. Sci Rep. 
2017;7(1):10646.

	221.	 Wong RH, Howe PR, Coates AM, Buckley JD, Berry NM. 
Chronic consumption of a wild green oat extract (Neu-
ravena) improves brachial flow-mediated dilatation and cer-
ebrovascular responsiveness in older adults. J Hypertens. 
2013;31(1):192–200.

	222.	 Kennedy DO, Jackson PA, Forster J, Khan J, Grothe T, Perrinja-
quet-Moccetti T, et al. Acute effects of a wild green-oat (Avena 
sativa) extract on cognitive function in middle-aged adults: a 
double-blind, placebo-controlled, within-subjects trial. Nutr Neu-
rosci. 2017;20(2):135–51.

	223.	 Choudhary D, Bhattacharyya S, Bose S. Efficacy and safety 
of ashwagandha (Withania somnifera (L.) Dunal) root extract 
in improving memory and cognitive functions. J Diet Suppl. 
2017;14(6):599–612.

	224.	 Jówko E, Sadowski J, Długołęcka B, Gierczuk D, Opaszowski 
B, Cieśliński I. Effects of Rhodiola rosea supplementation on 
mental performance, physical capacity, and oxidative stress bio-
markers in healthy men. J Sport Health Sci. 2016. https​://doi.
org/10.1016/j.jshs.2016.05.005.

	225.	 Benowitz NL. Clinical pharmacology of nicotine: implications 
for understanding, preventing, and treating tobacco addiction. 
Clin Pharmacol Ther. 2008;83(4):531–41.

	226.	 Benowitz NL. Nicotine addiction. N Engl J Med. 
2010;362(24):2295–303.

	227.	 Di Matteo V, Pierucci M, Di Giovanni G, Benigno A, Esposito E. 
The neurobiological bases for the pharmacotherapy of nicotine 
addiction. Curr Pharm Des. 2007;13(12):1269–84.

	228.	 Johnston R, Doma K, Crowe M. Nicotine effects on exercise 
performance and physiological responses in nicotine-naive 
individuals: a systematic review. Clin Physiol Funct Imaging. 
2018;38(4):527–38.

	229.	 Mundel T. Nicotine: Sporting friend or foe? A review of athlete 
use, performance consequences and other considerations. Sports 
Med. 2017;47(12):2497–506.

	230.	 Heishman SJ, Kleykamp BA, Singleton EG. Meta-analysis of the 
acute effects of nicotine and smoking on human performance. 
Psychopharmacology. 2010;210(4):453–69.

	231.	 Habowski S, Sandrock J, Kedia A, Ziegenfuss TN. The effects 
of Teacrine™, a nature-identical purine alkaloid, on subjective 
measures of cognitive function, psychometric and hemodynamic 
indices in healthy humans: a randomized, double-blinded crosso-
ver pilot trial. J Int Soc Sports Nutr. 2014;11(S1):P49.

	232.	 Mitchell ES, Slettenaar M, vd Meer N, Transler C, Jans L, Quadt 
F, et al. Differential contributions of theobromine and caffeine 
on mood, psychomotor performance and blood pressure. Physiol 
Behav. 2011;104(5):816–22.

	233.	 Baggott MJ, Childs E, Hart AB, de Bruin E, Palmer AA, Wilkin-
son JE, et al. Psychopharmacology of theobromine in healthy 
volunteers. Psychopharmacology. 2013;228(1):109–18.

	234.	 Taylor L, Mumford P, Roberts M, Hayward S, Mullins J, Urbina 
S, et al. Safety of TeaCrine(R), a non-habituating, naturally-
occurring purine alkaloid over eight weeks of continuous use. J 
Int Soc Sports Nutr. 2016;13:2.

	235.	 Judelson DA, Preston AG, Miller DL, Munoz CX, Kellogg MD, 
Lieberman HR. Effects of theobromine and caffeine on mood and 
vigilance. J Clin Psychopharmacol. 2013;33(4):499–506.

	236.	 Ziegenfuss TN, Habowski SM, Sandrock JE, Kedia AW, Kerksick 
CM, Lopez HL. A two-part approach to examine the effects of 
theacrine (teacrine(r)) supplementation on oxygen consumption, 
hemodynamic responses, and subjective measures of cognitive 
and psychometric parameters. J Diet Suppl. 2016. https​://doi.
org/10.1080/19390​211.2016.11786​78.

	237.	 McLellan TM, Caldwell JA, Lieberman HR. A review of caf-
feine’s effects on cognitive, physical and occupational perfor-
mance. Neurosci Biobehav Rev. 2016;71:294–312.

	238.	 Haskell CF, Dodd FL, Wightman EL, Kennedy DO. Behavioural 
effects of compounds co-consumed in dietary forms of caffein-
ated plants. Nutr Res Rev. 2013;26(1):49–70.

	239.	 Kennedy DO, Haskell CF. Cerebral blood flow and behavioural 
effects of caffeine in habitual and non-habitual consumers of 
caffeine: a near infrared spectroscopy study. Biol Psychol. 
2011;86(3):298–306.

	240.	 Haskell CF, Kennedy DO, Wesnes KA, Scholey AB. Cogni-
tive and mood improvements of caffeine in habitual consumers 
and habitual non-consumers of caffeine. Psychopharmacology. 
2005;179(4):813–25.

	241.	 Higgins S, Straight CR, Lewis RD. The effects of preexercise caf-
feinated coffee ingestion on endurance performance: an evidence-
based review. Int J Sport Nutr Exerc Metab. 2016;26(3):221–39.

	242.	 Misaizu A, Kokubo T, Tazumi K, Kanayama M, Miura Y. The 
combined effect of caffeine and ornithine on the mood of healthy 
office workers. Prev Nutr Food Sci. 2014;19(4):367–72.

	243.	 Dodd FL, Kennedy DO, Riby LM, Haskell-Ramsay CF. A 
double-blind, placebo-controlled study evaluating the effects of 
caffeine and l-theanine both alone and in combination on cer-
ebral blood flow, cognition and mood. Psychopharmacology. 
2015;232(14):2563–76.

	244.	 Haskell CF, Kennedy DO, Milne AL, Wesnes KA, Scholey AB. 
The effects of l-theanine, caffeine and their combination on cog-
nition and mood. Biol Psychol. 2008;77(2):113–22.

	245.	 Adan A, Serra-Grabulosa JM. Effects of caffeine and glucose, 
alone and combined, on cognitive performance. Hum Psychop-
harmacol. 2010;25(4):310–7.

	246.	 Scholey AB, Kennedy DO. Cognitive and physiological effects 
of an “energy drink”: an evaluation of the whole drink and of 
glucose, caffeine and herbal flavouring fractions. Psychopharma-
cology. 2004;176(3–4):320–30.

	247.	 Nagrecha N, Giannetti V, Witt-Enderby P, McConaha J, Johnson 
D. The effect of caffeine and choline combinations on short-term 

https://doi.org/10.1016/j.jshs.2016.05.005
https://doi.org/10.1016/j.jshs.2016.05.005
https://doi.org/10.1080/19390211.2016.1178678
https://doi.org/10.1080/19390211.2016.1178678


S58	 D. O. Kennedy 

visual and auditory memory. Clin Pharmacol Biopharm. 2013. 
https​://doi.org/10.4172/2167-065X.

	248.	 Giles GE, Mahoney CR, Brunye TT, Gardony AL, Taylor HA, 
Kanarek RB. Differential cognitive effects of energy drink ingre-
dients: caffeine, taurine, and glucose. Pharmacol Biochem Behav. 
2012;102(4):569–77.

	249.	 Peacock A, Martin FH, Carr A. Energy drink ingredients. Con-
tribution of caffeine and taurine to performance outcomes. Appe-
tite. 2013;64:1–4.

	250.	 Scholey A, Bauer I, Neale C, Savage K, Camfield D, White D, 
et al. Acute effects of different multivitamin mineral preparations 
with and without guaraná on mood, cognitive performance and 
functional brain activation. Nutrients. 2013;5(9):3589–604.

	251.	 White DJ, Camfield DA, Maggini S, Pipingas A, Silberstein R, 
Stough C, et al. The effect of a single dose of multivitamin and 
mineral combinations with and without guaraná on functional 
brain activity during a continuous performance task. Nutr Neu-
rosci. 2014;20:8–22.

	252.	 Yoovathaworn KC, Sriwatanakul K, Thithapandha A. Influence 
of caffeine on aspirin pharmacokinetics. Eur J Drug Metab Phar-
macokinet. 1986;11(1):71–6.

	253.	 Nakagawa K, Nakayama K, Nakamura M, Sookwong P, Tsuduki 
T, Niino H, et al. Effects of co-administration of tea epigallo-
catechin-3-gallate (EGCG) and caffeine on absorption and 
metabolism of EGCG in humans. Biosci Biotechnol Biochem. 
2009;73(9):2014–7.

	254.	 Sansone R, Ottaviani JI, Rodriguez-Mateos A, Heinen Y, Noske 
D, Spencer JP, et al. Methylxanthines enhance the effects of 
cocoa flavanols on cardiovascular function: randomized, double-
masked controlled studies. Am J Clin Nutr. 2017;105(2):352–60.

	255.	 Haskell CF, Kennedy DO, Wesnes KA, Milne AL, Scholey AB. 
A double-blind, placebo-controlled, multi-dose evaluation of the 
acute behavioural effects of guarana in humans. J Psychophar-
macol. 2007;21(1):65–70.

	256.	 Kennedy DO, Haskell CF, Robertson B, Reay J, Brewster-
Maund C, Luedemann J, et al. Improved cognitive performance 
and mental fatigue following a multi-vitamin and mineral sup-
plement with added guarana (Paullinia cupana). Appetite. 
2008;50(2–3):506–13.

	257.	 Veasey RC, Haskell-Ramsay CF, Kennedy DO, Wishart K, 
Maggini S, Fuchs CJ, et al. The effects of supplementation with 
a vitamin and mineral complex with guaraná prior to fasted 
exercise on affect, exertion, cognitive performance, and sub-
strate metabolism: a randomized controlled trial. Nutrients. 
2015;7(8):6109–27.

	258.	 Pomportes L, Davranche K, Brisswalter I, Hays A, Brisswal-
ter J. Heart rate variability and cognitive function following a 
multi-vitamin and mineral supplementation with added guarana 
(Paullinia cupana). Nutrients. 2014;7(1):196–208.

https://doi.org/10.4172/2167-065X

	Phytochemicals for Improving Aspects of Cognitive Function and Psychological State Potentially Relevant to Sports Performance
	Abstract
	1 Cognitive Function Relevant to Sporting Performance
	2 Phytochemicals
	3 Phenolics
	3.1 Cocoa Flavanols
	3.2 Fruit Polyphenols
	3.3 Single Molecule Polyphenols: Resveratrol, Curcumin and Quercetin
	3.4 Other Polyphenols
	3.5 Conclusion

	4 Terpenes
	4.1 MonoterpenesSesquiterpenes
	4.1.1 Sage (Salvia officinalislavandulaefolia)
	4.1.2 Rosemary (Rosmarinus officinalis)
	4.1.3 Peppermint (Mentha piperita)

	4.2 Diterpenes
	4.2.1 Ginkgo biloba

	4.3 Triterpenes
	4.3.1 Ginseng (the Panax genus)
	4.3.2 Bacopa monnieri
	4.3.3 Other Triterpenes

	4.4 Conclusion

	5 Alkaloids
	5.1 Nicotine
	5.2 Methylxanthines—Caffeine
	5.2.1 Caffeine Interactions
	5.2.2 Caffeine—Guaraná (Paullinia cupana)
	5.2.3 Conclusion


	6 Conclusion
	Acknowledgements 
	References




