C4$DA

Journal of Food and Drug Analysis

Volume 25 | Issue 1 Article 7

Chemistry and health effects of furanocoumarins in grapefruit

Follow this and additional works at: https://www.jfda-online.com/journal

0 Part of the Food Science Commons, Medicinal Chemistry and Pharmaceutics Commons, Pharmacology
Commons, and the Toxicology Commons

This work is licensed under a Creative Commons Attribution-Noncommercial-No Derivative Works 4.0
License.

Recommended Citation

Hung, W.-L.; Suh, J.H.; and Wang, Y. (2017) "Chemistry and health effects of furanocoumarins in grapefruit,' Journal of
Food and Drug Analysis: Vol. 25 : Iss. 1, Article 7.

Available at: https://doi.org/10.1016/j.jfda.2016.11.008

This Review Article is brought to you for free and open access by Journal of Food and Drug Analysis. It has been accepted for
inclusion in Journal of Food and Drug Analysis by an authorized editor of Journal of Food and Drug Analysis.


https://www.jfda-online.com/journal/
https://www.jfda-online.com/journal/
https://www.jfda-online.com/journal/vol25
https://www.jfda-online.com/journal/vol25/iss1
https://www.jfda-online.com/journal/vol25/iss1/7
https://www.jfda-online.com/journal?utm_source=www.jfda-online.com%2Fjournal%2Fvol25%2Fiss1%2F7&utm_medium=PDF&utm_campaign=PDFCoverPages
https://network.bepress.com/hgg/discipline/84?utm_source=www.jfda-online.com%2Fjournal%2Fvol25%2Fiss1%2F7&utm_medium=PDF&utm_campaign=PDFCoverPages
https://network.bepress.com/hgg/discipline/65?utm_source=www.jfda-online.com%2Fjournal%2Fvol25%2Fiss1%2F7&utm_medium=PDF&utm_campaign=PDFCoverPages
https://network.bepress.com/hgg/discipline/66?utm_source=www.jfda-online.com%2Fjournal%2Fvol25%2Fiss1%2F7&utm_medium=PDF&utm_campaign=PDFCoverPages
https://network.bepress.com/hgg/discipline/66?utm_source=www.jfda-online.com%2Fjournal%2Fvol25%2Fiss1%2F7&utm_medium=PDF&utm_campaign=PDFCoverPages
https://network.bepress.com/hgg/discipline/67?utm_source=www.jfda-online.com%2Fjournal%2Fvol25%2Fiss1%2F7&utm_medium=PDF&utm_campaign=PDFCoverPages
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1016/j.jfda.2016.11.008

JOURNAL OF FOOD AND DRUG ANALYSIS 25 (2017) 71—83

QY
e )

FDA

Available online at www.sciencedirect.com

journal homepage: www.jfda-online.com

ScienceDirect

Review Article

Chemistry and health effects of furanocoumarins

in grapefruit

@ CrossMark

Wei-Lun Hung, Joon Hyuk Suh, Yu Wang~

Citrus Research and Education Center, Department of Food Science and Human Nutrition, University of Florida, Lake

Alfred, FL, USA

ARTICLE INFO

Article history:

Received 1 September 2016
Received in revised form

2 November 2016

Accepted 3 November 2016
Available online 6 December 2016

Keywords:
anticancer activity
bergamottin

bone health
furanocoumarins
grapefruit

ABSTRACT

Furanocoumarins are a specific group of secondary metabolites that commonly present in
higher plants, such as citrus plants. The major furanocoumarins found in grapefruits
(Citrus paradisi) include bergamottin, epoxybergamottin, and 6',7'-dihydroxybergamottin.
During biosynthesis of these furanocoumarins, coumarins undergo biochemical modifi-
cations corresponding to a prenylation reaction catalyzed by the cytochrome P450 enzymes
with the subsequent formation of furan rings. Because of undesirable interactions with
several medications, many studies have developed methods for grapefruit furanocoumarin
quantification that include high-performance liquid chromatography coupled with UV
detector or mass spectrometry. The distribution of furanocoumarins in grapefruits is
affected by several environmental conditions, such as processing techniques, storage
temperature, and packing materials. In the past few years, grapefruit furanocoumarins
have been demonstrated to exhibit several biological activities including antioxidative,
-inflammatory, and -cancer activities as well as bone health promotion both in vitro and
in vivo. Notably, furanocoumarins potently exerted antiproliferative activities against
cancer cell growth through modulation of several molecular pathways, such as regulation
of the signal transducer and activator of transcription 3, nuclear factor-kB, phosphatidy-
linositol-3-kinase/AKT, and mitogen-activated protein kinase expression. Therefore, based
on this review, we suggest furanocoumarins may serve as bioactive components that
contribute, at least in part, to the health benefits of grapefruit.
Copyright © 2016, Food and Drug Administration, Taiwan. Published by Elsevier Taiwan
LLC. This is an open access article under the CC BY-NC-ND license (http://
creativecommons.org/licenses/by-nc-nd/4.0/).

1. Introduction

Citrus fruits, belonging to the family Rutaceae, genus Citrus,
are believed to originate from certain regions of Southeast

Asia and are mainly cultivated in the regions in the Northern
Hemisphere [1]. Citrus crops are one of the major fruit crops in
the world and it is estimated that more than 135 million tons
were produced in 2013 [2]. The leading citrus fruit-producing
countries in the world include China, Brazil, the United
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States, India, Mexico, and Spain, which collectively account
for two-thirds of the global production [3]. Citrus taxonomy
remains controversial. However, the four core ancestral Citrus
taxa including Citrus medica (citron), Citrus reticulata (manda-
rin), Citrus maxima (pummelo), and Citrus micrantha (papeda)
have been recognized as the ancestors of all cultivated citrus
fruits [4,5]. The major Citrus fruits consumed worldwide are
oranges, mandarins, lemons, grapefruits, as well as limes.
Owing to a pleasing flavor and aroma as well as desirable
taste, citrus species are widely consumed as fresh or used as
raw materials for juice. Citrus fruits are not only a particular
rich source of vitamin C, but are also abundant in nutrients
such as dietary fiber, sugar, and minerals. Along with a high
nutrition value, the secondary metabolites of citrus fruits,
including flavonoids, limonoids, and coumarins, they are also
known to possess several health benefits such as anti-
oxidative, anti-inflammatory, anticancer and neuroprotective
activities.

Grapefruits (Citrus paradisi) are medium-sized, subtropical
fruit trees that belong to the family of Rutaceae. Grapefruit, a
hybrid of pomelos (C. maxima) and sweet oranges (Citrus
sinensis) was first discovered in the 18™ century. Different
varieties of grapefruits vary in hue from white to red
depending on the presence or absence of lycopene [6]. Ac-
cording to the data from the Food and Agricultural Organi-
zation of the United Nations, China and the United States are
the leading grapefruit producers worldwide. In China, a total
of 3.8 million metric tons of grapefruit was reportedly pro-
duced in 2013 [3]. The major varieties of grapefruit include
Pink, Ruby Red, Star Ruby, Thompson, and White Marsh.
Owing to several bioactive phytochemicals, such as flavo-
noids, carotenoids, coumarins, and organic acids, grapefruit
possesses several health-promoting properties such as anti-
inflammatory, -cancer, and -obesity effects [7—9]. Flavonoids
are considered the most important bioactive components
present in grapefruit. The major flavonoids found in grape-
fruit, including hesperetin, naringenin, narirutin, and didy-
min, have been extensively studied both in vitro and in vivo to
confirm their role in benefiting human health [10,11].
Although these phytochemicals exhibit bioactive activities,
some compounds have been shown to interact with
numerous medications causing adverse effects known as the
“grapefruit juice effect.” Furanocoumarins and flavanones
are the major culprits responsible for grapefruit juice causing
these drug interactions. Several studies have reported that
furanocoumarins present in grapefruit interact with medi-
cations by interfering with the haptic and intestinal enzyme
cytochrome P450 [12]. Several studies have developed
different processing methods for the removal of fur-
anocoumarins from grapefruits such as heat treatment, UV
irradiation, and autoclaved fungi [13—15]. Until now,
numerous comprehensive reviews summarized the grape-
fruit juice—drug interaction mechanisms mainly focusing on
discussion of the adverse effects of furanocoumarins
[16—18]. Although furanocoumarins can cause undesirable
effects because of interactions with certain medications,
recent evidence has emerged from several in vitro and in vivo
studies suggesting that furanocoumarins possess additional
biological activities, such as antioxidative, -proliferative,
-inflammatory, and bone health promoting effects. As

grapefruit juice is one of the most popular fruit juices
worldwide, grapefruit furanocoumarins deserve more
attention with regard to their health benefits. Thus, this re-
view first summarizes the biosynthetic pathway, analytical
methods, and distribution of grapefruit furanocoumarins,
and then provides a comprehensive view of their health
benefits.

2. Biosynthetic pathway of furanocoumarins
in grapefruit

Furanocoumarins, a subclass of organic chemical com-
pounds, are the secondary metabolites produced in citrus
and are involved in the plant’s defenses against insects,
pathogens, and other organisms [19]. Their structure is
characterized by a furan ring attached to carbon 6 and 7
(linear type) or 7 and 8 (angular type) of a benzo-a-pyrone
(coumarin). Linear furanocoumarins are practically distrib-
uted into four families of higher plants that include Ruta-
ceae, Moraceae, Leguminosae, and Apiaceae, whereas the
angular furanocoumarins are primarily confined to Apiaceae
and Leguminosae [19]. The most abundant linear fur-
anocoumarins existing in higher plants are psoralen, xan-
thotoxin, bergapten, and isopimpinellin.

Citrus plants synthesize both coumarins and fur-
anocoumarins with grapefruit considered the major dietary
source of furanocoumarins in the Western diet. It is estimated
that the average consumption of furanocoumarins in the
United States and Germany is 1.3 mg/d and 0.562 mg/d,
respectively, and grapefruit juice contributes to ~73% of fur-
anocoumarin intake from foods [20,21]. The major fur-
anocoumarins found in grapefruits are bergamottin,
epoxybergamottin, and 6,7’-dihydroxybergamottin. The
pathway of furanocoumarin biosynthesis was confirmed and
characterized using radiolabeled compounds during
1960—1980 [22—24]. This biosynthetic pathway in higher
plants use umbelliferone, also known as 7-hydroxycoumarin,
as the precursor of these furanocoumarins. In the first step of
coumarin synthesis, several phenylpropanoid intermediates
are synthesized from phenylalanine (Figure 1). Through a
deamination reaction by phenylalanine ammonia-lyase,
phenylalanine is first converted to trans-cinnamic acid. This
is subsequently catalyzed by cinnamate 4-hydrolase (C4H), an
essential enzyme involved in phenylalanine metabolism, to
form p-coumaric acid. C4H, a member of cytochrome P450
monooxygenase from CYP73A family, can catalyze mono-
oxylation of various substrates within organisms [25,26]. p-
Coumaric acid is further catalyzed through thioesterification
by 4-coumarate-CoA ligase, and p-coumaroyl-CoA is then
produced. In the phenylpropanoid pathway, coumaroyl-CoA
is the pivotal intermediate of not only coumarins, but also a
broad range of metabolites, such as flavonoids, anthocyanins,
tannins, and lignans [27,28]. Next, the ortho-hydroxylation of
p-coumaroyl-CoA catalyzed by cinnamoyl-CoA 2'-hydroxy-
lase (C2'H) leads to synthesis of 2,4-dihyroxycinnamoyl CoA.
ortho-Hydroxylation is a key step of coumarin biosynthesis,
and a previous study of Lavandula officinalis demonstrated that
para-hydroxylation was a prerequisite for ortho-hydroxylation
[23].  Finally, nonenzymatic lactonization results in
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umbelliferone formation [19]. These enzymatic reactions
involved in the formation of umbelliferone from phenylala-
nine are illustrated in Figure 1.

Umbelliferone, which belongs to the coumarin family, is an
ubiquitous compound found in higher plants. It is also the
parent compound responsible for not only furanocoumarin
formation, but also methoxylated coumarins such as scopo-
letin and its glycoside derivative [29]. The prenylation cata-
lyzed by the &'-prenyltransferase occurring in C6 position of
umbelliferone yields linear furanocoumarins (demethylsu-
berosin), whereas the 8'-prenyltransferase produces angular
furanocoumarins (osthenol). The first plant prenyltransferase
characterized in vitro by Dhillon and Brown [30] was isolated
from Ruta graveolens, which produced psoralen only. This
enzyme is identified as umbelliferone:dimethylallyl pyro-
phosphate dimethylallyl transferase existing in chloroplasts
[31]. In the linear furanocoumarin biosynthetic pathway,
demethylsuberosin is transformed to (+)-marmesin and
further converted to psoralen by two consecutive cytochrome
P450-dependent monooxygenases, the marmesin synthase
and the psoralen synthase. The mechanism of the conversion
of demethylsuberosin to marmesin was first proposed in 1970
[32]. Enzymatic oxidation of dimethylsuberosin catalyzed by
marmesin synthase produces the corresponding epoxide, 6-
(2-methyl-2,3-epoxybutyl)-umbelliferone, and subsequently
hydration of the epoxide produces the corresponding diol and
further cyclization formation of (+)-marmesin. After elimi-
nating acetone and one hydrogen catalyzed by psoralen

synthase, (+)-marmesin is converted to psoralen. It is note-
worthy to mention that psoralen is specific for (+)-marmesin,
and therefore, the (—)-steroisomer, nodakenetin, cannot be its
substrate.

Psoralen serves as the parent compound of linear fur-
anocoumarins frequently transformed into hydroxylated
forms by cytochrome P450 monooxygenases. The hydroxyl-
ation of psoralen most likely occurs at either 5- and/or
8-position of bergaptol (5-hydroxypsoralen), xanthotoxol
(8-hydroxypsoralen), and 5,8-dihydroxypsoralen formation
[2]. The formation of bergaptol, catalyzed by psoralen 5-
monooxygenase in the presence of oxygen and nicotinamide
adenine dinucleotide phosphate, has been characterized as
inducible cytochrome P450 monooxygenase from microsomes
of cultured Ammi majus cells [33]. However, only small quan-
tities of bergaptol can be found in in grapefruits because this
hydroxylated furanocoumarin is subsequently transformed
into bergapten by bergaptol O-methyltransferase. Previous
studies have successfully isolated bergaptol O-methyl-
transferase from both Ruta graveolens and cultured parsley
cells by chromatographic methods and further confirmed that
this enzyme solely catalyzes the methylation of the 5-hydroxy
group of bergaptol, whereas xanthotoxol O-methyltransferase
specifically catalyzes the 8-hydroxy group of xanthotoxol
[34,35]. The sequence of bergaptol 5-methyltransferase cDNA
cloned from elicitor-treated cells of A. majus shared 79%
similarity with the sequence of heterologous caffeic acid 3-0-
methyltransferase at the polypeptide level. Their study also
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confirmed that bergaptol 5-methyltransferase was highly
specific for bergaptol, and the C8 corresponding isomer xan-
thotoxol cannot function as its substrate [36]. In the final step,
geranyl pyrophosphate (GPP) attaches to the bergapten to
form bergamottin. Prenylation is a key step to form coumarin
derivatives through adding a prenyl chain. In addition,
begaptol also can transform into bergamottin through the
prenylation reaction. Recently, Munakata et al [37] charac-
terized the coumarin-specific prenyltranferases from the mi-
crosomes of the flavedo of lemon peel where large amounts of
prenylated coumarins accumulate. Among several coumarin
substrates, bergaptol 5-O-geranyltransferase had the stron-
gest activities catalyzing bergaptol to form bergamottin when
GPP was used as a prenyl donor.

3. Furanocoumarin analytical method

Coumarins and furanocoumarins are widely distributed in
plants, especially in the families Apiaceae, Rutaceae, Mor-
aceae, and Leguminosae. At least 1300 coumarins have
already been identified, and several new coumarins are being
identified each year [38]. The predominant furanocoumarins
present in grapefruits include bergaptol, bergapten, berga-
mottin, expoxybergamottin, and 6',7’-dihydroxybergamottin.
Furanocoumarins exhibit several physiological effects, the
most notable being interactions with certain medications.
Furanocoumarins' interactions with some drugs result in
undesirable effects by interfering with hepatic and intestinal
enzyme cytochrome P450. Consequently, several studies
have also reported beneficial furanocoumarin bioactivities
such as antioxidative and -tumor effects. These physiological
effects caused by furanocoumarins suggest that quantitation
of their concentrations in grapefruit is important. Thus,
many analytical methods have been developed for identifi-
cation and quantitation of grapefruit furanocoumarins
(Table 1).

Prior to analyzing furanocoumarins, the crucial first step is
extraction of the target compounds from plants for further
purification and identification. Selection of the extraction
method depends on the property of the target compounds of
interest and plant matrices. Additionally, many factors sub-
stantially affect the extraction yield, such as solvent system
and extraction techniques. Coumarins, the precursors of fur-
anocoumarins, can be isolated from plants by extraction with
different solvents such as ethanol, methanol, benzene, and
chloroform. Additionally, extraction with petroleum ether
provides excellent yield for furanocoumarins [47]. Among the
numerous extraction techniques, exhaustive extraction pre-
formed on a Soxhlet apparatus is the most accurate method to
extract furanocoumarins from plants [48]. The extraction
yield of furanocoumarins in Archangelica offinalis using
different extraction methods has been compared by
Waksmundzka-Hajnos et al [49]. Their results revealed that
accelerated solvent extraction using methanol or petroleum
ether as the extraction solvent resulted in the highest yield of
furanocoumarins, and the yield from other extraction
methods such as ultrasonication and microwave-assisted
solvent extraction were comparable with that from the
exhaustive extraction method. It is noteworthy that

microwave-assisted solvent extraction in a closed system
may cause transformation of furanocoumarins because of the
microwaves.

Liquid—liquid extraction is the most common extraction
method for furanocoumarins in grapefruit juice. It is neces-
sary to form two separate layers; therefore, this extraction
method is limited by the extracting solvent as it must be
immiscible with the aqueous juice. Thus, highly polar solvents
such as methanol, ethanol, and acetone are not applicable for
liquid—liquid extraction. Although chloroform provides a
good yield of extracted coumarins and furanocoumarins,
many studies still used ethyl acetate as extraction solvent
because of its low toxicity. For example, VanderMolen et al [50]
used ethyl acetate to extract furanocoumarins and flavonoids
from grapefruit juice and developed a rapid quantitative
method with good precision, accuracy, and sensitivity. As for
grapefruit peel and pulp, solid—liquid extraction is the typical
method used to extract furanocoumarins from these citrus
fruits, with methanol most often used as the extracting sol-
vent. Several studies have used methanol to extract fur-
anocoumarins from citrus fruits prior to measuring their
concentrations by high-performance liquid chromatography
(HPLC). Peroutka et al [51] have compared the extraction effi-
ciency of different solvents including acetonitrile, methanol,
and ethyl acetate on extracting bergamottin from the peel and
pulp of citrus fruits. Their result indicates that methanol is the
optimum solvent for extraction of coumarins and fur-
anocoumarins from citrus fruits. Similarly, coumarins and
furanocoumarins can be extracted by methanol/water (80:20)
from the peel and pulp of 61 Citrus species with results
showing the major furanocoumarins present in grapefruit
peel and pulp to be €,7-dihydroxybergamottin, epox-
ybergamottin, and bergamottin [2].

After solvent extraction, solid-phase extraction (SPE) is
often used for purification of the extracted mixture to purify
the target compounds of interest prior to HPLC analysis. The
extraction recoveries of standard aqueous bergamottin and
bergapten, the two major furanocoumarins present in grape-
fruits, have been compared by different SPE sorbents [41]. The
highest extraction recovery was obtained when a reverse-
phase DSC-18LT cartridge was used as the SPE sorbent.
Because of the semipolarity of furanocoumarins, normal-
phase sorbents can also be used to isolate furanocoumarins
from grapefruit juice. A silica gel column has been used to
isolate 6',7'-dihydroxylbergamottin, bergamottin, and para-
disin A individually from the ethyl acetate extraction of
grapefruit juice prior to nuclear magnetic resonance (NMR)
spectroscopy analysis [52]. Along with SPE, flash column
chromatography also provides reasonable and rapid separa-
tion of furanocoumarins in grapefruits. Chebrolu et al [53]
developed flush column chromatography methods using
either C18 or silica gel as the stationary phase for isolation of
minor coumarins and furanocoumarins from the grapefruit
oil prior to identification by gas chromatography—mass
spectrometry (GC-MS) and NMR. These isolated compounds
from flash column chromatography were identified as ber-
gapten, 6',7'-dihydroxybergamottin, auraptene, osthol, and
polymethoxylated flavones.

Furanocoumarins extracted from fruits can be examined
by HPLC or GC. Furanocoumarins are moderately volatile;
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thus, their contents can be analyzed by GC. However, some
compounds have to be derivatized. The most common
analytical method used for furanocoumarins identification is
liquid chromatography (LC), which can analyze a wide range
of furanocoumarins without derivitazation. Reverse-phase
HPLC is typically used to quantify furanocoumarins in
grapefruits. Previous studies indicate that the separation of
the individual grapefruit furanocoumarins, including ber-
gaptol, bergapten, bergamottin, expoxybergamottin, and
6',7'-dihydroxybergamottin, can be achieved using reverse-
phase HPLC columns [39,44,45]. Similarly, a total of 27 cou-
marins and furanocoumarins from citrus peel were isolated
and identified simultaneously by a C18 reverse-phase col-
umn coupled with a mass spectrometer [42]. As for chro-
matography detectors, UV detection is most frequently used
for quantification of furanocoumarins in grapefruits because
of its simplicity and modest sensitivity. Results of UV spectra
detected by the UV diode array detector indicate that ber-
gapten, bergamottin, dihyroxybergamottin, and epox-
ybergamottin had the highest UV absorption at 310 nm [39].
Thus, several previous studies developed quantitative
methods to analyze furanocoumarins in grapefruits by
detection of the absorption at 310 nm wavelength (Table 1)
[44,45,54]. The detection limit of UV absorption at 310 nm
wavelength for furanocoumarins was 0.01-0.05 ppm
(S/N=28) [39]. In addition, fluorescence detection is also
applicable for determination of furanocoumarins. The use of
310 nm wavelength in excitation and 490 nm wavelength
emission provides good sensitivity for furanocoumarin
detection. The detection limit of fluorescence for analyzing
various furanocoumarins has been previously compared
with UV detection [39]. Although the sensitivity of fluores-
cence detection is slightly higher than that of UV detection
for certain furanocoumarins, others could not be detected at
concentrations lower than 0.5 ppm. Because of its excellent
sensitivity and accuracy, MS can give more accurate results
for identifying and quantifying furanocoumarins. The
detection limits of bergamottin were found to be 0.001 mg/L
and 0.0005 mg/L for LC-ESI-MS/MS (LC-electrospray
ionization-tandem MS) and LC-APCI-MS/MS (LC-atmospheric
pressure chemical ionization-tandem MS), respectively,
whereas UV detection was only 0.08 mg/L [41]. To distinguish
the furanocoumarins coeluting from the HPLC column,
Dugrand et al [42] have developed a rapid and sensitive LC-
MS method that identified a total of six coumarins and 20
furanocoumarins using the single ion monitoring mode.
Given that MS provides high sensitivity, selectivity, and ac-
curacy for grapefruit furanocoumarin detection, this tech-
nology also can be applied to biological samples such as urine
and plasma. Recently, a comprehensive ultraperformance
liquid chromatography-MS/MS method has been established
for determination of furanocoumarins in human plasma and
urine after ingestion of grapefruit and grapefruit juice [55].
The identification, detection limit, quantitation limit, and
recovery rate of furanocoumarins have been determined
during this method validation. Bergamottin and ¢',7’-dihy-
droxybergamottin were identified as the major fur-
anocoumarins found in plasma, whereas the predominant
compounds detected in the urine were bergaptol and 6',7'-
dihydroxybergamottin.
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4, Distribution of furanocoumarins in
grapefruit

Furanocoumarins in grapefruit all originate from psoralen, and
the major grapefruit furanocoumarins include bergaptol, ber-
gapten, bergamottin, epoxybergamottin, and 6',7'-dihydrox-
ybergamottin. The levels of furanocoumarins found in
different grapefruit varieties have been determined by Gir-
ennavar et al [52]. Among the seven grapefruit varieties that
include Rio Red, Ruby Red, Ray Red, Star Ruby, Thompson Pink,
Marsh White, and Duncan, the concentrations of ¢,7'-dihy-
droxybergamottin, paradisin A, and bergamottin in grapefruit
juice ranged from 0.5 pg/mL to 3 pg/mlL, from 0.06 ug/mL to
0.08 pg/mL, and from 0.2 ug/mL to 1 pg/mL, respectively. Ray
Red had the lowest levels of dihydrobergamottin and paradisin
A, whereas the highest concentration of paradisin A was found
in Star Ruby, and Duncan contained the highest amount of
6',7'-dihydroxybergamottin and bergamottin. Furanocoumar-
ins and their dimers have also been analyzed in commercial
grapefruit juice. In a study comparing 28 white grapefruit jui-
ces, the average concentrations of bergamottin, GF-I-1 (para-
disin A) and GF-I-4 (paradisin B) were 5.6 ug/mL, 0.32 ug/mL,
and 0.96 pg/mlL, respectively [46]. Similarly, Guo et al [12]
analyzed the furanocoumarin monomers and dimers in
seven grapefruit juice from local commercial sources. Their
results showed that the concentrations of bergamottin, 6',7'-
dihydroxybergamottin, and epxoybergamottin ranging from
2.4 ng/mlL to 10 pg/mlL, from 0.3 pg/mL to 12.8 pg/mL, and from
0.17 pg/mL to 0.27 pg/mL, respectively, whereas the amounts of
furanocoumarin dimers, paradisin A, B, and C, were relatively
lower than bergamottin. A previous study also indicated that
concentrations of furanocoumarins in white grapefruits were
typically higher than those from red grapefruits [46,56]. Fur-
anocoumarin concentrations in 29 white and 29 red commer-
cial grapefruit juice from the retail market have been
previously compared [44]. The average concentrations of ber-
gamottin and epoxybergamottin in white grapefruit juices
were 4.2 pg/mL and 2.9 pg/mlL, respectively, whereas their
contents in red grapefruit juice were 3.4 pg/mL and 1.8 pg/mL.
Similar to results of furanocoumarin monomers, the concen-
trations of paradisin A and B in pink grapefruits were relatively
lower than those in white grapefruits [46].

Variation of furanocoumarin distribution is also dependent
on the different regions of grapefruit tissues. As reported in a
previous study, concentrations of seven furanocoumarins
from the peel, flesh, whole grapefruits, and grapefruit juice
have been analyzed [55]. The highest concentrations of 6,7-
dihydrobergamottin and bergamottin were 118.01 ng/g and
13.810 pg/g, and found in the peel and the flesh of the grape-
fruit, respectively. Interestingly, the investigation found that
epoxybergamottin was only present in the peel and whole
grapefruit, which indicates that epoxybergamottin originated
solely in the grapefruit peel. Dugrand-Judek et al [2] also
recently reported that the concentrations of epox-
ybergamottin in the peel of Duncan, Marsh, and Star Ruby
varieties were much higher than those in the pulp. However, it
is possible that epoxybergamottin is distributed to the juice or
further hydrolyzed to €',7-dihydroxybergamottin during the
grapefruit juice manufacturing process [57]. In addition to the

furanocoumarin monomers, the corresponding dimers
located in different grapefruit sections have also been inves-
tigated [46]. Concentrations of bergamottin, paradisin A, and
paradisin B found in grapefruit flesh were significantly higher
than those in the peel. In contrast, these contractions in the
juice sac and seeds were relatively low. Citrus essential oils
extracted from plants consist of various constituents, specif-
ically terpenes, alcohols, aldehydes, ketones, and esters.
Because of their desirable aroma and health benefits, citrus
essential oils are widely applied in the pharmaceutical, food,
and fragrance industries. Along with the low-molecular-
weight aroma components, some moderate volatiles,
including coumarins and furanocoumarins, can also be
extracted from the «citrus peel or fruits during the
manufacturing process of essential oil. Thus, several studies
have developed different HPLC methods to measure the fur-
anocoumarin concentrations in grapefruit essential oils. A
previous study developed a HPLC method along with a UV
detector to analyze 27 oxygen heterocyclic compounds in
lemon, lime bergamot, grapefruit, mandarin, and bitter or-
ange [40]. The average concentrations of bergapten and ber-
gamottin in grapefruit essential oil were 263 mg/L and
1791 mg/L, respectively. Notably, grapefruit essential oil had
the highest amount of epoxybergamottin among the seven
essential oil samples. The quantitative HPLC methods for
furanocoumarin concentrations in grapefruit essential oil by
UV detector, fluorescence, or MS were compared in a previous
study [39]. Although a UV detector has excellent precision at
low levels, coelution of furanocoumarins may occur when
analyzing essential oils. To avoid misleading peak identifica-
tion, MS is a reliable technique for accurate quantification of
furanocoumarins found in citrus oils. By using HPLC coupled
with MS, the total concentration of furanocoumarins in the
grapefruit oil was found to be 2236.7 pg/mL. Recently, the
enantiomeric isomer of epoxybergamottin was also found in
grapefruit oils using chiral column chromatography [58].

The formation of furanocoumarin in grapefruits can also be
affected by environmental conditions. Temperature is a crucial
factor affecting the composition of various nutrients and phy-
tochemicals in citrus fruits. Storage of grapefruit juice at 100°C
for 2 hours led to the loss of &,7'-dihydroxybergamottin and
paradisin C, whereas amounts of bergaptol increased [59]. The
effects of different storage temperatures on furanocoumarin
levels in Rio Red and Marsh White grapefruit have also been
discussed. After 30 days in storage, amounts of &',7’-dihydrox-
ybergamottin, paradisin A, and bergamottin all decreased
regardless of temperature (at 9°C or 24°C). However, the fruits
stored at 9°C retained more furanocoumarins than those stored
at 24°C. The influence of low storage temperatures on fur-
anocoumarin levels has recently been reported [60]. The level of
6,7’ -dihydroxybergamottin in grapefruit stored at 2°C for 16
weeks was lower than in the fruits stored at 11°C for the same
time point, whereas the bergamottin level significantly
increased. This study also showed that low temperature con-
ditioning carried out at 16°C over 7 days significantly reduced
not only the incidence of chilling injury, but also the loss of
bergamottin and expoxybergamottin. In addition to storage
temperature, household processing techniques also signifi-
cantly affect furanocoumarin levels in grapefruit juice. Juice
processed using the blending technique had higher
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concentrations of bergamottin, and hand-squeezed grapefruit
juice resulted in higher concentrations of 6',7'-dihydrox-
ybergamottin when compared to the juicing technique [61].
Additionally, hand-squeezed grapefruit juice contained higher
levels of €,7'-dihydroxybergamottin and bergamottin when
compared to the commercially processed grapefruit juice.
However, no significant differences were found in paradisin A
concentrations [52]. The use of modified atmosphere packaging
(MAP) is an effective method to not only maintain fruit quality
such as flavor and texture, but also extend shelf life. Thus, a
recent study investigated the influence of MAP on the consti-
tutions of phytochemicals in Star Ruby grapefruits. After 16
weeks of storage, MAP significantly reduced the 6',7'-dihy-
droxybergamottin level compared to the level in control fruits;
yet ascorbic acid, limonoids, and fruit quality were not signifi-
cantly changed [62]. Interestingly, the furanocoumarin con-
centrations in grapefruit juice were also affected by different
container materials, such as cardboard, cartons, metal, and
glass bottles [59,63].

5. Biological activities of furanocoumarins
5.1.  Anticancer activity

Grapefruits are rich sources of vitamins, mineral elements,
pectin, and other phytochemicals such as flavonoids, limo-
noids, and coumarins. These phytochemicals, consumed
from the flesh of the fruits or derived products, are suggested
to exhibit positive health benefits such as antioxidative, anti-
inflammatory, antiproliferative, and neuroprotective activ-
ities [64,65]. Several studies have demonstrated that grape-
fruit juice exhibits chemopreventive and antigenotoxic
activities both in vitro and in vivo [7,66—68]. For example,
consumption of grapefruit juice over a 7-week period pro-
foundly reduced azoxymethane-induced colon aberrant crypt
formation, the earliest identifiable neoplastic lesion in the
development of colorectal cancer, by elevating the antioxidant
capacity [7]. A large number of studies have shown that
several phytochemicals found in grapefruit, such as flavo-
noids and limonoids, had anticancer properties. Among these
phytochemicals, naringin and hesperidin, two major flavo-
noids present in grapefruits, are recognized as the major
bioactive components responsible for grapefruit's anticancer
activities. Over the past few years, many in vitro and in vivo
studies have suggested that in addition to flavonoids, grape-
fruit furanocoumarins also exhibit anticancer activities
against numerous types of cancer including breast cancer,
skin cancer, and leukemia.

Breast cancer is the most frequently occurring malignant
neoplasm diagnosed in women worldwide and the second
leading cause of cancer-related death among women in the
United States [69]. In 2015, the American Cancer Society re-
ported approximately 231,840 new cases of invasive breast
cancer with 40,290 of these fatal diagnoses for United States
women [70]. The typical treatment for breast cancer includes
surgery, radiation therapy, and chemotherapy. Previous
studies have suggested that phytochemicals isolated from
citrus fruits exhibit promising potential for prevention or
delay of the development of breast cancer [71-74].

Bergamottin, the major grapefruit furanocoumarin derived
from psoralen, has been reported to exhibit an inhibitory ef-
fect on breast cancer cell growth. A recent study showed that
treatment with bergamottin significantly suppressed the
MDA-MB-231 breast cancer proliferation through inhibition of
signal transducers and activator of transcription 3 (STAT3)
expression [75]. When MDA-MB-231 cells were treated with
bergamottin, phosphorylation and nuclear translocation of
STAT3 were not only significantly reduced, but the binding
activity of the STAT3 protein to the corresponding DNA
sequence was also suppressed. STAT3 signaling is a major
intrinsic pathway for cancer development because of its
frequent activation in malignant cells, and also plays a key
role in regulating several genes crucial for cancer inflamma-
tion. In the biosynthesis of furanocoumarins in grapefruits,
both bergaptol and bergapten are precursor of bergamottin,
and their inhibitory activities against breast cancer growth
have also been recently studied. Panno et al [76] demonstrated
that bergapten inhibited breast cancer cell growth through
activation of p53 and caspases, suggesting that cell death
resulted from apoptosis. In 2012, the same research group
demonstrated that treatment with bergapten for 48 hours or
96 hours inhibited MCF-7 and ZR-75 breast cell proliferation in
a dose-dependent manner [77]. The decrease in cell prolifer-
ation after treatment with bergapten was also found in
tamoxifen-resistant MCF-7 cells. Tamoxifen is an antibreast
cancer drug that competes with estrogen to bind the estrogen
receptor once metabolized by cytochrome P450 enzymes.
Surprisingly, bergapten reduced only estrogen receptor «
protein expression, and its mRNA level was not affected. It
was also confirmed that bergapten induced estrogen receptor
depletion through SMAD4-mediated ubiquitination. Further-
more, bergapten can induce programmed cell death through
both apoptosis, as well as autophagy. In MCF-7 and ZR-75
breast cancer cells, treatment with bergapten activated the
expression of Beclin, UV radiation resistance-associated gene
(UVRAG), and activating molecule in Beclin-1-regulated auto-
phagy (AMBRA), and subsequently the autophagosomes, the
evidence of autophagy, significantly increased [78]. The same
study has also found phosphatase and tensin homologue
deleted on chromosome 10 [phosphatase and tensin homo-
logue (PTEN)] as the key target of bergapten and responsible
for induction of breast cancer cell autophagy. Consistent with
the role of bergapten against breast cancer growth through
apoptosis, a recent study also reported that bergaptol signifi-
cantly induced MCF-7 cell apoptosis through cleavage of
caspase-9 and poly(ADP-ribose)polymerase as well as induced
the expression of Bax and cytochrome c [79]. Also, it is note-
worthy that aurapten, a major coumarin derived from
umbelliferone in grapefruit, also exhibited its inhibitory ac-
tivities against breast cancer growth in both in vitro and in vivo
experiments [80,81]. Collectively, several grapefruit fur-
anocoumarins possess breast cancer proliferation suppres-
sion potential through different molecular pathways.
Leukemia, malignant cancer of the blood cells, involves the
production of abnormal white blood cell from the bone
marrow. Multiple myeloma is a form of leukemia character-
ized by the accumulation of plasma cells in the bone marrow.
Recently, the inhibitory activity of bergamottin against mul-
tiple myeloma cell growth has been studied [75]. Treatment
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with bergamottin significantly reduced the proliferation of
U266 cells in a time-dependent manner. The suppression of
cell proliferation by bergamottin was mediated through the
inactivation of phosphorylation of Janus-activated kinase
(JAK) ¥ and c-Src protein, followed by inhibition of STAT3
phosphorylation and nuclear translocation. STAT-3-regulated
inflammatory and angiogenesis mediators, including
cyclooxygenase-2 and vascular endothelial growth factor
(VEGF), were also suppressed in a dose-dependent manner by
bergamottin. The activation of STAT3 downregulated expres-
sion of antiapoptotic genes such as Bcl-2, Bcl-xl, IAP-1, and
survivin suggests that bergamottin-induced cell death resulted
from apoptosis. Furthermore, bergamottin in combination
with simvastatin can enhance anticancer effects against
human chronic myelogenous leukemia. The combination of
these two compounds significantly potentiated tumor necro-
sis factor (TNF)-induced apoptosis through inactivation of
nuclear factor kB (NF-«B) expression, as compared to the
treatment with only an individual compound. Suppression of
NF-«B further downregulated expression of cyclin D1, Bcl-2,
Bcl-xL, VEGF, and matrix metallopeptidase 9 (MMP-9) [82].

Skin cancer originates from the uncontrolled growth of
abnormal skin cells. In addition to exposure to UV radiation,
the primary environmental cause of skin cancer, some chem-
icals and carcinogens can also initiate the development of skin
carcinogenesis. In experimental mouse skin carcinogenesis
models, benzo[«]pyrene (B[«]P) is commonly used to activate
skin cancer initiation through reaction with DNA causing
mutations at critical target genes responsible for skin carci-
nogenesis, specifically the Ras protooncogene [83]. Using five
naturally occurring coumarins and furanocoumarins, Cai et al
[84] demonstrated pretreatment with bergamottin to have the
highest effects preventing covalent binding of B[P to mouse
epidermal DNA. In a standard two-stage initiation—promotion
experiment, bergamottin ameliorated the papilloma forma-
tion on the mouse skin initiated by application of B[«]P. The
mechanism for delaying skin cancer development by berga-
mottin appears to involve inhibition of the cytochrome P450
enzymes responsible for the metabolic activation of B[a]P.
Similarly, the same research group also found that pretreat-
ment with bergamottin also blocked the DMBA-DNA adduct
formation in a dose-dependent manner [85]. Bergamottin was
further identified as a selective inhibitor of cytochrome P450
1A1, whereas imperatorin and isopimpinellin appear to
selectively inhibit cytochrome P450 1B1. Previous studies also
confirmed that bergamottin and €',7’-dihydroxybergamottin
strongly inhibited cytochrome P450 3A [86,87].

In NCI-87 gastric carcinoma cells, bergamottin was found
to exhibit the highest activity against CD74 expression among
25 different food phytochemicals, suggesting that berga-
mottin may serve as a potential candidate for treatment of
Helicobacter pylori infection [88]. Bergamot essential oil, made
from the fruit peel of the bergamot tree, contains considerable
furanocoumarin concentrations, especially bergamottin.
Recently, an in vitro study evaluated the anticancer activities
of different components of bergamot oil against neuroblas-
toma cell growth. Results indicated that bergamot essential oil
induced SH-SYSY cell apoptosis through elevating reactive
oxygen species production and regulating expression of
mitogen-activated protein kinases (MAPKs) including p38 and

extracellular signal-regulated kinase (ERK1/2) and p53, Bcl-2,
and Bax expression. These results suggest that the primary
active compounds of bergamot essential oil that are respon-
sible for anticancer activities in SH-SYSY cells appear to be
bergamottin and 5-geranyloxy-7-methoxycoumarin [89]. Ber-
gamottin not only inhibits cancer cell growth, but also sup-
presses metastasis. Metastasis, the spread of cancer cells from
one tissue to another away from the primary site of malig-
nancy, is also the major cause of cancer-related death. In
human fibrosarcoma cells, treatment with bergamottin
potently reduced phorbol-12-myristate-13-acetate-induced
MMP-9 and MMP-2 activation, subsequently suppressing
cancer cell migration [90]. In metastasis, MMPs secreted by
tumor cells destroy the extracellular matrix surrounding the
tumor. Subsequently the tumor cells invade through the cir-
culation of blood or lymph to facilitate the spread to distant
tissues. In addition, this study found that reduction of MMP
expression was upregulated by the inhibition of protein ki-
nase C, p38, JNK phosphorylation, and NF-«B activation, all
suggesting that bergamottin partly exerts anticancer activity
through the suppression of MMP expression. The molecular
mechanism of grapefruit furanocoumarins against cancer cell
growth is summarized in Figure 2.

5.2.  Antioxidative activity

A free radical is a molecule, atom, or ion that has one or more
unpaired electrons. During pathogenesis of chronic diseases,
overproduction of free radicals in the tissues causes oxidative
damage to lipids, protein, and DNA because of its high reac-
tivity toward other molecules. Thus, reduction of oxidative
stress through scavenging free radicals is recognized as a
promising strategy of phytochemicals to prevent or delay the
occurrence of chronic diseases. The antioxidant activities of
citrus limonoids, flavonoids, and coumarins have been
compared in different in vitro experiments [91]. Although
bergapten showed weaker antioxidative activities than flavo-
noids in a B-carotene-linoleic acid bleaching assay and su-
peroxide radical scavenging activity assay, it did, however,
offer some activities against copper-induced low-density li-
poprotein oxidation in hamsters. It was also reported that the
effect of bergapten to delay rat brain lipid peroxidation was
similar to its precursor, psoralen [92]. The initiation time of
bergapten for copper-mediated conjugated diene formation
was comparable with that from naringin and its aglycone,
naringenin. Bergaptol also exhibited free radical scavenging
activities in 2,2’-azobis (3-ethylbenz-thiazoline-6-sulfonic
acid) (ABTS) and 2,2-diphenyl-1-picrylhydrazil (DPPH) assays
in grapefruit [93]. Bergaptol isolated from the ethyl acetate
extract of concentrated grapefruit juice scavenged > 75% free
radicals in both assays, whereas the free radical scavenging
activity of geranyl coumarin was relatively low. Comparison
of 23 furanocoumarins isolated from Angelica dahurica
revealed that bergaptol exhibited potent free radical scav-
enging activities in both DPPH and ABTS assays [94].

5.3. Anti-inflammatory activity

Inflammation is a complicated biological process in response
to tissue injury, pathogens, or chemical stimulation. Chronic
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inflammation is positively linked to several chronic diseases,
such as cancer, cardiovascular disease, diabetes, and neuro-
degenerative disease [95]. In 2015, Uto et al [96] compared the
anti-inflammatory activities of constituents isolated from
either aerial or root parts of Angelica acutiloba using the lipo-
polysaccharide (LPS)-stimulated RAW 264.7 cell model. Using
column chromatography, four compounds—tokiaerialide, Z-
ligustilide, falcarindiol, and bergaptol—were identified. By
comparison, bergaptol exhibited modest anti-inflammatory
activities in RAW 264.7 cells through attenuation of the pro-
duction of nitrite, prostaglandin E2, interleukin-6, and TNF- a.
The anti-inflammatory activity of berpaptol originated, in
part, from the upregulation of heme oxygenase-1 expression,
which plays a protective role against inflammatory responses
by elevating antioxidative activity. The biological activities of
oxypeucedanin and oxypeucedanin hydrate, minor fur-
anocoumarins present in grapefruits, have been reported [97].
Only oxypeucedanin effectively suppressed nitrite production
and inducible nitric oxide synthase expression in LPS-
activated RAW 264.7 cells, whereas the anti-inflammatory
activity of oxypeucedanin hydrate was not significant.

5.4. Bone health promoting activity

Osteoporosis is a bone disease characterized by low bone
mass and structural deterioration of bone tissue owing to an
imbalance between bone resorption and formation. Osteo-
blasts are differentiated from mesenchymal stem cells and
play a crucial role in creating, maintaining, and mineralizing

skeletal architecture. These mononuclear cells are respon-
sible for synthesizing bone matrix protein and maintaining
acid—base homeostasis and calcium balance. Bergapten was
found to be a bioactive furanocoumarin with antiosteoporosis
activities in both in vitro and in vivo experiments. In 2004, Meng
et al [98] investigated the proliferation-stimulating activities
of different solvent fractions of crude extract of Cnidium
monnieri on osteoblast-like UMR106 cells. The major bioactive
compounds further identified were osthole, bergapten, and
imperatorin. Bergapen significantly increased the cell prolif-
eration percentage of UMR 106 cells by 24% as compared to the
blank control group. In primary osteoblastic cells, bergaptol
enhanced alkaline phosphatase (ALP) activity, type I collagen
synthesis, bone nodule formation, as well as bone morpho-
genetic protein-2 (BMP-2) gene expression in a dose- and time-
dependent manner [99]. Cotreatment with bergapten and
noggin, an antagonist of BMP-2, attenuated the expression of
ALP, indicating that upregulation of BMP-2 was involved in
bone formation enhanced by bergapten. Bergapten was also
found to enhance phosphorylation of SMAD 1/5/8, p38, and
ERK. Pretreatment of osteoblastic cells with the MAPK in-
hibitors confirmed that the activation of p38 and ERK pathway
is required for BMP-2 expression and maturation induced by
bergapten. Furthermore, administration of bergapten for 7
consecutive days remarkably increased the bone volume and
BMP-2 expression in the tibia of young rats. Collectively, this
study suggests that BMP-2 was a key target for promoting
bone formation by bergapten. Additionally, bergapten also
promoted osteogenic differentiation in bone marrow stromal
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Figure 2 — Proposed molecular mechanisms of grapefruit furanocoumarins against cancer cell growth.
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cells isolated from B6 mice [100]. Treatment with bergapten
not only promoted ALP activation, but also upregulated the
expression of Runt-related transcription factor 2 (RUNX2) and
osteocalcin. Osteocalcin is the most abundant non-
collagenous protein secreted by osteoblasts, and RUNX2 is a
key transcription factor playing an important role in osteo-
blast differentiation [101,102]. Furthermore, the inhibitory
activity of berapten on delaying bone loss was also studied in
the ovariectomized (OVX) mouse model, the most popular
animal model for studying postmenopausal osteoporosis. Oral
administration of bergapten for 3 months effectively
improved the bone mineral density, trabecular number, and
trabecular separation compared to the OVX-alone treatment
group. Along with the MAPK pathway activated by bergapten
in osteoblastic cells, it was found that the Wnt/B-catenin
pathway was also an important contributor to bone formation
[99,100]. In addition to the promotion of osteoblastic bone
formation, inhibition of osteoclastic bone resorption provides
another feasible approach in the prevention of osteoporosis.
Thus, a recent study investigated whether bergapten can
promote bone health through the suppression of osteoblast
growth [103]. This study showed bergapten reduced osteoclast
formation in LPS-stimulated osteoblast precursor RAW 264.7
cells, as identified by tartrate-resistant acid phosphatase
staining. Moreover, the cleavage of caspase-3 and -9 activated
by bergapten suggests that growth of mature osteoclasts is
suppressed through apoptosis. As several studies have
demonstrated that consumption of grapefruit modulates bone
strength in rats, bergapten may serve as the bioactive con-
stituent in grapefruit to contribute bone health promoting
activities [104—106].

6. Concluding remarks

Furanocoumarins represent a subclass of polyphenolic com-
pounds typically found in higher plants. The occurrence and
distribution of furanocoumarins vary depending on citrus
species. The major furanocoumarins found in grapefruit
include bergamottin, 6',7’-dihydroxybergamottin, and epox-
ybergamottin. All have been given extensive attention
because of their undesirable interactions with certain medi-
cations. However, in the past few years, furanocoumarins
have been found to possess positive biological activities
including antioxidative, -inflammatory, and -cancer activities,
as well as bone health enhancement. It should be noted that
grapefruit furanocoumarins particularly exhibited potent
anticancer activities against the growth of different types of
cancer cells including skin cancer, breast cancer, leukemia,
and neuroblastoma cells. Also, several molecular targets
involved in the anticancer activities of grapefruit fur-
anocoumarins have been found, such as upregulation of
STAT3, NF-«kB, PI3K/AKT, and MAPK expression. However,
in vivo studies regarding the anticancer activities of fur-
anocoumarins are still limited. In addition, different in vitro
and in vivo studies have also demonstrated that fur-
anocoumarins have anti-inflammatory and -oxidative activ-
ities and bone health promoting effects. Other biological
activities of furanocoumarins such as neuroprotective activ-
ities or body weight regulations are still unclear. Thus, we

suggest that further comprehensive research is required to
confirm the health benefits of furanocoumarins as well as to
investigate the related molecular mechanisms.

Conflicts of interest

The authors declare that there are no conflicts of interest.

REFERENCES

[1] Ramana K, Govindarajan V, Ranganna S, Kefford J. Citrus
fruits—varieties, chemistry, technology, and quality
evaluation: part I. Varieties, production, handling, and
storage. Crit Rev Food Sci Nutr 1981;15:353—431.
Dugrand-Judek A, Olry A, Hehn A, Costantino G, Ollitrault P,
Froelicher Y, Bourgaud F. The distribution of coumarins and
furanocoumarins in Citrus species closely matches citrus
phylogeny and reflects the organization of biosynthetic
pathways. PloS One 2015;10:e0142757.

Food and Agriculture Organization of United Nations STAT

(FAOSTAT). http://www.fao.org/faostat/en/#data/QC/

visualize. [Accessed 30 November 2016].

Nicolosi E, Deng Z, Gentile A, La Malfa S, Continella G,

Tribulato E. Citrus phylogeny and genetic origin of

important species as investigated by molecular markers.

Theor Appl Genet 2000;100:1155—66.

Garcia-Lor A, Luro F, Navarro L, Ollitrault P. Comparative

use of InDel and SSR markers in deciphering the

interspecific structure of cultivated citrus genetic diversity:

a perspective for genetic association studies. Mol Genet

Genomics 2012;287:77—94.

Peterson JJ, Beecher GR, Bhagwat SA, Dwyer JT, Gebhardt SE,

Haytowitz DB, Holden JM. Flavanones in grapefruit, lemons,

and limes: a compilation and review of the data from

the analytical literature. ] Food Compos Anal

2006;19:574—80.

Madrigal-Bujaidar E, Roaro LM, Garcia-Aguirre K, Garcia-

Medina S, Alvarez-Gonzalez I. Grapefruit juice suppresses

azoxymethane-induced colon aberrant crypt formation and

induces antioxidant capacity in mice. Asian Pac J Cancer Pre
2013;14:6851—6.

Mahgoub AA. Grapefruit juice potentiates the anti-

inflammatory effects of diclofenac on the carrageenan-

induced rat's paw oedema. Pharmacol Res 2002;45:1—4.

Chudnovskiy R, Thompson A, Tharp K, Hellerstein M,

Napoli JL, Stahl A. Consumption of clarified grapefruit juice

ameliorates high-fat diet induced insulin resistance and

weight gain in mice. PloS One 2014;9:e108408.

[10] Tripoli E, La Guardia M, Giammanco S, Di Majo D,
Giammanco M. Citrus flavonoids: molecular structure,
biological activity and nutritional properties: a review. Food
Chem 2007;104:466—79.

[11] Benavente-Garcia O, Castillo J. Update on uses and
properties of citrus flavonoids: new findings in anticancer,
cardiovascular, and anti-inflammatory activity. ] Agric Food
Chem 2008;56:6185—205.

[12] Guo LQ, Fukuda K, Ohta T, Yamazoe Y. Role of
furanocoumarin derivatives on grapefruit juice-mediated
inhibition of human CYP3A activity. Drug Metab Disposition
2000;28:766—71.

[13] Uesawa Y, Mohri K. The use of heat treatment to eliminate
drug interactions due to grapefruit juice. Biol Pharm Bull
2006;29:2274—8.

2

[3

4

[5

6

[7

[8

[9


http://refhub.elsevier.com/S1021-9498(16)30184-3/sref1
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref1
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref1
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref1
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref1
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref1
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref2
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref2
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref2
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref2
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref2
http://www.fao.org/faostat/en/#data/QC/visualize
http://www.fao.org/faostat/en/#data/QC/visualize
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref4
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref4
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref4
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref4
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref4
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref5
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref5
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref5
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref5
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref5
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref5
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref6
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref6
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref6
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref6
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref6
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref6
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref7
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref7
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref7
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref7
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref7
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref7
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref8
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref8
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref8
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref8
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref9
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref9
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref9
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref9
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref10
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref10
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref10
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref10
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref10
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref11
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref11
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref11
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref11
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref11
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref12
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref12
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref12
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref12
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref12
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref13
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref13
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref13
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref13
http://dx.doi.org/10.1016/j.jfda.2016.11.008
http://dx.doi.org/10.1016/j.jfda.2016.11.008

JOURNAL OF FOOD AND DRUG ANALYSIS 25 (2017) 71—83 81

[14] Uesawa Y, Mohri K. UV-irradiated grapefruit juice loses
pharmacokinetic interaction with nifedipine in rats. Biol
Pharm Bull 2006;29:1286—9.

[15] Myung K, Narciso JA, Manthey JA. Removal of
furanocoumarins in grapefruit juice by edible fungi. ] Agric
Food Chem 2008;56:12064—8.

[16] Bailey DG, Malcolm J, Arnold O, David Spence J. Grapefruit
juice—drug interactions. Br J Clin Pharmacol 1998;46:101—10.

[17] Bailey DG, Dresser G, Arnold JMO. Grapefruit—medication
interactions: forbidden fruit or avoidable consequences?
Can Med Assoc ] 2013;185:309—16.

[18] Guo LQ, Yamazoe Y. Inhibition of cytochrome P450 by
furanocoumarins in grapefruit juice and herbal medicines.
Acta Pharmacol Sin 2004;25:129—36.

[19] Bourgaud F, Hehn A, Larbat R, Doerper S, Gontier E,
Kellner S, Matern U. Biosynthesis of coumarins in plants: a
major pathway still to be unravelled for cytochrome P450
enzymes. Phytochem Rev 2006;5:293—308.

[20] Wagstaff DJ. Dietary exposure to furocoumarins. Regul
Toxicol Pharm 1991;14:261—72.

[21] Guth S, Habermeyer M, Schrenk D, Eisenbrand G. Update of
the toxicological assessment of furanocoumarins in
foodstuffs (Update of the SKLM statement of 23/24
September 2004)—Opinion of the Senate Commission on
Food Safety (SKLM) of the German Research Foundation
(DFG). Mol Nutr Food Res 2011;55:807—10.

[22] Brown SA, Towers G, Wright D. Biosynthesis of the
coumarins. Tracer studies on coumarin formation in
Hierochloe odorata and Melilotus officinalis. Can J Biochem
Phys 1960;38:143—56.

[23] Brown SA. Biosynthesis of coumarin and herniarin in
lavender. Science 1962;137:977—8.

[24] Brown SA. Biosynthesis of 6,7-dihydroxycoumarin in
Cichorium intybus. Can J Biochem Cell B 1985;63:292—5.

[25] Werck-Reichhart D, Feyereisen R. Cytochromes P450: a
success story. Genome Biol 2000;1:1.

[26] Teutsch HG, Hasenfratz MP, Lesot A, Stoltz C, Garnier JM,
Jeltsch JM, Durst F, Werck-Reichhart D. Isolation and
sequence of a cDNA encoding the Jerusalem artichoke
cinnamate 4-hydroxylase, a major plant cytochrome P450
involved in the general phenylpropanoid pathway. Proc
Natl Acad Sci U S A 1993;90:4102—6.

[27] Schoch GA, Nikov GN, Alworth WL, Werck-Reichhart D.
Chemical inactivation of the cinnamate 4-hydroxylase
allows for the accumulation of salicylic acid in elicited cells.
Plant Physiol 2002;130:1022—31.

[28] Dixon RA, Paiva NL. Stress-induced phenylpropanoid
metabolism. Plant Cell 1995;7:1085.

[29] Kai K, Shimizu BI, Mizutani M, Watanabe K, Sakata K.
Accumulation of coumarins in Arabidopsis thaliana.
Phytochemistry 2006;67:379—86.

[30] Dhillon D, Brown SA. Localization, purification, and
characterization of dimethylallylpyrophosphate:
umbelliferone dimethylallyltransferase from Ruta
graveolens. Arch Biochem Biophys 1976;177:74—83.

[31] Hamerski D, Matern U. Elicitor-induced biosynthesis of
psoralens in Ammi majus L. suspension cultures. Eur J
Biochem 1988;171:369—75.

[32] Brown SA, El-Dakhakhny M, Steck W. Biosynthesis of linear
furanocoumarins. Can J Biochem 1970;48:863—71.

[33] Hamerski D, Matern U. Biosynthesis of psoralens. Psoralen
S5-monooxygenase activity from elicitor-treated Ammi majus
cells. FEBS Lett 1988;239:263—5.

[34] Sharma SK, Garrett JM, Brown SA. Separation of the S-
adenosylmethionine: 5- and 8-hydroxyfuranocoumarin O-
methyltransferases of Ruta graveolens L. by general ligand
affinity chromatography. Zeitschr Naturforsch C
1979;34:387-91.

[35] Hauffe KD, Hahlbrock K, Scheel D. Elicitor-stimulated
furanocoumarin biosynthesis in cultured parsley cells: S-
adenosyl-l1-methionine: bergaptol and S-adenosyl-1-
methionine: xanthotoxol O-methyltransferases. Zeitschr
Naturforsch C 1986;41:228—39.

[36] Hehmann M, Lukacin R, Ekiert H, Matern U.
Furanocoumarin biosynthesis in Ammi majus L. Eur J
Biochem 2004;271:932—40.

[37] Munakata R, Inoue T, Koeduka T, Sasaki K, Tsurumaru Y,
Sugiyama A, Uto Y, Hori H, Azuma JI, Yazaki K.
Characterization of coumarin-specific prenyltransferase
activities in Citrus limon peel. Biosci Biotechnol Biochem
2012;76:1389-93.

[38] HoultJ, Paya M. Pharmacological and biochemical actions of
simple coumarins: natural products with therapeutic
potential. Gen Pharmacol 1996;27:713—22.

[39] Frérot E, Decorzant E. Quantification of total furocoumarins
in citrus oils by HPLC coupled with UV, fluorescence, and
mass detection. ] Agric Food Chem 2004;52:6879—86.

[40] Dugo P, Piperno A, Romeo R, Cambria M, Russo M,
Carnovale C, Mondello L. Determination of oxygen
heterocyclic components in Citrus products by HPLC with
UV detection. ] Agric Food Chem 2009;57:6543—51.

[41] Prosen H, Kocar D. Different sample preparation methods
combined with LC-MS/MS and LC—UV for determination of
some furocoumarin compounds in products containing
citruses. Flavour Fragr ] 2008;23:263—71.

[42] Dugrand A, Olry A, Duval T, Hehn A, Froelicher Y. Bourgaud
Fdr. Coumarin and furanocoumarin quantitation in citrus
peel via ultraperformance liquid chromatography coupled
with mass spectrometry (UPLC-MS). ] Agric Food Chem
2013;61:10677—84.

[43] Manthey JA, Buslig BS. Distribution of furanocoumarins in

grapefruit juice fractions. ] Agric Food Chem

2005;53:5158—63.

Widmer W, Haun C. Variation in furanocoumarin content

and new furanocoumarin dimers in commercial

grapefruit (Citrus paradisi Macf.) juices. ] Food Sci
2005;70:C307—-12.

[45] Lin YK, Sheu MT, Huang CH, Ho HO. Development of a
reversed-phase high-performance liquid chromatographic
method for analyzing furanocoumarin components in
citrus fruit juices and Chinese herbal medicines. ]
Chromatogr Sci 2009;47:211-5.

[46] Fukuda K, Guo L, Ohashi N, Yoshikawa M, Yamazoe Y.
Amounts and variation in grapefruit juice of the main
components causing grapefruit—drug interaction. J
Chromatogr B Biomed Sci Appl 2000;741:195—203.

[47] Lozhkin A, Sakanyan E. Natural coumarins: methods of
isolation and analysis. Pharm Chem ] 2006;40:337—46.

[48] Hadacek F, Miiller C, Werner A, Greger H, Proksch P.
Analysis, isolation and insecticidal activity of linear
furanocoumarins and other coumarin derivatives from
Peucedanum (Apiaceae: Apioideae). ] Chem Ecol
1994;20:2035—54.

[49] Waksmundzka-Hajnos M, Petruczynik A, Dragan A,
Wianowska D, Dawidowicz A. Effect of extraction method
on the yield of furanocoumarins from fruits of Archangelica
officinalis Hoffm. Phytochem Anal 2004;15:313—-9.

[50] VanderMolen KM, Cech NB, Paine MF, Oberlies NH. Rapid
quantitation of furanocoumarins and flavonoids in
grapefruit juice using ultra-performance liquid
chromatography. Phytochem Anal 2013;24:654—60.

[51] Peroutka R, Schulzova V, Botek P, Hajslova J. Analysis of
furanocoumarins in vegetables (Apiaceae) and citrus fruits
(Rutaceae). J Sci Food Agric 2007;87:2152—63.

[52] Girennavar B, Jayaprakasha G, Jifon JL, Patil BS. Variation of
bioactive furocoumarins and flavonoids in different

[44


http://refhub.elsevier.com/S1021-9498(16)30184-3/sref14
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref14
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref14
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref14
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref15
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref15
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref15
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref15
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref16
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref16
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref16
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref16
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref17
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref17
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref17
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref17
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref17
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref18
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref18
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref18
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref18
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref19
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref19
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref19
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref19
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref19
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref20
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref20
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref20
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref21
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref22
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref22
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref22
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref22
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref22
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref23
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref23
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref23
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref24
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref24
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref24
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref25
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref25
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref26
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref26
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref26
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref26
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref26
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref26
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref26
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref27
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref27
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref27
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref27
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref27
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref28
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref28
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref29
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref29
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref29
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref29
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref30
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref30
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref30
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref30
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref30
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref31
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref31
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref31
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref31
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref32
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref32
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref32
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref33
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref33
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref33
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref33
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref34
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref34
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref34
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref34
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref34
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref34
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref35
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref35
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref35
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref35
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref35
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref35
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref36
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref36
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref36
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref36
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref36
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref37
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref37
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref37
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref37
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref37
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref37
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref38
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref38
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref38
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref38
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref39
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref39
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref39
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref39
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref39
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref40
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref40
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref40
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref40
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref40
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref41
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref42
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref42
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref42
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref42
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref42
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref42
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref43
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref43
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref43
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref43
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref44
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref44
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref44
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref44
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref44
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref45
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref45
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref45
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref45
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref45
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref45
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref46
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref46
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref46
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref46
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref46
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref46
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref47
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref47
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref47
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref48
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref48
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref48
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref48
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref48
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref48
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref48
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref49
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref49
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref49
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref49
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref49
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref50
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref50
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref50
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref50
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref50
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref51
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref51
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref51
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref51
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref51
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref51
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref51
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref52
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref52
http://dx.doi.org/10.1016/j.jfda.2016.11.008
http://dx.doi.org/10.1016/j.jfda.2016.11.008

82

JOURNAL OF FOOD AND DRUG ANALYSIS 25 (2017) 71—83

(53]

[>4]

[55]

[>6]

[57]

(58]

[>9]

[60]

[61]

(62]

[63]

[64]

[65]

[66]

[67]

[68]

[69]

varieties of grapefruits and pummelo. Eur Food Res Technol
2008;226:1269—75.

Chebrolu KK, Jayaprakasha G, Jifon J, Patil BS. Purification of
coumarins, including meranzin and pranferin, from
grapefruit by solvent partitioning and a hyphenated
chromatography. Sep Purif Technol 2013;116:137—44.

XuJ, Ma L, Jiang D, Zhu S, Yan F, Xie Y, Xie Z, Guo W,
Deng X. Content evaluation of 4 furanocoumarin monomers
in various citrus germplasms. Food Chem 2015;187:75—81.
Lee SG, Kim K, Vance TM, Perkins C, Provatas A, Wu S,
Qureshi A, Cho E, Chun OK. Development of a
comprehensive analytical method for furanocoumarins in
grapefruit and their metabolites in plasma and urine using
UPLC-MS/MS: a preliminary study. Int J Food Sci Nutr
2016:1-7.

De Castro WV, Mertens-Talcott S, Rubner A, Butterweck V,
Derendorf H. Variation of flavonoids and furanocoumarins
in grapefruit juices: a potential source of variability in
grapefruit juice-drug interaction studies. ] Agric Food Chem
2006;54:249—-55.

Wangensteen H, Molden E, Christensen H, Malterud K.
Identification of epoxybergamottin as a CYP3A4 inhibitor in
grapefruit peel. Eur J Clin Pharmacol 2003;58:663—8.

Dugo P, Russo M, Saro M, Carnovale C, Bonaccorsi I,
Mondello L. Multidimensional liquid chromatography for
the determination of chiral coumarins and furocoumarins
in Citrus essential oils. ] Sep Sci 2012;35:1828—-36.
Cancalon PF, Barros SM, Haun C, Widmer WW. Effect of
maturity, processing, and storage on the furanocoumarin
composition of grapefruit and grapefruit juice. ] Food Sci
2011;76:C543-8.

Chaudhary PR, Jayaprakasha G, Porat R, Patil BS. Low
temperature conditioning reduces chilling injury while
maintaining quality and certain bioactive compounds of
‘Star Ruby’ grapefruit. Food Chem 2014;153:243—9.

Uckoo RM, Jayaprakasha GK, Balasubramaniam V, Patil BS.
Grapefruit (Citrus paradisi Macfad) phytochemicals
composition is modulated by household processing
techniques. ] Food Sci 2012;77:C921—6.

Chaudhary PR, Jayaprakasha G, Porat R, Patil BS. Influence
of modified atmosphere packaging on ‘star ruby’ grapefruit
phytochemicals. ] Agric Food Chem 2015;63:1020—8.
Girennavar B, Jayaprakasha G, Patil BS. Influence of pre- and
post-harvest factors and processing on the levels of
furocoumarins in grapefruits (Citrus paradisi Macfed.). Food
Chem 2008;111:387—92.

Codoner-Franch P, Valls-Bellés V. Citrus as functional foods.
Curr Top Nutraceutical Res 2010;8:173.

Zou Z, Xi W, Hu Y, Nie C, Zhou Z. Antioxidant activity of
Citrus fruits. Food Chem 2016;196:885—96.

Razo-Aguilera G, Baez-Reyes R, Alvarez-Gonzalez I,
Paniagua-Pérez R, Madrigal-Bujaidar E. Inhibitory effect of
grapefruit juice on the genotoxicity induced by hydrogen
peroxide in human lymphocytes. Food Chem Toxicol
2011;49:2947-53.

Miyata M, Takano H, Takahashi K, Sasaki YF, Yamazoe Y.
Suppression of 2-amino-1-methyl-6-phenylimidazo [4,5-b]
pyridine-induced DNA damage in rat colon after grapefruit
juice intake. Cancer Lett 2002;183:17—22.

Argiielles N, Alvarez-Gonzalez I, Chamorro G, Madrigal-
Bujaidar E. Protective effect of grapefruit juice on the
teratogenic and genotoxic damage induced by cadmium in
mice. ] Med Food 2012;15:887—93.

Kushi LH, Doyle C, McCullough M, Rock CL, Demark-
Wahnefried W, Bandera EV, Gapstur S, Patel AV, Andrews K,
Gansler T. American Cancer Society guidelines on nutrition
and physical activity for cancer prevention. CA Cancer ] Clin
2012;62:30—67.

[70]

(71]

[72]

(73]

[74]

[75]

[76]

[77]

(78]

[79]

(80]

(81]

(82]

(83]

(84]

DeSantis CE, Fedewa SA, Goding Sauer A, Kramer JL,
Smith RA, Jemal A. Breast cancer statistics, 2015:
convergence of incidence rates between black and white
women. CA Cancer ] Clin 2016;66:31—42.

Tundis R, Loizzo MR, Menichini F. An overview on chemical
aspects and potential health benefits of limonoids and their
derivatives. Crit Rev Food Sci Nutr 2014;54:225-50.

So FV, Guthrie N, Chambers AF, Moussa M, Carroll KK.
Inhibition of human breast cancer cell proliferation and
delay of mammary tumorigenesis by flavonoids and citrus
juices. Nutr Cancer 1996;26:167—81.

Kim J, Jayaprakasha GK, Patil BS. Limonoids and their anti-
proliferative and anti-aromatase properties in human
breast cancer cells. Food Funct 2013;4:258—65.

LiH, Yang B, HuangJ, Xiang T, Yin X, Wan J, Luo F, ZhangL,
Li H, Ren G. Naringin inhibits growth potential of human
triple-negative breast cancer cells by targeting -catenin
signaling pathway. Toxicol Lett 2013;220:219—-28.

Kim SM, Lee JH, Sethi G, Kim C, Baek SH, Nam D, Chung W-
S, Kim S-H, Shim BS, Ahn KS. Bergamottin, a natural
furanocoumarin obtained from grapefruit juice induces
chemosensitization and apoptosis through the inhibition of
STATS3 signaling pathway in tumor cells. Cancer Lett
2014;354:153—-63.

Panno M, Giordano F, Palma M, Bartella V, Rago V,
Maggiolini M, Sisci D, Lanzino M, De Amicis F, Ando S.
Evidence that bergapten, independently of its
photoactivation, enhances p53 gene expression and
induces apoptosis in human breast cancer cells. Curr
Cancer Drug Targets 2009;9:469—81.

Panno ML, Giordano F, Rizza P, Pellegrino M, Zito D,
Giordano C, Mauro L, Catalano S, Aquila S, Sisci D.
Bergapten induces ER depletion in breast cancer cells
through SMAD4-mediated ubiquitination. Breast Cancer
Res Treat 2012;136:443-55.

De Amicis F, Aquila S, Morelli C, Guido C, Santoro M,
Perrotta I, Mauro L, Giordano F, Nigro A, Ando S. Bergapten
drives autophagy through the up-regulation of PTEN
expression in breast cancer cells. Mol Cancer 2015;14:1.

Ge ZC, Qu X, Yu HF, Zhang HM, Wang ZH, Zhang ZT.
Antitumor and apoptotic effects of bergaptol are mediated
via mitochondrial death pathway and cell cycle arrest in
human breast carcinoma cells. Bangladesh ] Pharmacol
2016;11:489—94.

Krishnan P, Yan KJ, Windler D, Tubbs J, Grand R, Li BD,
Aldaz CM, Mclarty J, Kleiner-Hancock HE. Citrus auraptene
suppresses cyclin D1 and significantly delays N-methyl
nitrosourea induced mammary carcinogenesis in female
Sprague—Dawley rats. BMC Cancer 2009;9:1.

Mousavi SH, Davari AS, Iranshahi M, Sabouri-Rad S,
Najaran ZT. Comparative analysis of the cytotoxic effect of
7-prenyloxycoumarin compounds and herniarin on MCF-7
cell line. Avicenna J Phytomed 2015;5:520.

Kim SM, Lee EJ, Lee JH, Yang WM, Nam D, Lee JH, Lee SG,
Um JY, Shim BS, Ahn KS. Simvastatin in combination with
bergamottin potentiates TNF-induced apoptosis through
modulation of NF-«kB signalling pathway in human chronic
myelogenous leukaemia. Pharm Biol 2016;54:2050—60.

van der Schroeff JG, Evers LM, Boot AJ, Bos JL. Ras oncogene
mutations in basal cell carcinomas and squamous cell
carcinomas of human skin. J Invest Dermatol
1990;94:423-5.

Cai Y, Kleiner H, Johnston D, Dubowski A, Bostic S, Ivie W,
DiGiovanni J. Effect of naturally occurring coumarins on the
formation of epidermal DNA adducts and skin tumors
induced by benzo[a]pyrene and 7,12-dimethylbenz|[a]
anthracene in SENCAR mice. Carcinogenesis
1997;18:1521-7.


http://refhub.elsevier.com/S1021-9498(16)30184-3/sref52
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref52
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref52
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref53
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref53
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref53
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref53
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref53
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref54
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref54
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref54
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref54
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref55
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref55
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref55
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref55
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref55
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref55
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref55
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref56
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref56
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref56
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref56
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref56
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref56
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref57
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref57
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref57
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref57
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref58
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref58
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref58
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref58
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref58
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref58
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref59
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref59
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref59
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref59
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref59
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref60
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref60
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref60
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref60
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref60
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref61
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref61
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref61
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref61
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref61
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref62
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref62
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref62
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref62
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref63
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref63
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref63
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref63
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref63
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref64
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref64
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref64
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref64
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref65
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref65
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref65
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref66
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref67
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref67
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref67
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref67
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref67
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref68
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref68
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref68
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref68
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref68
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref68
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref68
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref69
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref69
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref69
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref69
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref69
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref69
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref70
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref70
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref70
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref70
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref70
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref71
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref71
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref71
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref71
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref72
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref72
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref72
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref72
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref72
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref73
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref73
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref73
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref73
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref74
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref74
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref74
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref74
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref74
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref75
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref75
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref75
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref75
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref75
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref75
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref75
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref76
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref76
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref76
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref76
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref76
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref76
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref76
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref77
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref77
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref77
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref77
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref77
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref77
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref78
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref78
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref78
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref78
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref78
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref79
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref79
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref79
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref79
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref79
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref79
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref80
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref80
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref80
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref80
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref80
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref80
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref81
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref81
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref81
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref81
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref82
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref82
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref82
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref82
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref82
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref82
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref83
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref83
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref83
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref83
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref83
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref84
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref84
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref84
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref84
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref84
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref84
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref84
http://dx.doi.org/10.1016/j.jfda.2016.11.008
http://dx.doi.org/10.1016/j.jfda.2016.11.008

JOURNAL OF FOOD AND DRUG ANALYSIS 25 (2017) 71—83

83

8]

(86]

(87]

(88]

(89]

[90]

[01]

[92]

(93]

[94]

Kleiner HE, Vulimiri SV, Reed MJ, Uberecken A, DiGiovanni J.
Role of cytochrome P450 1al and 1b1 in the metabolic
activation of 7,12-dimethylbenz[a]anthracene and the
effects of naturally occurring furanocoumarins on skin
tumor initiation. Chem Res Toxicol 2002;15:226—35.

He K, Iyer KR, Hayes RN, Sinz MW, Woolf TF, Hollenberg PF.
Inactivation of cytochrome P450 3A4 by bergamottin, a
component of grapefruit juice. Chem Res Toxicol
1998;11:252—-9.

Edwards DJ, Bellevue F, Woster PM. Identification of &,
7'-dihydroxybergamottin, a cytochrome P450 inhibitor,

in grapefruit juice. Drug Metab Disposition
1996;24:1287-90.

Sekiguchi H, Washida K, Murakami A. Suppressive effects
of selected food phytochemicals on CD74 expression in NCI-
N87 gastric carcinoma cells. J Clin Biochem Nutr
2008;43:109—17.

Navarra M, Ferlazzo N, Cirmi S, Trapasso E, Bramanti P,
Lombardo GE, Minciullo PL, Calapai G, Gangemi S. Effects of
bergamot essential oil and its extractive fractions on SH-
SYSY human neuroblastoma cell growth. J Pharm
Pharmacol 2015;67:1042—53.

Hwang YP, Yun HJ, Choi JH, Kang KW, Jeong HG.
Suppression of phorbol-12-myristate-13-acetate-induced
tumor cell invasion by bergamottin via the inhibition of
protein kinase C3/p38 mitogen-activated protein kinase and
JNK/nuclear factor-kB-dependent matrix
metalloproteinase-9 expression. Mol Nutr Food Res
2010;54:977—90.

Yu J, Wang L, Walzem RL, Miller EG, Pike LM, Patil BS.
Antioxidant activity of citrus limonoids, flavonoids, and
coumarins. J Agric Food Chem 2005;53:2009—14.
Phuwapraisirisan P, Surapinit S, Tip-pyang S. A novel
furanocoumarin from Feroniella lucida exerts protective
effect against lipid peroxidation. Phytother Res
2006;20:708-10.

Girennavar B, Jayaprakasha G, Jadegoud Y, Gowda GN,
Patil BS. Radical scavenging and cytochrome P450 3A4
inhibitory activity of bergaptol and geranylcoumarin from
grapefruit. Bioorgan Med Chem 2007;15:3684—91.
BaiY,LiD, Zhou T, Qin N, Li Z, Yu Z, Hua H. Coumarins from
the roots of Angelica dahurica with antioxidant and
antiproliferative activities. ] Funct Foods 2016;20:453—62.

[95]

(98]

(971

(98]

[99]

[100]

[101]

[102]

[103]

[104]

[105]

[106]

Pan MH, Lai CS, Ho CT. Anti-inflammatory activity of
natural dietary flavonoids. Food Funct 2010;1:15—31.

Uto T, Tung NH, Taniyama R, Miyanowaki T, Morinaga O,
Shoyama Y. Anti-inflammatory activity of constituents
isolated from aerial part of Angelica acutiloba Kitagawa.
Phytother Res 2015;29:1956—63.

Wang CC, Lai JE, Chen LG, Yen KY, Yang LL. Inducible nitric
oxide synthase inhibitors of Chinese herbs: Part 2. Naturally
occurring furanocoumarins. Bioorgan Med Chem
2000;8:2701—7.

Meng FH, Xiong ZL, Sun Y, Li F. Coumarins from Cnidium
monnieri (L.) and their proliferation stimulating activity on
osteoblast-like UMR106 cells. Pharmazie 2004;59:643—5.
Tang CH, Yang RS, Chien MY, Chen CC, Fu W-M.
Enhancement of bone morphogenetic protein-2 expression
and bone formation by coumarin derivatives via p38 and
ERK-dependent pathway in osteoblasts. Eur ] Pharmacol
2008;579:40-9.

Xiao JJ, Zhao WJ, Zhang XT, Zhao WL, Wang XX, Yin SH,
Jiang F, Zhao YX, Chen FN, Li SL. Bergapten promotes bone
marrow stromal cell differentiation into osteoblasts in vitro
and in vivo. Mol Cell Biochem 2015;409:113—22.

Hoang QQ, Sicheri F, Howard AJ, Yang DS. Bone recognition
mechanism of porcine osteocalcin from crystal structure.
Nature 2003;425:977—80.

Franceschi RT, Xiao G. Regulation of the osteoblast-specific
transcription factor, Runx2: responsiveness to multiple
signal transduction pathways. J Cell Biochem
2003;88:446—54.

Zheng M, Ge Y, Li H, Yan M, Zhou J, Zhang Y. Bergapten
prevents lipopolysaccharide mediated osteoclast
formation, bone resorption and osteoclast survival. Int
Orthop 2014;38:627—34.

Deyhim F, Mandadi K, Faraji B, Patil BS. Grapefruit juice
modulates bone quality in rats. ] Med Food 2008;11:99—104.
Deyhim F, Garica K, Lopez E, Gonzalez J, Ino S, Garcia M,
Patil BS. Citrus juice modulates bone strength in male
senescent rat model of osteoporosis. Nutrition
2006;22:559—-63.

Deyhim F, Mandadi K, Patil BS, Faraji B. Grapefruit pulp
increases antioxidant status and improves bone quality in
orchidectomized rats. Nutrition 2008;24:1039—44.


http://refhub.elsevier.com/S1021-9498(16)30184-3/sref85
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref85
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref85
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref85
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref85
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref85
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref86
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref86
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref86
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref86
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref86
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref87
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref87
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref87
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref87
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref87
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref87
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref87
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref88
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref88
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref88
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref88
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref88
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref89
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref89
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref89
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref89
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref89
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref89
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref90
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref91
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref91
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref91
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref91
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref92
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref92
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref92
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref92
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref92
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref93
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref93
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref93
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref93
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref93
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref94
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref94
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref94
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref94
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref95
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref95
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref95
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref96
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref96
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref96
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref96
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref96
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref97
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref97
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref97
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref97
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref97
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref98
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref98
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref98
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref98
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref99
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref99
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref99
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref99
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref99
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref99
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref100
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref100
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref100
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref100
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref100
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref101
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref101
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref101
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref101
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref102
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref102
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref102
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref102
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref102
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref103
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref103
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref103
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref103
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref103
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref104
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref104
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref104
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref105
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref105
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref105
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref105
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref105
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref106
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref106
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref106
http://refhub.elsevier.com/S1021-9498(16)30184-3/sref106
http://dx.doi.org/10.1016/j.jfda.2016.11.008
http://dx.doi.org/10.1016/j.jfda.2016.11.008

	Chemistry and health effects of furanocoumarins in grapefruit
	Recommended Citation

	Chemistry and health effects of furanocoumarins in grapefruit
	1. Introduction
	2. Biosynthetic pathway of furanocoumarins in grapefruit
	3. Furanocoumarin analytical method
	4. Distribution of furanocoumarins in grapefruit
	5. Biological activities of furanocoumarins
	5.1. Anticancer activity
	5.2. Antioxidative activity
	5.3. Anti-inflammatory activity
	5.4. Bone health promoting activity

	6. Concluding remarks
	Conflicts of interest
	References


