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Abstract: Mycotoxins are toxic secondary metabolites of low molecular weight produced by
filamentous fungi, such as Aspergillus, Fusarium, and Penicillium spp. Mycotoxins are natural
contaminants of agricultural commodities and their prevalence may increase due to global warming.
Dangerous mycotoxins cause a variety of health problems not only for humans, but also for
animals. For instance, they possess carcinogenic, immunosuppressive, hepatotoxic, nephrotoxic,
and neurotoxic effects. Hence, various approaches have been used to assess and control mycotoxin
contamination. Significant challenges still exist because of the complex heterogeneous nature of
food composition. The potential of combined omics approaches such as metabolomics, genomics,
transcriptomics, and proteomics would contribute to our understanding about pathogen fungal
crosstalk as well as strengthen our ability to identify, isolate, and characterise mycotoxins pre and
post-harvest. Multi-omics approaches along with advanced analytical tools and chemometrics
provide a complete annotation of such metabolites produced before/during the contamination of
crops. We have assessed the merits of these individual and combined omics approaches and their
promising applications to mitigate the issue of mycotoxin contamination. The data included in this
review focus on aflatoxin, ochratoxin, and patulin and would be useful as benchmark information for
future research.

Keywords: Aflatoxin; genomic; metabolomics; LC-MS/MS; LC-HRMS; ochratoxin; patulin;
proteomics; transcriptomics

Key Contribution: This review discusses the input of omics approaches in solving aflatoxin,
ochratoxin and patulin contamination issues. Vital information about current studies using
metabolomics, genomics, proteomics, and transcriptomics approaches are highlighted.

1. Introduction

Mycotoxin contamination poses a global challenge for society due to their presence in a wide
range of crops [1–4]. Several reports have described mycotoxicoses outbreaks as a result of mycotoxin
contamination in different parts of the world, especially in Africa, America, and Asia [5–11]. Therefore,
maintaining a safe supply of food/feed for human and animal consumption is a critical issue.
Mycotoxins are toxic secondary metabolites of low molecular weight produced by filamentous
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fungi [12]. Aflatoxins, ochratoxins, and patulin are polyketide-derived mycotoxins that are commonly
found in crops, leguminous plants, and animal products [13,14]. More specifically, Aflatoxins and
ochratoxins belong to the coumarin-type polyketides while patulin belongs to the lactone-type
polyketides. Aflatoxins are produced by many species of Aspergilli [1,10,13,15–17] whereas ochratoxins
and patulin can be produced by different genera of Aspergillus and Penicillium [13,18,19] (see Table 1).
All of these fungi can grow on specific crops under favorable conditions of temperature and humidity,
and generate mycotoxins before, during, and after harvesting, handling, and shipment [20–22].
Aflatoxins are the most widespread group of mycotoxins that are primarily found in cereals,
oilseeds [10,15], tree nuts, spices, and milk and dairy products [1,17]. Ochratoxin is another common
mycotoxin produced during the storage of different crops such as cereal crops, nuts and dried
fruits [6,12,22] whereas patulin is common in fruit and vegetable-based products, mostly apples [23,24].
Aflatoxin B1 (AFB1) is the most potent natural product that is classified as group A carcinogen.
Ochratoxin A (OTA) is classified as group 2B-possible human carcinogen while there is no adequate
information related for the carcinogenicity of patulin in experimental animals conducted and no
evaluation of the carcinogenicity of patulin to humans. Therefore, patulin is classified as group 3 on
the International Agency for Research on Cancer (IARC) classification [10,24,25].

Table 1. Polyketide derived mycotoxins.

Mycotoxin Structure Fungal Species IARC Classification Ref.

Aflatoxin B1
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Human and animal food/feed supplies contaminated with mycotoxin not only result in health
hazards but also causes major economic loss [27]. Therefore, it is necessary that strategies are developed
to control pre- and post-harvest mycotoxin contamination in crops. In the last 50 years, scientists
globally have investigated mycotoxin biosynthesis and reported the presence of genetic factors,
biotic, and abiotic elements that affect mycotoxin production [1,16,28]. While legal regulation has
been implemented by many countries for food quality assurance, establishing guidelines to control
mycotoxins is still a challenge throughout the world, particularly in developing countries where
the balance between sufficient food supply and the quality of food is an issue [29,30]. However,
developing effective strategies to control mycotoxin production during pre-harvesting phase requires
the implementation of “high-throughput” omic tools which have the potential to provide a better
understanding of mycotoxin issue [31].

Omics tools can be used as a platform to drive hypothesis-based investigations to suggest
strategies to control mycotoxin production, for example, using a bio-competitive strategy [32].
Genomics, proteomics, transcriptomics, and metabolomics classify the main disciplines of the wider
omics family of technologies (Figure 1). Omics approaches have been rapidly taken up in many
fields over the last ten years including food, environmental, medical, molecular, and natural sciences.
More than 36,000 research articles related to omics have been published over the last ten years in
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PubMed that demonstrates the increasing interest exponentially in omics technology in the modern
era [33].
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Using omics tools in mycotoxin research provides new insights into the genetic constitution of
filamentous fungi, information about fungal responses to different ecological factors [14,34] as well as
information about mycotoxin biosynthesis under various of environmental conditions [31]. Omics tools
can subsequently play a significant role in identifying the microbial strains that can be used against
mycotoxigenic strains of Aspergillus or Penicillium by suppressing their mycotoxin production [35] or
identifying the plant constituents that inhibit mycotoxin production [36].

In 2008, Bhatnagar et al. reviewed the potential of omics tools including genomics, proteomics,
metabolomics for solving the aflatoxin contamination problem [14]. They indicated that the aim of
using omics tools in recent studies is to get a comprehensive assessment of the molecules that make
up biological samples such as the cell, tissue or organism. Additionally, assessment of cellular RNA,
proteins, primary and secondary metabolites facilitates the study of the fundamental cellular pathways
in the host plants and fungi which provides new opportunities to solve food safety problems by
interrupting the probability of pre-harvest infection [14,37]. Another recent review has discussed
the omics contributions in understanding mycotoxin production under diverse environmental
conditions [31]. Although omics tools are less prominent in the practical application, they have
already started to yield practical food safety solutions such as array-based biosensors for multiplex
mycotoxin analysis [32,38]. However, the challenge for the scientists is to provide reliable data to
support the risk assessment of foodborne mycotoxins [4]. In this current review, we highlight these
omics approaches and their promising applications to mitigate the issue of mycotoxin contamination.

2. Metabolomics Approach

The Metabolomics approach reveals the primary or secondary metabolites that are present
in the metabolome of a biological sample under a given set of conditions, which is known as
phenotype [39,40]. The metabolome is the collection of all low molecular weight metabolites
(small molecules of MW ≤1000 Da), which are produced by a living cell during their metabolism, and
provides the closest insight to the physiological behaviour of the cell [41]. The metabolic profile of a
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biological sample shows the metabolites that are depleted or overexpressed in response to different
environmental, genetic, pathological, and developmental conditions [41–43]. While the analytical
technology is advancing rapidly, there are still significant gaps in our knowledge of the biochemical
crosstalk between the pathogenic fungi and the host plants/crops. Metabolite profiling or metabolome
analysis represents the new tool that facilitates our understanding of fungal cell factories [44,45].
Therefore, metabolites reflect how the cell functions [41,46]. In metabolomics, we search for metabolite
differences in the metabolic state of a biological system under investigation condition with the aim to
identify metabolites changes under the experimental conditions. This technique could measure the
functional phenotypes or fingerprint of biochemical perturbations of the sample before/during the crop
invasion by mycotoxigenic fungi, and during the process of contamination by mycotoxins [14,37,47].
Metabolomics studies can be classified into targeted or non-targeted approaches [45,48]. The targeted
metabolomics approach is usually used when the scientist has a set of metabolites to measure or specific
question to answer. For example, Eshelli et al. used a targeted metabolomics method to investigate the
biodegradation of Aflatoxin B1 [43]. However, the non-targeted approach is used to identify as many
metabolites as possible without any attention to specific metabolites [34]. Therefore, non-targeted
metabolomics relies on databases that have been generated globally to capture the information from
other metabolomics studies such as METLIN, ChemSpider, and PubChem.

When looking at mycotoxin research, it was reported that the fungal metabolomes change during
the fungal growth or the fungal development on the host plant [49] and in the presence of other
microorganism or in response to the environment variations [40,50]. Few studies have used these
changes in the metabolome to identify the pathogenic fungi such as the classification of Aspergillus flavus
strains is based on its chemical markers produced through active gene expression [50–52]. A recent
review by Garcia-Cela et al. indicated that metabolomics is used for identifying and predicting
the function of unknown genes by comparison with the metabolic markers caused by a genetic
manipulation such as gene deletion or insertion [31]. Falade et al. have investigated the metabolites
produced during fungal growth on maize and their correlation with aflatoxin levels. They indicated
that metabolites including trehalose, mannitol, and sorbitol are significant for the accumulation of
the aflatoxin [49]. Another study used metabolomics tools to detect mycotoxins accumulation in
different crops. Aflatoxins accumulation occurs in different concentrations with limit of quantification
of AFB1 3.0 µg/kg, AFB2 10.0 µg/kg, AFG1 10.0 µg/kg, AFG2 8.2 µg/kg, AFM1 7.9 µg/kg, and OTA
15.0 µg/kg, and OTB 9.9 µg/kg when the fungal development occur on different substrates [53].

Analytical Techniques Used in Mycotoxin Metabolomics Studies

Initial trials focused on quantifying a single mycotoxin. Thin layer chromatography was
first employed by Scott et al. in 1970 and successfully used to identify eighteen mycotoxins
including aflatoxins B1, B2, G1, G2, and ochratoxin A using a general solvent system of toluene-ethyl
acetate-formic acid or benzene-methanol-acetic acid followed by spraying p-anisaldehyde spray
reagent [8]. The active fluorescence mycotoxins, AFB1 and OTA, were observed as green and
blue fluorescence spots under short and long ultraviolet wavelengths, respectively. Subsequently,
research moved to the determination of multiple mycotoxins for quantitative and screening purposes.
Consequently a range of chromatographic techniques have been used such as high pressure liquid
chromatography (HPLC) and gas chromatography (GC) that stand alone or coupled in more advanced
instruments as what is referred to as “hyphenated techniques” such as gas chromatography coupled
to mass spectrometry (GC-MS), gas chromatography-tandem mass spectrometry (GC-MS/MS),
liquid chromatography coupled to mass spectrometry (LC-MS), liquid chromatography-tandem mass
spectrometry (LC-MS/MS), and liquid chromatography coupled to nuclear magnetic resonance and
mass spectrometry (LC-NMR-MS). These hyphenated systems are currently the most widely applied
analytical tools for the detection of mycotoxins [3,41,54–58].
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Changing from HPLC to ultra-high pressure liquid chromatography (UHPLC) enhances the
ability to detect more metabolites in shorter runtimes. The UHPLC coupled quadrupole-orbital ion
trap MS method was used to detect 26 common mycotoxins including aflatoxins B1, B2, G1, and G2,
ochratoxin A and B in commercially available finished grain or nut products from corn, rice, wheat,
almond, peanut, and pistachio [59]. This method showed the potential of hybrid mass analysers for
the detection of mycotoxins in food commodities [59]. Rubert et al. used UHPLC-QTOF to investigate
plant-pathogen crosstalk and follow the changes in the metabolic fingerprinting, which led to the
development of biomonitoring tools for early detection of mycotoxins in wheat [60]. Another study
by Oplatowska-Stachowiak et al. used UHPLC-MS/MS to determine the mycotoxin content in dried
grain [61]. LC-MS/MS appears to be the most applied technique for the analysis of targeted or
known mycotoxin where the analytes are brokedown or fragmented (collision induced fragmentation)
and these fragment ions are subsequently detected. Of these systems, triple and quadrupole mass
analysers are the most common. Operated under a single reaction monitoring (SRM) mode the
triple quadrupole analysers provide high sensitivity and selectivity increasing the possibility of the
detection of mycotoxins at the micrograms scale. LC-MS/MS (qQq) can determine, qualitatively and
quantitatively, the targeted mycotoxins [62]. While the mass analyser works well in the targeted
analysis of mycotoxins, the main limitation of the LC-tandem MS/MS analyser is its ability to
detect only targeted or known metabolites not the transformed or modified mycotoxins, unless
they are pre-identified [63]. The selectivity and sensitivity of the metabolites depend on the MS
analyser. The development of triple quadrupole (qQq) MS analysers played a significant role before
the introduction of HR-MS (high resolution) analysers [54]. As qQq mass analysers meet the standard
requirements that are necessary for the identification of mycotoxins, they provide cost-effective
instrumental access and the capability for MSn determination of toxins [54,64]. Malachova and
co-authors were able to optimize and validate a quantitative liquid chromatography-tandem mass
spectrometric method. They not only covered all regulated mycotoxins in four model food matrices,
but also detected 295 metabolites [65].

LC-HRMS is a convenient analytical tool to approach the tentative identification of targeted
as well as untargeted mycotoxins making it ideal for metabolomics study [66]. Considering the
advantages of both techniques for mycotoxin determination, the LC-HRMS approach was found to
be more appropriate as it has an enhanced resolution compared to LC-MS/MS. The accurate masses
obtained from the LC-HRMS provides information on all ions generated and do not depend on ion
fragments for identification. Additionally, the ability of its full scan mode allows the identification of
targeted and non-targeted compounds [54,62]. Researchers recently focused on method optimisation
for untargeted metabolomics such as chemometric analysis that provides a powerful tool to distinguish
between different metabolites [60]. Chemometric analysis is the analysis that was utilised to analyse the
mathematical and statistical designs to provide the most relevant chemical information by analysing
chemical structures and get data concerning biochemical systems [60,67,68]. A recent study indicated
that smart chemometrics-assisted analytical strategy that combines with liquid chromatography-full
scan-mass spectrometry for multi-mycotoxins analysis in complex cereal samples without sufficient
clean-up step [69]. However, with the LC-HRMS, it is possible to design workflow for targeted and
routine quantification as well as for untargeted metabolomics and qualitative analysis with the same
instrument [64]. The Time-of-Flight (TOF) and Orbitrap HR-MS techniques are the most widely
used instruments for the untargeted determination of mycotoxin metabolites [43,64,70] because of
their ability to tentatively identify the screened targeted and untargeted compounds, high sensitivity
and selectivity, and accurate mass measurement/mass resolution [66]. A recent review by Righetti
reviewed recent advances and future challenges in modified mycotoxin analysis, and highlighted why
HRMS has become a key instrument in mycotoxin research [64].



Toxins 2018, 10, 433 6 of 26

Limit of detection (LOD) and limit of quantification (LOQ) are two attributes used to validate
the analytical method and to assess the likelihood that mycotoxins are within the regulatory limits.
Low LOQ and LOD values are needed for comprehensive and sensitive detection of mycotoxins in
samples [54,71]. Thus, it is possible to use these validated methods to enforce regulatory limits on the
mycotoxin detection in food commodities. Several targeted and non-target metabolomics for aflatoxin,
ochratoxin and patulin detection are highlighted in Table 2 where the available data are presented
for LC-MS-based targeted or non-targeted techniques (LC-MS/MS, LC-HRMS) used for the detection
of aflatoxins, ochratoxins, and patulin. Apart from LCMS based techniques, GC-MS has also been
used in mycotoxin detection. In Table 2, different types of matrices (cereals, seeds, spices, etc.) have
been tested. The matrix effects are one of the major concerns in the detection of mycotoxins due to
the possibility of masking or overestimating the detection of analytes by co-extracted compounds,
which influence the final result. Therefore sample pre-treatment, extraction, and clean-up methods are
required, but are not covered specifically in this review. This has been recently reviewed by Malachova
and co-authors [62].
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Table 2. Metabolomics analysis applications and detection performance criteria for targeted and untargeted mycotoxin detection.

Toxin Crops Detection Techniques (Targeted or Non-Targeted) LoD * LoQ * Ref.

AFB1, G1 Peanuts, corn, soy beans
Targeted and Non-targeted
HPLC-ESI-MS-qTOF, ESI+

UHPLC-ESI-MS/MS, sSRM
0.1–0.3 µg/kg 0.2–0.9 µg/kg [50]

AFB1, B2, G1, G2, M1, OTA
Feed and feed raw materials (silage,
maize, wheat, wheat by-products,

barley, soy beans, sunflower seeds)

Targeted and Non-targeted
LC-ESI-MS/MS (QTRAP)

ESI+, ESI−, sSRM
n/a n/a [72]

AFB1, B2, G1, G2, M1, M2,
OTA, OTB, Patulin

Almonds, hazelnuts,
peanuts, pistachio

Targeted
UHPLC-ESI-MS/MS (qQq), ESI+, ESI−, sSRM n/a

AFB1 3.0 µg/kg
AFB2 10.0 µg/kg
AFG1 10.0 µg/kg
AFG2 8.2 µg/kg
AFM1 7.9 µg/kg
OTA 15.0 µg/kg
OTB 9.9 µg/kg

PAT n/a

[53]

AFB1, B2, G1, G2, OTA Barley
Targeted

GC-MS/MS (qQq), EI, derivatizied,
LC-ESI-MS/MS (QTRAP), ESI

AFs 2.0 ng/kg
OTA 2.0 ng/kg

AFs 3.5 ng/kg
OTA 3.5 ng/kg [58]

AFB1, B2, G1, G2 Rice, sorghum
Targeted

LC-ESI-MS/MS or UHPLC-ESI-MS/MS
(tandem quadrupole), ESI+, sSRM

0.1–1.0 µg/kg 0.28–0.9 µg/kg [73]

AFB1, B2, G1, G2, OTA Wheat, corn and rice cereals
Targeted

UHPLC-ESI-MS/MS (tandem quadrupole)
ESI+, sSRM

0.1–5.0 µg/kg,
(AFB1 0.03 µg/kg) 0.1–25.0 µg/kg [74]

AFB1, B2, G1, G2, M1, OTA Various foods and feed (24 types of
corn feeds, peanut butter)

Targeted
UHPLC-ESI-MS/MS (qQq tandem) ESI+,

ESI−, sSRM

AFs 0.003 µg/kg
AFG2 0.006 µg/kg
OTA 0.064 µg/kg

AFs 0.01 µg/kg
AFG2 0.02 µg/kg
OTA 0.21 µg/kg

[75]

AFB1, B2, G1, G2, OTA Maize Targeted
LC-ESI-MS/MS (QTRAP qQq) ESI+, ESI−, sSRM

AFB1 0.6 µg/kg
AFB2 0.3 µg/kg
AFG1 0.4 µg/kg
AFG2 0.8 µg/kg
OTA 0.6 µg/kg

n/a [76]

AFB1, B2, G1, G2, OTA Barley based breakfast cereals,
maize, peanuts

Targeted
UHPLC-ESI-MS/MS (QTRAP qQq) ESI+ ESI−

(in single run), sSRM

AFs 0.05 µg/kg
OTA 0.1 µg/kg

AFs 0.1 µg/kg
OTA 0.25 µg/kg [77]
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Table 2. Cont.

Toxin Crops Detection Techniques (Targeted or Non-Targeted) LoD * LoQ * Ref.

AFB1, B2, G1, G2, OTA Durum wheat, corn flakes, maize and
maize crackers

Targeted
LC-ESI-MS/MS (QTRAP qQq) ESI+ ESI−, sSRM n/a AFs 1.0 µg/kg

OTA 1.0 µg/mg [78]

AFB1, B2, G1, G2, OTA
Muesli, wheat flakes, oats, raisins,
sultanas, whey powder, hazelnuts,

whole meal bread

Targeted
LC-ESI-MS/MS (tandem quadrupole) ESI+, sSRM

AFB1 0.05 ng/g
AFB2 0.03 ng/g
AFG1 0.03 ng/g
AFG2 0.03 ng/g
OTA 0.03 ng/g

AFB1 0.1 ng/g
AFB2 0.05 ng/g
AFG1 0.05 ng/g
AFG2 0.05 ng/g
OTA 0.4 ng/g

[79]

AFB1, B2, G1, G2, OTA Barley, corn, corn gluten, infant
cereals, oat, rice, rye, wheat

Targeted
LC-ESI-MS/MS (QTRAP qQq tandem mass) ESI+,

ESI−, sSRM
n/a AFs 1.0–10.0 µg/kg

OTA 0.5–2.5 µg/kg [80]

AFB1, B2, G1, G2, OTA Maize, rice, wheat Targeted
LC-ESI-MS/MS (qQq tandem) ESI+, sSRM

AFB1 0.12–0.21 g/kg
AFB2 0.06–0.7 µg/kg
AFG1 0.07–2.3 µg/kg
AFG2 0.11–2.2 µg/kg
OTA 0.18–3.2 µg/kg

AFB1 0.12–0.21 µg/kg
AFB2 0.06–0.7 µg/kg
AFG1 0.07–2.3 µg/kg
AFG2 0.11–2.2 µg/kg
OTA 0.18–3.2 µg/kg

[81]

AFs, OTA
Black pepper, infant food (apple baby

food), paprika, sunflower seed,
wheat flour

Targeted
UHPLC-ESI-MS/MS (QTRAP tandem) ESI+,

ESI−, sSRM,
Non-targeted

UHPLC-ESI-HRMS (TOF) ESI+ ESI−

n/a n/a [82]

AFB1, B2, G1, G2, OTA, OTB,
OTC, Patulin Maize, wheat Targeted

HPLC-ESI-MS/MS (QTRAP qQq), ESI+, ESI−, sSRM 0.03–220 µg/kg n/a [83]

AFB1, B2, G1, G2, M1,
OTA, Patulin

Apple puree, green pepper,
hazelnut, maize

Targeted
UHPLC-ESI-MS/MS (QTRAP) ESI+, ESI−, sSRM

AFB1 0.6 µg/kg
AFB2 0.6 µg/kg
AFG1 1.2 µg/kg
AFG2 2.3 µg/kg
AFM1 0.6 µg/kg
OTA 1.2 µg/kg
PAT 35.9 µg/kg

AFB1 1.9 µg/kg
AFB2 4.0 µg/kg
AFG1 7.6 µg/kg
AFG2 8.7 µg/kg
AFM1 2.1 µg/kg
OTA 3.7 µg/kg

PAT 119.7 µg/kg

[65]

AFB1, B2, G1, G2, OTA Barley
Targeted

UHPLC-HRMS (Orbitrap)
Heated EPI (HEPI), HEPI+, HEPI−

n/a n/a [84]

OTA Barley Targeted
UHPLC-FTHRMS HEPI, HEPI+, HEPI− n/a n/a [85]

AFB1, B2, G1, G2, OTA Black radish, Ginkgo biloba,
garlic, soy

Targeted
UHPLC-ESI-MS/MS (qQq), ESI+, sSRM

AFs 6.0 ng/g
OTA 1.0 ng/g

AFs 2.0 ng/g
OTA 0.3 ng/g [86]
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Table 2. Cont.

Toxin Crops Detection Techniques (Targeted or Non-Targeted) LoD * LoQ * Ref.

AFB1, B2, G1, G2, M1,
OTA, OTB

Maize, groundnut, sorghum, millet,
rice, wheat, soy, dried fruits, infant

foods, other processed food,
animal feed

Targeted
HPLC-ESI-MS/MS (QTRAP) ESI+, ESI−, sSRM

AFB1 3.0 µg/kg
AFB2 6.0 µg/kg
AFG1 8.0 µg/kg
AFG2 8.0 µg/kg
AFM1 4.0 µg/kg

OTA, OTB 5.0 µg/kg

n/a [87]

AFB1, B2, G1, G2, M1, OTA Breakfast cereals (maize, wheat, rice,
multigrain, chocolate)

Targeted
HPLC-fluorescence detector-EI-MS/MS, sSRM

AFB1 0.003 µg/kg
AFB2 0.001 µg/kg
AFG1 0.006 µg/kg

AFG2 n/a
AFM1 0.011 µg/kg
OTA 0.006 µg/kg

AFB1 0.009 µg/kg
AFB2 0.004 µg/kg
AFG1 0.018 µg/kg

AFG2 n/a
AFM1 0.032 µg/kg
OTA 0.019 µg/kg

[88]

OTA Wheat flour, coffee, spices, wine, beer
Targeted

HPLC-MS/MS (ion trap),
(1) ESI+ (2) APCI, sSRM

0.5 µg/kg 1.4 µg/kg [89]

AFB1, B2, G1, G2 Peanut, peanut butter, spices, figs Targeted
LC-APCI-MS/MS (qQq), APCI+, sSRM, targeted 0.1 µg/kg n/a [90]

Patulin
Wheat, rice, spelt, oat, soy, tapioca

based cereals (cassava), pasta,
infant food

Targeted
GC-MS/MS (qQq), electron impact ion source (EI),

SRM, derivatizied, targeted
n/a 5–10 µg/kg [56]

AFs—aflatoxins, AFB1—aflatoxin B1, AFB2—aflatoxin B2, AFG1—aflatoxin G1, AFG2—aflatoxin G2, AFM1—aflatoxin M1, APCI—atmospheric pressure chemical ionization; EI—electron
impact ionization; ESI—electrospray ionization; GC—gas chromatography; HEPI—heated electron spray ionization; HRMS—high resolution mass spectrometry; LC—liquid
chromatography; qQq—triple quadrupole; QTOF—quadrupole time of flight; sSRM—scheduled selected reaction monitoring; TOF—time of flight; UHPLC—ultra-high pressure
liquid chromatography; n/a—not available) LoD—limit of detection, LoQ—Limit of quantificatin.
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3. Genomics Approach

A genome consists of all the genetic material contained in a cell of an organism and contains all
the necessary information for life. More specifically, it is the complete set of nuclear DNA (coding and
noncoding DNA) as well as the genetic material that contain their DNA as in the mitochondria or
chloroplast. The genome contains the specific instructions that are necessary for the organism to build
and maintain itself [39]. In general, this cell-specific information is encoded in genes, which contains
information to code proteins. However, to understand the cellular functions, it is necessary to know the
function of all the proteins and the relationship between genes that are expressed (or which proteins
are present).

The first complete DNA sequence was obtained in 1992 from the Saccharomyces cerevisiae, and
in 1995, the bacterial genome of Haemophilus influenza was also sequenced [39]. The sequencing
of the human genome was completed in 2004, which took around twelve years [91]. The process
of (1) characterisation of the structure of the genome of an organism, (2) comparison of sequence
genomes with related organisms, and (3) finally, identification of the functions and the interactions
of the synthesised proteins or gene is known as genomic analysis [14]. Identifying and interpreting
the genomes of a biological sample and characterising their functions that are associated with these
genes will give an overall picture of the biological sample. Functional genomics help to understand
the interaction between the fungus and its host plant that provides insight about the plant-fungal
gene interaction and mycotoxin production [14]. This information assists researchers in developing
strategies to control mycotoxin production [4].

The genomics approach can be considered as a pre-harvest application to identify genes that
are responsible for the mycotoxin production. Several genomic studies on mycotoxigenic fungi have
been carried out so far, especially on aflatoxin producing A. flavus [92–95]. The first genomic analysis
of the A. flavus was completed by the Food and Feed Safety Research Unit of Southern Regional
Research Center, USDA/ARS, under the Expressed Sequence Tags (EST) project and identified more
than 7200 unique EST sequences [96]. More recently, the complete genomic analysis was completed by
J. Craig Venter Institute, USA using sophisticated and modern bioinformatics techniques where more
than 12,000 functional genomes were identified from A. flavus [97]. Bioinformatics tools identified
that, among them, the coding/encoding protein enzymes are involved in aflatoxin production [98].
Recently, different genomic tools have been used to fulfil the aim of the research, for example, Ion
Torrent Personal Genome Machine (PGM), microarray analysis, quantitative reverse transcription-PCR
(qRT-PCR) [99–101]. Many research studies used different matrices and different types of genetic tools
to identify the genes that are responsible for the mycotoxin production and can develop or validate
screening methods. Additionally, from the genomic approach, it is possible to identify and differentiate
the mycotoxin-producing genes in wild types as well as mutant strains. Table 3 summarises the uses
of genomics tools in mycotoxin research.

Table 3. Genomic tools used in mycotoxin research.

Genomic Tools Mycotoxins Crops Comments Ref.

Ion Torrent Personal
Genome Machine (PGM) Aflatoxins — Whole genome sequencing [99]

Microarray analysis,
quantitative reverse
transcription-PCR

(qRT-PCR)

Aflatoxins — Aflatoxin biosynthesis [100]

Microarray analysis Aflatoxins — Whole genome sequencing [101]

Microarray analysis Aflatoxins — Gene expression profiles [102]
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Table 3. Cont.

Genomic Tools Mycotoxins Crops Comments Ref.

Whole genome sequencing —

Identify genes differentially
expressed in wild-type veA and
veA mutant strains that could be
involved in aflatoxin production.

[92]

RT-PCR and
reverse-transcription PCR Peanuts Develop a screening method [96]

PCR and LAMP-based
group specific

Rice, nuts, raisins,
dried figs

Develop a screening method to
detect several aflatoxin producing

species in a single analysis
[103]

Microarray Aflatoxins,
ochratoxin A Wheat grain Rapid detection for mycotoxins [104]

Genomics Analysis for Mycotoxin Producing Fungi

Aspergillus flavus has played an essential role in the advance understanding of aflatoxigenic genes,
biosynthetic pathways, aflatoxin metabolism, the effect of secondary conditions like abiotic conditions
on the aflatoxin production, biotic interaction with plants, animals, and humans [105]. Additionally,
genomic analysis of other Aspergillus spp. and a comparative study of that with the genomes of
A. flavus allowed for better understanding of the aflatoxins or other mycotoxin producing ability of
other Aspergillus spp. and their pathogenicity [99]. It is noteworthy that not all Aspergillus spp. are
toxigenic species. For example, A. oryzae has a great economic impact due to its extensive use in food
fermentation process in South-East and East Asian countries for the production of soy sauce [95,106].
Morphologically, both A. flavus and A. oryzae are similar. DNA comparability between A. flavus and
A. oryzae indicates about 98% similarity, and thus, both A. flavus and A. oryzae contain similar genome
size; 36.8 and 36.7 Mb, respectively [95].

Therefore, DNA sequencing of field fungal isolates and their comparison with the gene sequence
of aflatoxin-producing Aspergillus section Flavi would be crucial to identify target genes and control
aflatoxin production in crops [107]. Faustinelli et al. have isolated 240 Aspergillus strains from peanut
seeds during 2014. The genome sequence of all isolates was carried out using Next-Generation
Sequencing analysis. They were able to categorise these 240 isolates into nine clades, and among them,
three non-aflatoxigenic, five aflatoxigenic A. flavus species, and one A. parasiticus were identified [108].
Another study used the functional genomics to assess the climate change impact on A. flavus and
aflatoxin production; the study revealed that global temperature, water availability and rising CO2

levels affect the expression of the aflatoxin biosynthetic regulatory gene aflR [109].
Recently, the number of studies investigating the gene sequence of ochratoxin A (OTA) producing

species to identify genes responsible for producing OTA has increased [110,111]. Ochratoxin A
biosynthesis was previously unknown. A new insight into OTA biosynthetic pathway was given
through deletion of a non-ribosomal peptide synthetase gene in A. carbonarius [110]. A recently
reported complete genome sequence of the filamentous fungus A. westerdijkiae illustrated the
putative biosynthetic gene cluster of OTA and the genome of A. westerdijkiae that contains more
than 50 secondary biosynthetic gene clusters where most of them were type I polyketide synthase
(PKS) and non-ribosomal peptide synthase (NRPS) gene clusters [111]. Around 716 cytochrome
P450 enzymes, 633 carbohydrate-active enzymes, and 377 proteases were involved in ochratoxin
biosynthesis [111,112]. Furthermore, two hybrid t1pks-nrps gene clusters were also involved in
OTA biosynthesis [112]. Patulin biosynthesis is still under investigation with omics tools [113].
More information was recently revealed relating to the genes responsible for patulin production by
using different fungal species [114]. A recent study identified two strains of Penicillium spp. producing
patulin [110]. This study provided significant information related to the molecular network of patulin
biosynthesis and mechanisms of fungal host interactions specifically for Penicillium spp. The genome
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sequence of the isolates of P. expansum (33.52 Mb) and P. italicum (28.99 Mb) revealed 55 gene clusters
related to secondary metabolites of which 15 genes were related to patulin biosynthesis [115]. Similarly,
15 genes were involved in patulin biosynthesis by Aspergillus clavatus. To date, only four genes
encoding 6-methylsalicylic acid synthase, m-cresol hydroxylase, m-hydroxybenzyl alcohol hydroxylase,
and isoepoxydodehydrogenase have been characterised [114]. However, the complete genome for
Aspergillus clavatus is still not available. The explanation of the fungal genome sequence data can be
achieved by using the other fungal EST database such as the NCBI GenBank database [14], A. flavus EST
database, A. oryzae EST database, and the A. oryzae whole genome sequence. However, comparing the
genome sequence may identify the differences in genome structure, significant pathogenic characters,
and secondary metabolite (SM). Table 4 summarised different fungal isolates according to their genome
size and their ability to produce mycotoxin.

Table 4. Mycotoxigenic strains and their genome sizes.

Fungal Strains Genomic Size (Mbp *) Mycotoxin Mycotoxigenic Ref.

LOAM00000000 flavus 36.0 Aflatoxin Yes

[108]

LIZI00000000 flavus 36.4 Aflatoxin Yes
LIZJ00000000 flavus 36.3 Aflatoxin Yes

LOAK00000000 flavus 35.9 Aflatoxin Yes
LOAL00000000 flavus 35.8 Aflatoxin Yes

LOAP00000000 parasiticus 30.1 Aflatoxin Yes
NRRL 13137 nominus 36.1 Aflatoxin Yes [99]

Aspergillus korhogoensis N/a Aflatoxin Yes [116]
Aspergillus westerdijkiae 36.1 Ochratoxin A Yes [111]
Aspergillus carbonarius 36 Ochratoxin A Yes [110]
Penicillium expansum 33.52 Patulin Yes [115]
Penicillium italicum 28.99 Patulin Yes [115]

* Mbp-mega base pairs.

4. Transcriptomics Approach

Transcriptomics is one of the most recently developed fields emerging from the genomic era [117].
After the completion of genomic studies, research has focused attention on finding the next step of gene
expression and cellular functions. The genetic information stored in DNA and cannot be transcribed
into proteins. Therefore, for protein synthesis, DNA is copied to RNA in a process called transcription.
This step is the essential regulatory step for gene expression [118]. Thus, the transcriptomics is the
study of the complete and whole set of RNA, transcript from the genome produced by genes under
specific conditions from a specific tissue or cell type [56,57].

Transcriptome analysis allows researchers to understand the expression of the genome at the
transcription level that provides information on the gene structure. For instance, a sequence that
encodes with a direct function or an intermediate then later translated into protein; increase or
decrease the production of protein (gene expression regulation), protein modifications, functions of
the synthesised gene products, and evolutionary changes of the end biological processes [119,120].
Therefore, genes tend to regulate and express in different biological and physiological conditions, and
accordingly, different proteins could be synthesised. For example, transcribed genes from mycotoxin
infected plant cells are different from the transcribed genomes of the non-mycotoxin infected plant cell.
Hence, they are essential in signaling and biochemical processes.

Transcriptomics and advanced analytical tools together play a major role in understanding
complex biological systems and help to develop novel biomarkers. Thus, it has the potential ability for
early stage diagnosis and in finding effective treatments in the medicinal or agricultural industry [121].
Furthermore, transcriptome analysis would further reveal the regulation network of biological
processes and eventually to help in crop improvement [119,122].
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Transcriptional Profiling

Transcriptional profiling is the comprehensive study of the complete set of RNA transcripts
from the genomes of a cell or tissue or an organism. Many methods have been used to study the
RNA transcripts such as Northern blots, nylon membrane arrays, reverse transcriptase quantitative
PCR (RT-qPCR), and the serial analysis of gene expression (SAGE). Currently, gene expression
microarrays and whole transcriptome shotgun sequencing (WTSS) are the most rapid, widely used,
and high-throughput tools used in transcriptome quantification [47,123–125]. In mycotoxin research,
RT-qPCR, high-throughput microarray analysis and shotgun analysis (RNA-seq) have been extensively
used [126]. Most of the transcriptomic studies on aflatoxins, ochratoxins, and patulin investigated
the fungus-plant crosstalk, the abiotic factors affecting mycotoxin production and mycotoxin toxicity
mechanisms. A recent study indicated that RNA sequencing data on A. favus infection on Zea mays
was used to identify genes of interest involved in this cross-species network. The genes identified
found to have a connection between aflatoxin production and vascular transport. Moreover, the study
indicated that mycotoxin-producing fungus A. flavus utilised different mechanisms in response to
the induction of resistance genes in Z. mays during the early interaction of the two organisms [127].
Transcriptional analysis of maize kernels used to identify the resistance genes with response to the
aflatoxins produced by A. flavus and comparing with known aflatoxin defense genes was carried
out by Shu et al. [128]. This study showed that genes identified during the infection of maize were
expressed during the early or late stage of infection [128]. Another study used RNA sequencing and
transcriptomic profiling to differentiate the gene response of A. flavus infected and susceptible peanut
genotypes. A large number of genes was altered due to aflatoxin production. Thus, identification
of the genes that are responsible for the host-pathogen crosstalk could be used in breeding resistant
varieties [129]. Another study suggested that production of fungal metabolites are associated with
the stress conditions. Transcriptomics study of mycotoxin-producing fungi A. flavus in different
concentration of H2O2-supplemented media to induce oxidative stress was conducted. The results
showed that isolates which produced higher levels of aflatoxin exhibited fewer differentially expressed
genes in increased stress conditions. Thus, secondary metabolites including aflatoxins may be produced
as a response to the oxidative stress conditions [130]. For Ochratoxin, a recent review of transcriptomic
studies indicated that the transcriptomic studies carried out do not clarify the modes of action of
OTA but have contributed to relevant toxicological information. Therefore, suggested to integrate
the transcriptomic studies with classical toxicology studies and other omics tools to have a better
understanding of the factors that contribute to OTA modes of action [131]. Table 5 summarises the
studies related to transcriptomics studies on aflatoxins, ochratoxins, and patulin.

It is obvious that a considerable amount of work still needed to be carried out on transcriptional
analysis of AFB1, OTA and PAT to extract more useful information on the biosynthesis of mycotoxin at
the transcriptomics level, which opens new avenues to study and understand the biology behind these
mycotoxins. This is particularly true for PAT, which we anticipate will lead to a future control strategy.
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Table 5. Transcriptomics studies for aflatoxin, ochratoxin, and patulin.

Mycotoxin Studies Outcomes Ref.

Aflatoxin B1

Identification of essential transcription factors
for adequate DNA damage response after

benzo (a) pyrene and aflatoxin B1 exposure by
combining transcriptomics with

functional genomics.

Transcriptomics and functional genomics
tools used to investigate the genotoxicity

of aflatoxin B1.
[132]

Aflatoxin B1 induces persistent epigenomic
effects in primary human hepatocytes

associated with hepatocellular carcinoma.

Transcriptomics and epigenome studies
used to understand the mechanisms of
hepatocellular carcinoma development.

[8]

Quercetin tests negative for genotoxicity in
transcriptome analyses of liver and small

intestine of mice.

Genotoxicity related pathways in mice
liver and small intestine. [133]

Combined cytotoxicity of aflatoxin B1 and
deoxynivalenol to hepatoma HepG2/C3A cells.

Different cytotoxicity pathways and their
apoptotic process might be the

mechanism of the synergistic cytotoxicity
of HepG2/C3A carcinoma cells.

[134]

Integrated analysis of transcriptomics and
metabolomics profiles in aflatoxin B1-induced

hepatotoxicity in rat.

Gluconeogenesis, lipid metabolism
disorder, and induced hepatotoxicity

affect majorly after the acute
AFB1 exposure.

[122]

Identification of early target genes of aflatoxin
B1 in human hepatocytes, inter-individual

variability and comparison with other
genotoxic compounds.

Gene subset from AFB1 induced human
hepatocytes identified several genes
which are potential biomarkers of

genotoxic compounds.

[135]

Aflatoxins
Use of functional genomics to assess the

climate change impact on Aspergillus flavus and
aflatoxin production.

Global temperature, water availability
and rising CO2 levels affect the

expression of the aflatoxin biosynthetic
regulatory gene aflR.

[109]

Ochratoxin A

Different toxicity mechanisms for citrinin and
ochratoxin A revealed by transcriptomic

analysis in yeast.
OTA deregulates developmental genes. [136]

Disruption of liver development and
coagulation pathway by ochratoxin A in

embryonic zebrafish.

OTA exposure led to a deficiency of
coagulation factors. [137]

Transcriptomic alterations induced by OTA in
rat and human renal proximal tubular in vitro
models and comparison to rat in vivo model.

The study provided a non-genotoxic
mechanism of OTA-induced

carcinogenicity.
[138]

Patulin Transcriptomic responses of the basidiomycete
Sporobolomyces sp. to the mycotoxin patulin.

Exposure to PAT directed the changes in
gene expression in Sporobolomyces sp. This

finding may lead to develop a
bio-detoxification process.

[139]

5. Proteomics Approach

The terms “proteome” were introduced by Marc Wilkins in 1986 [140]. Proteomics is analogous
to genomics, which applies the evolving synergistic technologies of molecular biology, biochemistry,
genetics, and analytical chemistry to analyse the gene products, i.e., proteins [14,141]. With the
availability of genomic information and improvements in the sensitivity and throughput of analytical
technology, proteomics is becoming increasingly important for many different aspects of related
studies. Since proteins serve as important components of major signaling and biochemical pathways,
studies at protein levels are essential to reveal molecular mechanisms to underlying in the biological
processes [142]. Genes that code for enzymes essential to basic cellular functions are expressed in all cell
types, whereas those with specific functions are expressed only in specific cell types. Thus, proteomics
is a more complicated process than the genomics since the genome of an organism is constant while
proteome differs depending on biotic and abiotic factors [14]. Due to the presence of a vast number of
proteins in a cell, their analysis is a challenging task; as well as the sample preparation [143].
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With the recent development of mass spectrometry (LC-ESI-MS/MS (tandem mass), MALDI-TOF
(matrix-assisted laser ionisation-time of flight) mass spectrometry, protein analysis, and sequencing
have become greener techniques since protein identification, and quantification was laborious and
required a large amount of sample [144]. The fact that smaller amounts of material are now sufficient,
faster analysis, the ability to the throughput of large numbers of samples, and robustness makes
MS-based protein analysis or “proteomics” a popular and rapidly evolving area of research especially
in looking at biomarkers for disease identification in medicine and agricultural research [144,145].
In this respect, the nano-scale LC-MS/MS technique has been a widely used tool in proteomics.
This also enables higher sensitivity for the detection of peptides when the sample is limited [146,147].
Mass spectrometry is capable of extracting data from relatively complex mixtures of peptides.
More importantly, if the complexity of the mixture is low, there is a high chance of identification
of peptides. Consequently, the complexity of the sample presented for analysis can be reduced after
the breakdown of the biological sample and generation of a cocktail of cells and cellular components,
by the separation of proteins from the mixture. Techniques using gel electrophoresis (1D and 2D),
chromatographic separations (ion exchange, size exclusion, affinity and reversed phase) can help to
reduce the complexity. However, these methods cannot be used to detect the proteins due to the
presence of unresolved peptides and proteins. Therefore, to analyse complex mixtures of peptides,
electrophoresis or chromatographic methods are insufficient [148], and other techniques need to be
employed. These include 2D gel electrophoresis which is widely used in proteomics as it simplifies the
complex protein mixtures by resolving them into individual proteins or small groups of proteins [149].
The tryptic digestion of proteins produces the highest yield of peptides of optimal length for MS
analysis [141,144]. Therefore, in the proteomic analysis, the cleaved peptides after the trypsin digestion
are analysed by LC and data-dependent mass spectrometric methods. The peptide sequences are
subsequently identified based on the obtained MS/MS data using software such as ProteinPilot
against specified databases such as UniProt and National Centre for Biotechnology Information (NCBI).
For example, researchers have utilised 2D gel electrophoresis with isobaric tags for relative and
absolute quantitation (iTRAQ) analysis. The iTRAQ method used in quantitative proteomics by mass
spectrometry techniques (tandem MS/MS) or (MALDI TOF MS/MS) to determine the number of
proteins from different sources in a single experiment to identify potential biomarkers in response to
fungal infection [150–156].

Proteomics research in mycotoxicology field not only improves our understanding of cellular
behaviour by studying the different patterns of protein content but also enhances information on the
effect of biotic factors and how they induce variations on the protein profile during the development
of crop or the mycotoxigenic fungi. Additionally, it provides information about how the plants
response to fungal infection and mycotoxin production and how they contribute to plant disease
processes. A recent comparative study investigated proteome analysis of Penicillium verrucosum that
was fermented under short wavelength light and showed stress-related proteins associated with
mycotoxin biosynthesis [157]. Another study used a proteomics approach to modify cuminaldehyde
thiosemicarbazone structure which induces the inhibition of aflatoxin biosynthesis and sclerotial
development in Aspergillus flavus [158]. Such studies indicated the possible use of proteomic approaches
to identify new proteins that possess fungistatic or anti-aflatoxigenic activity. Table 6 summarises the
proteomics studies for aflatoxin, ochratoxin, and Patulin. It highlights the greater number of proteomics
studies for aflatoxin than for ochratoxin and patulin. The use of proteomics as a novel tool in aflatoxin
research has been reviewed [159]. There are many factors that influence mycotoxin biosynthesis such
as fungal species, host plants, nutritional and environmental signals [160]. Nöbauer and co-authors
were able to provide a comprehensive protein identification for P. verrucosum by using shotgun
proteomics [160]. They were able to get further information about the role of adaptive changes on
fungal physiology that effects secondary metabolite production [160]. Additionally, drought stress and
preharvest aflatoxin contamination on the groundnuts (Arachis hypogaea L.) also has been reviewed
recently concluding that more research is required to investigate the genes that related to resistance
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associated proteins [161]. Wang and co-authors used proteomic tools to analyse the immune response
in cotyledons of Arachis hypogaea infected with Aspergillus flavus [162].

Proteomics approach was used to identify the biomarkers produced by pathogenic A. flavus as a
response of oxidative stress. High, moderate and no aflatoxin producing A. favus were used in this
study and identified more than 1000 proteins. Among them, 220 were differentially expressed [163].
Additionally, the proteome analysis of the fungus Aspergillus carbonarius under ochratoxin A producing
conditions were investigated. The proteome analysis identified nine proteins possibly involved in
diverse biological functions, two of them (acetyl glutamate kinase and TBA1_emeni tubulin alpha-1
chain) were linked to OTA production [155]. For proteomics studies on PAT, we identified four articles
after researching PubMed using proteomics and PAT as keywords. Most of the studies identified
were investigating the proteome changes in Penicillium expansum during spore germination [164] and
fungal development on different media to investigate the pathogen-host interaction mechanism [165].
The discovery of proteins signals in response for mycotoxin production and was used as biomarkers,
which is valuable information for the researcher to improve plant resistance and stress tolerance of
host plants against fungal contamination [166].

Table 6. Proteomics studies for aflatoxin, ochratoxin and patulin.

Mycotoxin Fungal Strains Study Analysis Techniques Outcome Ref.

Aflatoxin B1

Aspergillus flavus

Proteomic analysis reveals an
aflatoxin-triggered immune

response in cotyledons of
Arachis hypogaea infected with

Aspergillus flavus.

2-D gel electrophoresis and
MALDI-TOF/TOF
mass spectrometer.

Three grades of the immune
response in A. hypogaea during

infection with toxigenic
A. flavus were identified.

PAMP-triggered immunity,
effector-triggered immunity

and metabolite-triggered
immunity.

[162]

Aspergillus flavus

Comparative leaf proteomics of
drought-tolerant

and-susceptible peanut in
response to water stress.

2-D gel electrophoresis and
MALDI-TOF/TOF
mass spectrometer.

42 unique proteins showed
interactions in the
tolerant cultivar.

[167]

Aspergillus flavus

Insight into the global
regulation of laeA in Aspergillus

flavus based on
proteomic profiling

Protein extraction, trypsin
digestion, TMT-labelling

and HPLC fractionation and
LC-MS/MS

laeA gene affects cell
morphology and contributes

to the production of
aflatoxin production.

[168]

Aspergillus flavus

Proteome analysis of A. flavus
isolate-specific responses to

oxidative stress in relationship to
aflatoxin production capability.

Protein digestion and
iTRAQ * labelling

1173 proteins were identified,
and 220 were

differentially expressed.
[163]

Ochratoxin A

Aspergillus
carbonarius

Proteome analysis of the fungus
Aspergillus carbonarius under

ochratoxin A
producing conditions.

2-D gel electrophoresis and
MALDI-TOF/TOF
mass spectrometer.

Nine differential proteins
were identified by

MALDI-MS/MS and
MASCOT. Identified proteins
were involved in regulation,

amino acid metabolism,
oxidative stress and

sporulation. A protein with
126.5 fold higher abundance in

high OTA-producing strain
showed homology with CipC.

[155]

Arabidopsis thaliana

iTRAQ mitoproteome Analysis
reveals mechanisms of

programmed cell death in
Arabidopsis thaliana induced by

ochratoxin A

iTRAQ * Analysis

The study investigated the
toxicity mechanism of OTA on

the host plant; their results
indicated that OTA induced
PCD in A. thaliana. 42 and
43 proteins were identified

within 8 and 24 h. those
proteins were mainly involved

in perturbation of the
mitochondrial electron

transport chain, interfering
with ATP synthesis and

inducing PCD

[169]
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Table 6. Cont.

Mycotoxin Fungal Strains Study Analysis Techniques Outcome Ref.

Patulin Penicillium
expansum

Identification of differentially
expressed genes involved in

spore germination of Penicillium
expansum by comparative

transcriptome and
proteome approaches.

RNA-seq (RNA sequencing)
and iTRAQ * (isobaric tags

for relative and absolute
quantitation) approaches.

A total of 3026 differentially
expressed genes, 77

differentially expressed
predicted transcription factors

and 489 differentially
expressed proteins identified.
Posttranscriptional regulation

and modification serve
essential roles in the

management of
fungal germination.

[164]

MALDI—matrix-assisted laser desorption/ionization, TOF/TOF—time-of-flight, TMT—Tandem Mass Tag,
iTRAQ—isobaric tags for relative and absolute quantitation.

6. The Current Status of Omics Studies and Future Opportunities

Despite our limited understanding of mycotoxin production, the omics approach is a vital
tool in the mycotoxin field. Mycotoxin analysis has moved over ten years from targeted analysis
of individual mycotoxin to untargeted metabolomics which provides insight to detect unknown
metabolites. Omics tools have contributed to our understanding of mycotoxin issues especially in
identifying mycotoxigenic species, information that was not accessible until recently. Additionally, it
allows the identification of targeted and untargeted mycotoxins before, during, and after harvesting,
highlighting possible plant-fungal interactions. Additionally, critical information is revealed on the
impact of climate change on the prevalence of mycotoxin issues in society.

However, many aspects of the omics experiment are still under active development and integration
of omics studies will ultimately provide accurate information about the biomarkers that relate to
early-stage mycotoxin production. This task is a global challenge as it requires large scale multi
omics experiments investigating the mycotoxin issue considering both biotic and abiotic factor.
The development of databases internationally linked to mycotoxigenic fungi and mycotoxins would
allow global integration of experimental approaches and allow comparative genomic and metabolomics
studies to enable the accurate identification of mycotoxigenic strains. It would support the elucidation
of components of genomes that are responsible for variation in mycotoxin production. Additionally,
it would enable the identification and characterisation of plant and fungal factors that can impact
mycotoxin contamination. Recognition of this important aspect has been highlighted by the research,
education and economics information system (United States Department of Agriculture, USDA), which
has started a project using genomic and metabolomics approaches for the detection and control of
mycotoxins on corn [160]. The project is funded until 2020 and aims to develop a strategy to control
mycotoxin contamination by using omics tools. It also aims to develop a DNA database to assist the
scientist in identifying pathogenic strains. Similarly, EU’s Horizon 2020 programme has funded the
MyToolBox project (www.mytoolbox.eu) for four-years (2016–2020). The project aims to develop new
methods by using omics tool to predict potential fungal contamination of cereals at an early growth
stage as well as to reduce aflatoxin contamination in EU maize through resistant plant cultivars.

The future omics studies need to provide phenotypic data considering factors such as experimental
design, time, and dose responses. Integration of omics techniques must focus on investigating
the pathogen-plant crosstalk, investigating the toxicity of mycotoxins on the host plant to propose
mechanisms of the cell responses, which will direct efforts to mitigate the mycotoxin issue.

By combining omics technologies, functional genomics, transcriptomics, proteomics, and
metabolomics along with bioinformatics is needed to provide extensive information about the biotic
and abiotic factors that contribute to the global mycotoxin issue. With genomics, the comprehensive
understanding based on the gene and molecular level will assist in the search to develop novel
strategies to control mycotoxin contamination by identifying targets for inhibiting fungal growth or
toxin production. Proteomics and transcriptomic information can contribute to developing online
screening methods which will help farmers to predict fungal contamination in the early stages of

www.mytoolbox.eu
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development. Additionally, omics technologies contribute to our understanding about pathogen fungal
crosstalk that could accelerate the development of plant breeding through gene insertion technologies
for enhancing host plant resistance, preventing or reducing mycotoxin contamination in pre- and
post-harvest crops.
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24. Zbyňovská, K.; Petruška, P.; Kalafová, A.; Capcarová, M. Patulin—A contaminant of food and feed: A review.
Acta Fytotechnica et Zootechnica 2016, 19, 62–67. [CrossRef]

25. IARC Working Group on the Evaluation of Carcinogenic Risks to Humans, World Health Organization.
Overall Evaluations of Carcinogenicity: An Updating of IARC Monographs Volumes 1 to 42; WHO Press:
Geneva, Switzerland, 1987; Volume 7, pp. 1–440.

26. Luo, Y.; Liu, X.; Li, J. Updating techniques on controlling mycotoxins—A review. Food Control. 2018, 89,
123–132. [CrossRef]

27. Zain, M.E. Impact of mycotoxins on humans and animals. J. Saudi Chem. Soc. 2011, 15, 129–144. [CrossRef]
28. Yu, J. Current understanding on aflatoxin biosynthesis and future perspective in reducing aflatoxin

contamination. Toxins 2012, 4, 1024–1057. [CrossRef] [PubMed]
29. Cardwell, K.F.; Desjardins, A.; Henry, S.H.; Munkvold, G. Mycotoxins: The Cost of Achieving Food Securty

and Food Quality. APSnet Featur. Artic. 2001. [CrossRef]
30. Mazumder, P.M.; Sasmal, D. Mycotoxins—Limits and regulations. Anc. Sci. Life 2001, 20, 1–19. [PubMed]
31. Garcia-Cela, E.; Verheecke-Vaessen, C.; Magan, N.; Medina, A. The “-omics” contributions to the

understanding of mycotoxin production under diverse environmental conditions. Curr. Opin. Food Sci. 2018,
23, 97–104. [CrossRef]

32. Bhatnagar-Mathur, P.; Sunkara, S.; Bhatnagar-Panwar, M.; Waliyar, F.; Sharma, K.K. Biotechnological
advances for combating Aspergillus flavus and aflatoxin contamination in crops. Plant Sci. 2015, 234, 119–132.
[CrossRef] [PubMed]

33. Raja, K.; Patrick, M.; Gao, Y.; Madu, D.; Yang, Y.; Tsoi, L.C. A Review of Recent Advancement in Integrating
Omics Data with Literature Mining towards Biomedical Discoveries. Int. J. Genom. 2017, 2017, 1–10.
[CrossRef] [PubMed]

34. Righetti, L.; Dall’Asta, C.; Hajslova, J.; Rubert, J. Metabolomics Approaches and their Hidden Potential for
Explaining the Mycotoxin Contamination Problem. In Metabolomics-Fundamentals and Applications; InTech:
London, UK, 2016.

35. Yin, Y.-N.; Yan, L.-Y.; Jiang, J.-H.; Ma, Z.-H. Biological control of aflatoxin contamination of crops. J. Zhejiang
Univ. Sci. B 2008, 9, 787–792. [CrossRef] [PubMed]

36. Caceres, I.; El-Khoury, R.; Bailly, S.; Oswald, I.P.; Puel, O.; Bailly, J.D. Piperine inhibits aflatoxin B1 production
in Aspergillus flavus by modulating fungal oxidative stress response. Fungal Genet. Biol. 2017, 107, 77–85.
[CrossRef] [PubMed]

37. Bergholz, T.M.; Moreno Switt, A.I.; Wiedmann, M. Omics approaches in food safety: Fulfilling the promise?
Trends Microbiol. 2014, 22, 275–281. [CrossRef] [PubMed]

38. Leng, Y.; Sun, K.; Chen, X.; Li, W. Suspension arrays based on nanoparticle-encoded microspheres for
high-throughput multiplexed detection. Chem. Soc. Rev. 2015, 44, 5552–5595. [CrossRef] [PubMed]

39. Hasin, Y.; Seldin, M.; Lusis, A. Multi-omics approaches to disease. Genome Biol. 2017, 18, 83. [CrossRef]
[PubMed]

40. Riekeberg, E.; Powers, R. New frontiers in metabolomics: From measurement to insight. F1000Research 2017,
6, 1148. [CrossRef] [PubMed]

41. Zhang, A.; Sun, H.; Wang, P.; Han, Y.; Wang, X. Modern analytical techniques in metabolomics analysis.
Analyst 2012, 137, 293–300. [CrossRef] [PubMed]

http://dx.doi.org/10.1038/srep09086
http://www.ncbi.nlm.nih.gov/pubmed/25765923
http://dx.doi.org/10.1016/j.foodchem.2017.04.117
http://www.ncbi.nlm.nih.gov/pubmed/28530578
http://dx.doi.org/10.1016/j.jprot.2017.12.017
http://www.ncbi.nlm.nih.gov/pubmed/29288091
http://dx.doi.org/10.1016/S0168-1605(98)00112-3
http://dx.doi.org/10.3390/toxins8070191
http://www.ncbi.nlm.nih.gov/pubmed/27384585
http://dx.doi.org/10.4315/0362-028X.JFP-13-429
http://www.ncbi.nlm.nih.gov/pubmed/24853519
http://dx.doi.org/10.15414/afz.2016.19.02.64-67
http://dx.doi.org/10.1016/j.foodcont.2018.01.016
http://dx.doi.org/10.1016/j.jscs.2010.06.006
http://dx.doi.org/10.3390/toxins4111024
http://www.ncbi.nlm.nih.gov/pubmed/23202305
http://dx.doi.org/10.1094/APSnetFeature-2001-0901
http://www.ncbi.nlm.nih.gov/pubmed/22557007
http://dx.doi.org/10.1016/j.cofs.2018.08.005
http://dx.doi.org/10.1016/j.plantsci.2015.02.009
http://www.ncbi.nlm.nih.gov/pubmed/25804815
http://dx.doi.org/10.1155/2017/6213474
http://www.ncbi.nlm.nih.gov/pubmed/28331849
http://dx.doi.org/10.1631/jzus.B0860003
http://www.ncbi.nlm.nih.gov/pubmed/18837105
http://dx.doi.org/10.1016/j.fgb.2017.08.005
http://www.ncbi.nlm.nih.gov/pubmed/28830793
http://dx.doi.org/10.1016/j.tim.2014.01.006
http://www.ncbi.nlm.nih.gov/pubmed/24572764
http://dx.doi.org/10.1039/C4CS00382A
http://www.ncbi.nlm.nih.gov/pubmed/26021602
http://dx.doi.org/10.1186/s13059-017-1215-1
http://www.ncbi.nlm.nih.gov/pubmed/28476144
http://dx.doi.org/10.12688/f1000research.11495.1
http://www.ncbi.nlm.nih.gov/pubmed/28781759
http://dx.doi.org/10.1039/C1AN15605E
http://www.ncbi.nlm.nih.gov/pubmed/22102985


Toxins 2018, 10, 433 20 of 26

42. Zwickel, T.; Kahl, S.; Klaffke, H.; Rychlik, M.; Müller, M. Spotlight on the Underdogs—An Analysis of
Underrepresented Alternaria Mycotoxins Formed Depending on Varying Substrate, Time and Temperature
Conditions. Toxins 2016, 8, 344. [CrossRef] [PubMed]

43. Eshelli, M.; Harvey, L.; Edrada-Ebel, R.; McNeil, B. Metabolomics of the bio-degradation process of aflatoxin
B1 by actinomycetes at an initial pH of 6.0. Toxins 2015, 7, 439–456. [CrossRef] [PubMed]

44. Smedsgaard, J.; Nielsen, J. Metabolite profiling of fungi and yeast: From phenotype to metabolome by MS
and informatics. J. Exp. Bot. 2005, 56, 273–286. [CrossRef] [PubMed]

45. Horgan, R.P.; Kenny, L.C. ‘Omic’ technologies: Genomics, transcriptomics, proteomics and metabolomics.
Obstet. Gynaecol. 2011, 13, 189–195. [CrossRef]

46. Iriti, M.; Faoro, F. Chemical Diversity and Defence Metabolism: How Plants Cope with Pathogens and Ozone
Pollution. Int. J. Mol. Sci. 2009, 10, 3371–3399. [CrossRef] [PubMed]

47. Rychlik, M.; Kanawati, B.; Schmitt-Kopplin, P. Foodomics as a promising tool to investigate the mycobolome.
TrAC Trends Anal. Chem. 2017, 96, 22–30. [CrossRef]

48. Castro-Puyana, M.; Pérez-Míguez, R.; Montero, L.; Herrero, M. Application of mass spectrometry-based
metabolomics approaches for food safety, quality and traceability. TrAC Trends Anal. Chem. 2017, 93, 102–118.
[CrossRef]

49. Falade, T.; Chrysanthopoulos, P.; Hodson, M.; Sultanbawa, Y.; Fletcher, M.; Darnell, R.; Korie, S.; Fox, G.;
Falade, T.D.O.; Chrysanthopoulos, P.K.; et al. Metabolites Identified during Varied Doses of Aspergillus
Species in Zea mays Grains, and Their Correlation with Aflatoxin Levels. Toxins 2018, 10, 187. [CrossRef]
[PubMed]

50. Saldan, N.C.; Almeida, R.T.R.; Avíncola, A.; Porto, C.; Galuch, M.B.; Magon, T.F.S.; Pilau, E.J.;
Svidzinski, T.I.E.; Oliveira, C.C. Development of an analytical method for identification of Aspergillus flavus
based on chemical markers using HPLC-MS. Food Chem. 2018, 241, 113–121. [CrossRef] [PubMed]

51. Tan, K.-C.; Trengove, R.D.; Maker, G.L.; Oliver, R.P.; Solomon, P.S. Metabolite profiling identifies the
mycotoxin alternariol in the pathogen Stagonospora nodorum. Metabolomics 2009, 5, 330–335. [CrossRef]

52. Fiehn, O. Combining Genomics, Metabolome Analysis, and Biochemical Modelling to Understand Metabolic
Networks. Comp. Funct. Genom. 2001, 2, 155–168. [CrossRef] [PubMed]

53. Varga, E.; Glauner, T.; Berthiller, F.; Krska, R.; Schuhmacher, R.; Sulyok, M. Development and validation of
a (semi-)quantitative UHPLC-MS/MS method for the determination of 191 mycotoxins and other fungal
metabolites in almonds, hazelnuts, peanuts and pistachios. Anal. Bioanal. Chem. 2013, 405, 5087–5104.
[CrossRef] [PubMed]

54. Hird, S.J.; Lau, B.P.-Y.; Schuhmacher, R.; Krska, R. Liquid chromatography-mass spectrometry for the
determination of chemical contaminants in food. TrAC Trends Anal. Chem. 2014, 59, 59–72. [CrossRef]

55. Rodríguez-Carrasco, Y.; Mañes, J.; Berrada, H.; Juan, C. Development and Validation of a LC-ESI-MS/MS
Method for the Determination of Alternaria Toxins Alternariol, Alternariol Methyl-Ether and Tentoxin in
Tomato and Tomato-Based Products. Toxins 2016, 8, 328. [CrossRef] [PubMed]

56. Rodríguez-Carrasco, Y.; Moltó, J.C.; Mañes, J.; Berrada, H. Development of a GC-MS/MS strategy to
determine 15 mycotoxins and metabolites in human urine. Talanta 2014, 128, 125–131. [CrossRef] [PubMed]

57. Meng-Reiterer, J.; Bueschl, C.; Rechthaler, J.; Berthiller, F.; Lemmens, M.; Schuhmacher, R. Metabolism of
HT-2 Toxin and T-2 Toxin in Oats. Toxins 2016, 8, 364. [CrossRef] [PubMed]

58. Juan, C.; Berrada, H.; Mañes, J.; Oueslati, S. Multi-mycotoxin determination in barley and derived products
from Tunisia and estimation of their dietary intake. Food Chem. Toxicol. 2017, 103, 148–156. [CrossRef]
[PubMed]

59. Liao, C.D.; Wong, J.W.; Zhang, K.; Yang, P.; Wittenberg, J.B.; Trucksess, M.W.; Hayward, D.G.; Lee, N.S.;
Chang, J.S. Multi-mycotoxin Analysis of Finished Grain and Nut Products Using Ultrahigh-Performance
Liquid Chromatography and Positive Electrospray Ionization-Quadrupole Orbital Ion Trap High-Resolution
Mass Spectrometry. J. Agric. Food Chem. 2015, 63, 8314–8332. [CrossRef] [PubMed]

60. Rubert, J.; Righetti, L.; Stranska-Zachariasova, M.; Dzuman, Z.; Chrpova, J.; Dall’Asta, C.; Hajslova, J.
Untargeted metabolomics based on ultra-high-performance liquid chromatography–high-resolution mass
spectrometry merged with chemometrics: A new predictable tool for an early detection of mycotoxins.
Food Chem. 2017, 224, 423–431. [CrossRef] [PubMed]

61. Oplatowska-Stachowiak, M.; Haughey, S.A.; Chevallier, O.P.; Galvin-King, P.; Campbell, K.; Magowan, E.;
Adam, G.; Berthiller, F.; Krska, R.; Elliott, C.T. Determination of the Mycotoxin Content in Distiller’s Dried

http://dx.doi.org/10.3390/toxins8110344
http://www.ncbi.nlm.nih.gov/pubmed/27869760
http://dx.doi.org/10.3390/toxins7020439
http://www.ncbi.nlm.nih.gov/pubmed/25658510
http://dx.doi.org/10.1093/jxb/eri068
http://www.ncbi.nlm.nih.gov/pubmed/15618299
http://dx.doi.org/10.1576/toag.13.3.189.27672
http://dx.doi.org/10.3390/ijms10083371
http://www.ncbi.nlm.nih.gov/pubmed/20111684
http://dx.doi.org/10.1016/j.trac.2017.05.006
http://dx.doi.org/10.1016/j.trac.2017.05.004
http://dx.doi.org/10.3390/toxins10050187
http://www.ncbi.nlm.nih.gov/pubmed/29735944
http://dx.doi.org/10.1016/j.foodchem.2017.08.065
http://www.ncbi.nlm.nih.gov/pubmed/28958507
http://dx.doi.org/10.1007/s11306-009-0158-2
http://dx.doi.org/10.1002/cfg.82
http://www.ncbi.nlm.nih.gov/pubmed/18628911
http://dx.doi.org/10.1007/s00216-013-6831-3
http://www.ncbi.nlm.nih.gov/pubmed/23471368
http://dx.doi.org/10.1016/j.trac.2014.04.005
http://dx.doi.org/10.3390/toxins8110328
http://www.ncbi.nlm.nih.gov/pubmed/27845716
http://dx.doi.org/10.1016/j.talanta.2014.04.072
http://www.ncbi.nlm.nih.gov/pubmed/25059139
http://dx.doi.org/10.3390/toxins8120364
http://www.ncbi.nlm.nih.gov/pubmed/27929394
http://dx.doi.org/10.1016/j.fct.2017.02.037
http://www.ncbi.nlm.nih.gov/pubmed/28249780
http://dx.doi.org/10.1021/jf505049a
http://www.ncbi.nlm.nih.gov/pubmed/25531669
http://dx.doi.org/10.1016/j.foodchem.2016.11.132
http://www.ncbi.nlm.nih.gov/pubmed/28159289


Toxins 2018, 10, 433 21 of 26

Grain with Solubles Using a Multianalyte UHPLC-MS/MS Method. J. Agric. Food Chem. 2015, 63, 9441–9451.
[CrossRef] [PubMed]

62. Malachová, A.; Stránská, M.; Václavíková, M.; Elliott, C.T.; Black, C.; Meneely, J.; Hajšlová, J.; Ezekiel, C.N.;
Schuhmacher, R.; Krska, R. Advanced LC–MS-based methods to study the co-occurrence and metabolization
of multiple mycotoxins in cereals and cereal-based food. Anal. Bioanal. Chem. 2018, 410, 801–825. [CrossRef]
[PubMed]

63. Hopfgartner, G.; Varesio, E.; Tschäppät, V.; Grivet, C.; Bourgogne, E.; Leuthold, L.A. Triple quadrupole linear
ion trap mass spectrometer for the analysis of small molecules and macromolecules. J. Mass Spectrom. 2004,
39, 845–855. [CrossRef] [PubMed]

64. Righetti, L.; Paglia, G.; Galaverna, G.; Dall’Asta, C. Recent Advances and Future Challenges in Modified
Mycotoxin Analysis: Why HRMS Has Become a Key Instrument in Food Contaminant Research. Toxins 2016,
8, 361. [CrossRef] [PubMed]

65. Malachová, A.; Sulyok, M.; Beltrán, E.; Berthiller, F.; Krska, R. Optimization and validation of a quantitative
liquid chromatography–tandem mass spectrometric method covering 295 bacterial and fungal metabolites
including all regulated mycotoxins in four model food matrices. J. Chromatogr. A 2014, 1362, 145–156.
[CrossRef] [PubMed]

66. Croley, T.R.; White, K.D.; Callahan, J.H.; Musser, S.M. The Chromatographic Role in High Resolution Mass
Spectrometry for Non-Targeted Analysis. J. Am. Soc. Mass Spectrom. 2012, 23, 1569–1578. [CrossRef]
[PubMed]

67. Aretz, I.; Meierhofer, D. Advantages and Pitfalls of Mass Spectrometry Based Metabolome Profiling in
Systems Biology. Int. J. Mol. Sci. 2016, 17, 632. [CrossRef] [PubMed]

68. Kos, G.; Sieger, M.; McMullin, D.; Zahradnik, C.; Sulyok, M.; Öner, T.; Mizaikoff, B.; Krska, R. A novel
chemometric classification for FTIR spectra of mycotoxin-contaminated maize and peanuts at regulatory
limits. Food Addit. Contam. Part. A 2016, 33, 1596–1607. [CrossRef] [PubMed]

69. Liu, Z.; Wu, H.-L.; Xie, L.-X.; Hu, Y.; Fang, H.; Sun, X.-D.; Wang, T.; Xiao, R.; Yu, R.-Q.
Chemometrics-enhanced liquid chromatography-full scan-mass spectrometry for interference-free analysis
of multi-class mycotoxins in complex cereal samples. Chemom. Intell. Lab. Syst. 2017, 160, 125–138. [CrossRef]

70. Chernushevich, I.V.; Loboda, A.V.; Thomson, B.A. An introduction to quadrupole-time-of-flight mass
spectrometry. J. Mass Spectrom. 2001, 36, 849–865. [CrossRef] [PubMed]

71. Ren, Y.; Zhang, Y.; Shao, S.; Cai, Z.; Feng, L.; Pan, H.; Wang, Z. Simultaneous determination of
multi-component mycotoxin contaminants in foods and feeds by ultra-performance liquid chromatography
tandem mass spectrometry. J. Chromatogr. A 2007, 1143, 48–64. [CrossRef] [PubMed]

72. Streit, E.; Schwab, C.; Sulyok, M.; Naehrer, K.; Krska, R.; Schatzmayr, G. Multi-Mycotoxin Screening Reveals
the Occurrence of 139 Different Secondary Metabolites in Feed and Feed Ingredients. Toxins 2013, 5, 504–523.
[CrossRef] [PubMed]

73. Ok, H.; Tian, F.; Hong, E.; Paek, O.; Kim, S.-H.; Kim, D.; Chun, H. Harmonized Collaborative Validation
of Aflatoxins and Sterigmatocystin in White Rice and Sorghum by Liquid Chromatography Coupled to
Tandem Mass Spectrometry. Toxins 2016, 8, 371. [CrossRef] [PubMed]

74. Sun, J.; Li, W.; Zhang, Y.; Hu, X.; Wu, L.; Wang, B. QuEChERS Purification Combined with Ultrahigh-
Performance Liquid Chromatography Tandem Mass Spectrometry for Simultaneous Quantification of
25 Mycotoxins in Cereals. Toxins 2016, 8, 375. [CrossRef] [PubMed]

75. Mylroie, J.E.; Ozkan, S.; Shivaji, R.; Windham, G.L.; Alpe, M.N.; Williams, W.P. Identification and
Quantification of a Toxigenic and Non-Toxigenic Aspergillus flavus Strain in Contaminated Maize Using
Quantitative Real-Time PCR. Toxins 2016, 8, 15. [CrossRef] [PubMed]

76. Lattanzio, V.M.T.; Solfrizzo, M.; Powers, S.; Visconti, A. Simultaneous determination of aflatoxins, ochratoxin
A andFusarium toxins in maize by liquid chromatography/tandem mass spectrometry after multitoxin
immunoaffinity cleanup. Rapid Commun. Mass Spectrom. 2007, 21, 3253–3261. [CrossRef] [PubMed]

77. Vaclavikova, M.; MacMahon, S.; Zhang, K.; Begley, T.H. Application of single immunoaffinity clean-up
for simultaneous determination of regulated mycotoxins in cereals and nuts. Talanta 2013, 117, 345–351.
[CrossRef] [PubMed]

78. Lattanzio, V.M.T.; Ciasca, B.; Powers, S.; Visconti, A. Improved method for the simultaneous
determination of aflatoxins, ochratoxin A and Fusarium toxins in cereals and derived products by liquid

http://dx.doi.org/10.1021/acs.jafc.5b03844
http://www.ncbi.nlm.nih.gov/pubmed/26449927
http://dx.doi.org/10.1007/s00216-017-0750-7
http://www.ncbi.nlm.nih.gov/pubmed/29273904
http://dx.doi.org/10.1002/jms.659
http://www.ncbi.nlm.nih.gov/pubmed/15329837
http://dx.doi.org/10.3390/toxins8120361
http://www.ncbi.nlm.nih.gov/pubmed/27918432
http://dx.doi.org/10.1016/j.chroma.2014.08.037
http://www.ncbi.nlm.nih.gov/pubmed/25175039
http://dx.doi.org/10.1007/s13361-012-0392-0
http://www.ncbi.nlm.nih.gov/pubmed/22711514
http://dx.doi.org/10.3390/ijms17050632
http://www.ncbi.nlm.nih.gov/pubmed/27128910
http://dx.doi.org/10.1080/19440049.2016.1217567
http://www.ncbi.nlm.nih.gov/pubmed/27684544
http://dx.doi.org/10.1016/j.chemolab.2016.12.003
http://dx.doi.org/10.1002/jms.207
http://www.ncbi.nlm.nih.gov/pubmed/11523084
http://dx.doi.org/10.1016/j.chroma.2006.12.064
http://www.ncbi.nlm.nih.gov/pubmed/17234198
http://dx.doi.org/10.3390/toxins5030504
http://www.ncbi.nlm.nih.gov/pubmed/23529186
http://dx.doi.org/10.3390/toxins8120371
http://www.ncbi.nlm.nih.gov/pubmed/27983588
http://dx.doi.org/10.3390/toxins8120375
http://www.ncbi.nlm.nih.gov/pubmed/27983693
http://dx.doi.org/10.3390/toxins8010015
http://www.ncbi.nlm.nih.gov/pubmed/26742074
http://dx.doi.org/10.1002/rcm.3210
http://www.ncbi.nlm.nih.gov/pubmed/17828806
http://dx.doi.org/10.1016/j.talanta.2013.09.007
http://www.ncbi.nlm.nih.gov/pubmed/24209351


Toxins 2018, 10, 433 22 of 26

chromatography–tandem mass spectrometry after multi-toxin immunoaffinity clean up. J. Chromatogr. A
2014, 1354, 139–143. [CrossRef] [PubMed]

79. Wilcox, J.; Donnelly, C.; Leeman, D.; Marley, E. The use of immunoaffinity columns connected in tandem for
selective and cost-effective mycotoxin clean-up prior to multi-mycotoxin liquid chromatographic–tandem
mass spectrometric analysis in food matrices. J. Chromatogr. A 2015, 1400, 91–97. [CrossRef] [PubMed]

80. Desmarchelier, A.; Oberson, J.-M.; Tella, P.; Gremaud, E.; Seefelder, W.; Mottier, P. Development and
Comparison of Two Multiresidue Methods for the Analysis of 17 Mycotoxins in Cereals by Liquid
Chromatography Electrospray Ionization Tandem Mass Spectrometry. J. Agric. Food Chem. 2010, 58,
7510–7519. [CrossRef] [PubMed]

81. De Oliveira Filho, J.W.G.; Islam, M.T.; Ali, E.S.; Uddin, S.J.; Santos, J.V.d.O.; de Alencar, M.V.O.B.;
Júnior, A.L.G.; Paz, M.F.C.J.; de Brito, M.d.R.M.; E Sousa, J.M.d.C.; et al. A comprehensive review on
biological properties of citrinin. Food Chem. Toxicol. 2017, 110, 130–141. [CrossRef] [PubMed]

82. Lacina, O.; Zachariasova, M.; Urbanova, J.; Vaclavikova, M.; Cajka, T.; Hajslova, J. Critical assessment of
extraction methods for the simultaneous determination of pesticide residues and mycotoxins in fruits, cereals,
spices and oil seeds employing ultra-high performance liquid chromatography–tandem mass spectrometry.
J. Chromatogr. A 2012, 1262, 8–18. [CrossRef] [PubMed]

83. Sulyok, M.; Berthiller, F.; Krska, R.; Schuhmacher, R. Development and validation of a liquid
chromatography/tandem mass spectrometric method for the determination of 39 mycotoxins in wheat and
maize. Rapid Commun. Mass Spectrom. 2006, 20, 2649–2659. [CrossRef] [PubMed]

84. Rubert, J.; Dzuman, Z.; Vaclavikova, M.; Zachariasova, M.; Soler, C.; Hajslova, J. Analysis of mycotoxins in
barley using ultra high liquid chromatography high resolution mass spectrometry: Comparison of efficiency
and efficacy of different extraction procedures. Talanta 2012, 99, 712–719. [CrossRef] [PubMed]

85. Beccari, G.; Caproni, L.; Tini, F.; Uhlig, S.; Covarelli, L. Presence of Fusarium Species and Other Toxigenic
Fungi in Malting Barley and Multi-Mycotoxin Analysis by Liquid Chromatography–High-Resolution Mass
Spectrometry. J. Agric. Food Chem. 2016, 64, 4390–4399. [CrossRef] [PubMed]

86. Diana Di Mavungu, J.; Monbaliu, S.; Scippo, M.-L.; Maghuin-Rogister, G.; Schneider, Y.-J.; Larondelle, Y.;
Callebaut, A.; Robbens, J.; Van Peteghem, C.; De Saeger, S. LC-MS/MS multi-analyte method for mycotoxin
determination in food supplements. Food Addit. Contam. Part A 2009, 26, 885–895. [CrossRef] [PubMed]

87. Warth, B.; Parich, A.; Atehnkeng, J.; Bandyopadhyay, R.; Schuhmacher, R.; Sulyok, M.; Krska, R. Quantitation
of Mycotoxins in Food and Feed from Burkina Faso and Mozambique Using a Modern LC-MS/MS Multitoxin
Method. J. Agric. Food Chem. 2012, 60, 9352–9363. [CrossRef] [PubMed]

88. Martins, C.; Assunção, R.; Cunha, S.C.; Fernandes, J.O.; Jager, A.; Petta, T.; Oliveira, C.A.; Alvito, P.
Assessment of multiple mycotoxins in breakfast cereals available in the Portuguese market. Food Chem. 2018,
239, 132–140. [CrossRef] [PubMed]

89. Lindenmeier, M.; Schieberle, P.; Rychlik, M. Quantification of ochratoxin A in foods by a stable isotope
dilution assay using high-performance liquid chromatography-tandem mass spectrometry. J. Chromatogr. A
2004, 1023, 57–66. [CrossRef] [PubMed]

90. Zöllner, P.; Mayer-Helm, B. Trace mycotoxin analysis in complex biological and food matrices by liquid
chromatography–atmospheric pressure ionisation mass spectrometry. J. Chromatogr. A 2006, 1136, 123–169.
[CrossRef] [PubMed]

91. Human Genome Sequencing Consortium, I. Finishing the euchromatic sequence of the human genome.
Nature 2004, 431, 931–945. [CrossRef] [PubMed]

92. Cary, J.W.; OBrian, G.R.; Nielsen, D.M.; Nierman, W.; Harris-Coward, P.; Yu, J.; Bhatnagar, D.; Cleveland, T.E.;
Payne, G.A.; Calvo, A.M. Elucidation of veA-dependent genes associated with aflatoxin and sclerotial
production in Aspergillus flavus by functional genomics. Appl. Microbiol. Biotechnol. 2007, 76, 1107–1118.
[CrossRef] [PubMed]

93. Amaike, S.; Keller, N.P. Aspergillus flavus. Annu. Rev. Phytopathol. 2011, 49, 107–133. [CrossRef] [PubMed]
94. Chen, Z.-Y.; Brown, R.L.; Damann, K.E.; Cleveland, T.E. Identification of Unique or Elevated Levels of

Kernel Proteins in Aflatoxin-Resistant Maize Genotypes Through Proteome Analysis. Phytopathology 2002,
92, 1084–1094. [CrossRef] [PubMed]

95. Cleveland, T.E.; Yu, J.; Fedorova, N.; Bhatnagar, D.; Payne, G.A.; Nierman, W.C.; Bennett, J.W. Potential of
Aspergillus flavus genomics for applications in biotechnology. Trends Biotechnol. 2009, 27, 151–157. [CrossRef]
[PubMed]

http://dx.doi.org/10.1016/j.chroma.2014.05.069
http://www.ncbi.nlm.nih.gov/pubmed/24969088
http://dx.doi.org/10.1016/j.chroma.2015.04.053
http://www.ncbi.nlm.nih.gov/pubmed/25990350
http://dx.doi.org/10.1021/jf100891m
http://www.ncbi.nlm.nih.gov/pubmed/20527950
http://dx.doi.org/10.1016/j.fct.2017.10.002
http://www.ncbi.nlm.nih.gov/pubmed/28993214
http://dx.doi.org/10.1016/j.chroma.2012.08.097
http://www.ncbi.nlm.nih.gov/pubmed/23010246
http://dx.doi.org/10.1002/rcm.2640
http://www.ncbi.nlm.nih.gov/pubmed/16912987
http://dx.doi.org/10.1016/j.talanta.2012.07.010
http://www.ncbi.nlm.nih.gov/pubmed/22967615
http://dx.doi.org/10.1021/acs.jafc.6b00702
http://www.ncbi.nlm.nih.gov/pubmed/27127848
http://dx.doi.org/10.1080/02652030902774649
http://www.ncbi.nlm.nih.gov/pubmed/19680964
http://dx.doi.org/10.1021/jf302003n
http://www.ncbi.nlm.nih.gov/pubmed/22835072
http://dx.doi.org/10.1016/j.foodchem.2017.06.088
http://www.ncbi.nlm.nih.gov/pubmed/28873550
http://dx.doi.org/10.1016/j.chroma.2003.10.004
http://www.ncbi.nlm.nih.gov/pubmed/14760850
http://dx.doi.org/10.1016/j.chroma.2006.09.055
http://www.ncbi.nlm.nih.gov/pubmed/17087969
http://dx.doi.org/10.1038/nature03001
http://www.ncbi.nlm.nih.gov/pubmed/15496913
http://dx.doi.org/10.1007/s00253-007-1081-y
http://www.ncbi.nlm.nih.gov/pubmed/17646985
http://dx.doi.org/10.1146/annurev-phyto-072910-095221
http://www.ncbi.nlm.nih.gov/pubmed/21513456
http://dx.doi.org/10.1094/PHYTO.2002.92.10.1084
http://www.ncbi.nlm.nih.gov/pubmed/18944219
http://dx.doi.org/10.1016/j.tibtech.2008.11.008
http://www.ncbi.nlm.nih.gov/pubmed/19195728


Toxins 2018, 10, 433 23 of 26

96. Mahmoud, M.A. Detection of Aspergillus flavus in Stored Peanuts Using Real-Time PCR and the Expression
of Aflatoxin Genes in Toxigenic and Atoxigenic A. flavus Isolates. Foodborne Pathog. Dis. 2015, 12, 289–296.
[CrossRef] [PubMed]

97. Zhang, J.; Chiodini, R.; Badr, A.; Zhang, G. The impact of next-generation sequencing on genomics.
J. Genet. Genom. 2011, 38, 95–109. [CrossRef] [PubMed]

98. Yu, J.; Ronning, C.M.; Wilkinson, J.R.; Campbell, B.C.; Payne, G.A.; Bhatnagar, D.; Cleveland, T.E.;
Nierman, W.C. Gene profiling for studying the mechanism of aflatoxin biosynthesis in Aspergillus flavus and
A. parasiticus. Food Addit. Contam. 2007, 24, 1035–1042. [CrossRef] [PubMed]

99. Moore, G.G.; Mack, B.M.; Beltz, S.B. Genomic sequence of the aflatoxigenic filamentous fungus
Aspergillus nomius. BMC Genom. 2015, 16, 551. [CrossRef] [PubMed]

100. Kim, J.H.; Yu, J.; Mahoney, N.; Chan, K.L.; Molyneux, R.J.; Varga, J.; Bhatnagar, D.; Cleveland, T.E.;
Nierman, W.C.; Campbell, B.C. Elucidation of the functional genomics of antioxidant-based inhibition
of aflatoxin biosynthesis. Int. J. Food Microbiol. 2008, 122, 49–60. [CrossRef] [PubMed]

101. Cleveland, T.E.; Bhatnagar, D.; Yu, J. Elimination and control of aflatoxin contamination in agricultural
crops through Aspergillus flavus genomics. In Mycotoxin Prevention and Control in Agriculture; Appell, M.,
Kendra, F.D.F., Trucksess, M.W., Eds.; ACS eBooks Publications: Washington, DC, USA, 2010; pp. 93–106.

102. Yu, J.; Bhatnagar, D.; Cleveland, T.E. Chapter eleven Genetics and biochemistry of aflatoxin formation
and genomics approach for preventing aflatoxin contamination. Recent Adv. Phytochem. 2004, 38, 223–255.
[CrossRef]

103. Niessen, L.; Bechtner, J.; Fodil, S.; Taniwaki, M.H.; Vogel, R.F. LAMP-based group specific detection of
aflatoxin producers within Aspergillus section Flavi in food raw materials, spices, and dried fruit using
neutral red for visible-light signal detection. Int. J. Food Microbiol. 2018, 266, 241–250. [CrossRef] [PubMed]

104. Sadhasivam, S.; Britzi, M.; Zakin, V.; Kostyukovsky, M.; Trostanetsky, A.; Quinn, E.; Sionov, E. Rapid
Detection and Identification of Mycotoxigenic Fungi and Mycotoxins in Stored Wheat Grain. Toxins 2017,
9, 302. [CrossRef] [PubMed]

105. Yu, J.; Payne, G.A.; Nierman, W.C.; Machida, M.; Bennett, J.W.; Campbell, B.C.; Robens, J.F.; Bhatnagar, D.;
Dean, R.A.; Cleveland, T.E. Aspergillus flavus genomics as a tool for studying the mechanism of aflatoxin
formation. Food Addit. Contam. Part A Chem. Anal. Control. Expos. Risk Assess. 2008, 25, 1152–1157. [CrossRef]

106. Chancharoonpong, C.; Hsieh, P.-C.; Sheu, S.-C. Enzyme Production and Growth of Aspergillus oryzae S. on
Soybean Koji Fermentation. APCBEE Procedia 2012, 2, 57–61. [CrossRef]

107. Faustinelli, P.C.; Palencia, E.R.; Sobolev, V.S.; Horn, B.W.; Sheppard, H.T.; Lamb, M.C.; Wang, X.M.;
Scheffler, B.E.; Martinez Castillo, J.; Arias, R.S. Study of the genetic diversity of the aflatoxin biosynthesis
cluster in Aspergillus section Flavi using insertion/deletion markers in peanut seeds from Georgia, USA.
Mycologia 2017, 109, 200–209. [CrossRef] [PubMed]

108. Faustinelli, P.C.; Wang, X.M.; Palencia, E.R.; Arias, R.S. Genome Sequences of Eight Aspergillus flavus spp.
and One A. parasiticus sp., Isolated from Peanut Seeds in Georgia. Genome Announc. 2016, 4. [CrossRef]
[PubMed]

109. Gilbert, M.K.; Mack, B.M.; Payne, G.A.; Bhatnagar, D. Use of functional genomics to assess the climate
change impact on Aspergillus flavus and aflatoxin production. World Mycotoxin J. 2016, 9, 665–672. [CrossRef]

110. Gallo, A.; Bruno, K.S.; Solfrizzo, M.; Perrone, G.; Mulè, G.; Visconti, A.; Baker, S.E. New insight into
the ochratoxin A biosynthetic pathway through deletion of a nonribosomal peptide synthetase gene in
Aspergillus carbonarius. Appl. Environ. Microbiol. 2012, 78, 8208–8218. [CrossRef] [PubMed]

111. Chakrabortti, A.; Li, J.; Liang, Z.-X. Complete Genome Sequence of the Filamentous Fungus
Aspergillus westerdijkiae Reveals the Putative Biosynthetic Gene Cluster of Ochratoxin A. Genome Announc.
2016, 4. [CrossRef] [PubMed]

112. Han, X.; Chakrabortti, A.; Zhu, J.; Liang, Z.-X.; Li, J. Sequencing and functional annotation of the whole
genome of the filamentous fungus Aspergillus westerdijkiae. BMC Genom. 2016, 17, 633. [CrossRef] [PubMed]

113. Puel, O.; Galtier, P.; Oswald, I.P. Biosynthesis and toxicological effects of patulin. Toxins 2010, 2, 613–631.
[CrossRef] [PubMed]

114. Snini, S.P.; Tadrist, S.; Laffitte, J.; Jamin, E.L.; Oswald, I.P.; Puel, O. The gene PatG involved in the biosynthesis
pathway of patulin, a food-borne mycotoxin, encodes a 6-methylsalicylic acid decarboxylase. Int. J.
Food Microbiol. 2014, 171, 77–83. [CrossRef] [PubMed]

http://dx.doi.org/10.1089/fpd.2014.1854
http://www.ncbi.nlm.nih.gov/pubmed/25621617
http://dx.doi.org/10.1016/j.jgg.2011.02.003
http://www.ncbi.nlm.nih.gov/pubmed/21477781
http://dx.doi.org/10.1080/02652030701513800
http://www.ncbi.nlm.nih.gov/pubmed/17886175
http://dx.doi.org/10.1186/s12864-015-1719-6
http://www.ncbi.nlm.nih.gov/pubmed/26216546
http://dx.doi.org/10.1016/j.ijfoodmicro.2007.11.058
http://www.ncbi.nlm.nih.gov/pubmed/18166238
http://dx.doi.org/10.1016/S0079-9920(04)80012-1
http://dx.doi.org/10.1016/j.ijfoodmicro.2017.12.013
http://www.ncbi.nlm.nih.gov/pubmed/29272724
http://dx.doi.org/10.3390/toxins9100302
http://www.ncbi.nlm.nih.gov/pubmed/28946706
http://dx.doi.org/10.1080/02652030802213375
http://dx.doi.org/10.1016/j.apcbee.2012.06.011
http://dx.doi.org/10.1080/00275514.2017.1307095
http://www.ncbi.nlm.nih.gov/pubmed/28506119
http://dx.doi.org/10.1128/genomeA.00278-16
http://www.ncbi.nlm.nih.gov/pubmed/27081142
http://dx.doi.org/10.3920/WMJ2016.2049
http://dx.doi.org/10.1128/AEM.02508-12
http://www.ncbi.nlm.nih.gov/pubmed/22983973
http://dx.doi.org/10.1128/genomeA.00982-16
http://www.ncbi.nlm.nih.gov/pubmed/27635003
http://dx.doi.org/10.1186/s12864-016-2974-x
http://www.ncbi.nlm.nih.gov/pubmed/27527502
http://dx.doi.org/10.3390/toxins2040613
http://www.ncbi.nlm.nih.gov/pubmed/22069602
http://dx.doi.org/10.1016/j.ijfoodmicro.2013.11.020
http://www.ncbi.nlm.nih.gov/pubmed/24334092


Toxins 2018, 10, 433 24 of 26

115. Li, B.; Zong, Y.; Du, Z.; Chen, Y.; Zhang, Z.; Qin, G.; Zhao, W.; Tian, S. Genomic Characterization Reveals
Insights Into Patulin Biosynthesis and Pathogenicity in Penicillium Species. Mol. Plant.-Microbe Interact. 2015,
28, 635–647. [CrossRef] [PubMed]

116. Carvajal-Campos, A.; Manizan, A.; Tadrist, S.; Akaki, D.; Koffi-Nevry, R.; Moore, G.; Fapohunda, S.; Bailly, S.;
Montet, D.; Oswald, I.; et al. Aspergillus korhogoensis, a Novel Aflatoxin Producing Species from the Côte
d’Ivoire. Toxins 2017, 9, 353. [CrossRef] [PubMed]

117. Dong, Z.; Chen, Y. Transcriptomics: Advances and approaches. Sci. China Life Sci. 2013, 56, 960–967.
[CrossRef] [PubMed]

118. Scheper, G.C.; van der Knaap, M.S.; Proud, C.G. Translation matters: Protein synthesis defects in inherited
disease. Nat. Rev. Genet. 2007, 8, 711–723. [CrossRef] [PubMed]

119. Pedrotty, D.M.; Morley, M.P.; Cappola, T.P. Transcriptomic biomarkers of cardiovascular disease.
Prog. Cardiovasc. Dis. 2012, 55, 64–69. [CrossRef] [PubMed]

120. Macaulay, I.C.; Carr, P.; Gusnanto, A.; Ouwehand, W.; Fitzgerald, D.; Watkins, N. Platelet genomics and
proteomics in human health and disease. J. Clin. Investig. 2005, 115, 3370–3377. [CrossRef] [PubMed]

121. Sayanthooran, S.; Magana-Arachchi, D.N.; Gunerathne, L.; Abeysekera, T. Potential diagnostic biomarkers
for chronic kidney disease of unknown etiology (CKDu) in Sri Lanka: A pilot study. BMC Nephrol. 2017,
18, 31. [CrossRef] [PubMed]

122. Lu, X.; Hu, B.; Shao, L.; Tian, Y.; Jin, T.; Jin, Y.; Ji, S.; Fan, X. Integrated analysis of transcriptomics and
metabonomics profiles in aflatoxin B1-induced hepatotoxicity in rat. Food Chem. Toxicol. 2013, 55, 444–455.
[CrossRef] [PubMed]

123. Alwine, J.C.; Kemp, D.J.; Stark, G.R. Method for detection of specific RNAs in agarose gels by transfer to
diazobenzyloxymethyl-paper and hybridization with DNA probes. Proc. Natl. Acad. Sci. USA 1977, 74,
5350–5354. [CrossRef] [PubMed]

124. Malone, J.H.; Oliver, B. Microarrays, deep sequencing and the true measure of the transcriptome. BMC Biol.
2011, 9, 34. [CrossRef] [PubMed]

125. Lowe, R.; Shirley, N.; Bleackley, M.; Dolan, S.; Shafee, T. Transcriptomics technologies. PLOS Comput. Biol.
2017, 13, e1005457. [CrossRef] [PubMed]

126. Castellá, G.; Bragulat, M.R.; Puig, L.; Sanseverino, W.; Cabañes, F.J. Genomic diversity in ochratoxigenic and
non ochratoxigenic strains of Aspergillus carbonarius. Sci. Rep. 2018, 8, 5439. [CrossRef] [PubMed]

127. Musungu, B.M.; Bhatnagar, D.; Brown, R.L.; Payne, G.A.; OBrian, G.; Fakhoury, A.M.; Geisler, M. A Network
Approach of Gene Co-expression in the Zea mays/Aspergillus flavus Pathosystem to Map Host/Pathogen
Interaction Pathways. Front. Genet. 2016, 7, 206. [CrossRef] [PubMed]

128. Cunha, S.C.; Faria, M.A.; Fernandes, J.O. Determination of patulin in apple and quince products by GC–MS
using 13C5–7 patulin as internal standard. Food Chem. 2009, 115, 352–359. [CrossRef]

129. Nayak, S.N.; Agarwal, G.; Pandey, M.K.; Sudini, H.K.; Jayale, A.S.; Purohit, S.; Desai, A.; Wan, L.; Guo, B.;
Liao, B.; et al. Aspergillus flavus infection triggered immune responses and host-pathogen cross-talks in
groundnut during in-vitro seed colonization. Sci. Rep. 2017, 7, 9659. [CrossRef] [PubMed]

130. Bhatnagar, D.; Rajasekaran, K.; Gilbert, M.; Cary, J.W.; Magan, N. Advances in molecular and genomic
research to safeguard food and feed supply from aflatoxin contamination. World Mycotoxin J. 2018, 11, 47–72.
[CrossRef]

131. Vettorazzi, A.; van Delft, J.; López de Cerain, A. A review on ochratoxin A transcriptomic studies.
Food Chem. Toxicol. 2013, 59, 766–783. [CrossRef] [PubMed]

132. Smit, E.; Souza, T.; Jennen, D.G.J.; Kleinjans, J.C.S.; van den Beucken, T. Identification of essential transcription
factors for adequate DNA damage response after benzo(a)pyrene and aflatoxin B1 exposure by combining
transcriptomics with functional genomics. Toxicology 2017, 390, 74–82. [CrossRef] [PubMed]

133. Hoek-van den Hil, E.F.; van Schothorst, E.M.; van der Stelt, I.; Hollman, P.C.H.; Keijer, J.; Rietjens, I.M.C.M.
Quercetin tests negative for genotoxicity in transcriptome analyses of liver and small intestine of mice.
Food Chem. Toxicol. 2015, 81, 34–39. [CrossRef] [PubMed]

134. Li, W.; Sang, Y.; Zhang, G. Combined cytotoxicity of aflatoxin B1 and deoxynivalenol to hepatoma
HepG2/C3A cells. World Mycotoxin J. 2017, 10, 387–399. [CrossRef]

135. Josse, R.; Dumont, J.; Fautrel, A.; Robin, M.-A.; Guillouzo, A. Identification of early target genes of aflatoxin
B1 in human hepatocytes, inter-individual variability and comparison with other genotoxic compounds.
Toxicol. Appl. Pharmacol. 2012, 258, 176–187. [CrossRef] [PubMed]

http://dx.doi.org/10.1094/MPMI-12-14-0398-FI
http://www.ncbi.nlm.nih.gov/pubmed/25625822
http://dx.doi.org/10.3390/toxins9110353
http://www.ncbi.nlm.nih.gov/pubmed/29088078
http://dx.doi.org/10.1007/s11427-013-4557-2
http://www.ncbi.nlm.nih.gov/pubmed/24091688
http://dx.doi.org/10.1038/nrg2142
http://www.ncbi.nlm.nih.gov/pubmed/17680008
http://dx.doi.org/10.1016/j.pcad.2012.06.003
http://www.ncbi.nlm.nih.gov/pubmed/22824111
http://dx.doi.org/10.1172/JCI26885
http://www.ncbi.nlm.nih.gov/pubmed/16322782
http://dx.doi.org/10.1186/s12882-017-0440-x
http://www.ncbi.nlm.nih.gov/pubmed/28103909
http://dx.doi.org/10.1016/j.fct.2013.01.020
http://www.ncbi.nlm.nih.gov/pubmed/23385219
http://dx.doi.org/10.1073/pnas.74.12.5350
http://www.ncbi.nlm.nih.gov/pubmed/414220
http://dx.doi.org/10.1186/1741-7007-9-34
http://www.ncbi.nlm.nih.gov/pubmed/21627854
http://dx.doi.org/10.1371/journal.pcbi.1005457
http://www.ncbi.nlm.nih.gov/pubmed/28545146
http://dx.doi.org/10.1038/s41598-018-23802-8
http://www.ncbi.nlm.nih.gov/pubmed/29615708
http://dx.doi.org/10.3389/fgene.2016.00206
http://www.ncbi.nlm.nih.gov/pubmed/27917194
http://dx.doi.org/10.1016/j.foodchem.2008.11.074
http://dx.doi.org/10.1038/s41598-017-09260-8
http://www.ncbi.nlm.nih.gov/pubmed/28851929
http://dx.doi.org/10.3920/WMJ2017.2283
http://dx.doi.org/10.1016/j.fct.2013.05.043
http://www.ncbi.nlm.nih.gov/pubmed/23747715
http://dx.doi.org/10.1016/j.tox.2017.09.002
http://www.ncbi.nlm.nih.gov/pubmed/28882572
http://dx.doi.org/10.1016/j.fct.2015.04.005
http://www.ncbi.nlm.nih.gov/pubmed/25862958
http://dx.doi.org/10.3920/WMJ2017.2212
http://dx.doi.org/10.1016/j.taap.2011.10.019
http://www.ncbi.nlm.nih.gov/pubmed/22100608


Toxins 2018, 10, 433 25 of 26

136. Vanacloig-Pedros, E.; Proft, M.; Pascual-Ahuir, A. Different Toxicity Mechanisms for Citrinin and Ochratoxin
A Revealed by Transcriptomic Analysis in Yeast. Toxins 2016, 8, 273. [CrossRef] [PubMed]

137. Wu, T.-S.; Lin, Y.-T.; Huang, Y.-T.; Cheng, Y.-C.; Yu, F.-Y.; Liu, B.-H. Disruption of liver development and
coagulation pathway by ochratoxin A in embryonic zebrafish. Toxicol. Appl. Pharmacol. 2018, 340, 1–8.
[CrossRef] [PubMed]

138. Jennings, P.; Weiland, C.; Limonciel, A.; Bloch, K.M.; Radford, R.; Aschauer, L.; McMorrow, T.; Wilmes, A.;
Pfaller, W.; Ahr, H.J.; et al. Transcriptomic alterations induced by Ochratoxin A in rat and human renal
proximal tubular in vitro models and comparison to a rat in vivo model. Arch. Toxicol. 2012, 86, 571–589.
[CrossRef] [PubMed]

139. Ianiri, G.; Idnurm, A.; Castoria, R. Transcriptomic responses of the basidiomycete yeast Sporobolomyces sp. to
the mycotoxin patulin. BMC Genom. 2016, 17, 210. [CrossRef] [PubMed]

140. Wilkins, M.R.; Pasquali, C.; Appel, R.D.; Ou, K.; Golaz, O.; Sanchez, J.C.; Yan, J.X.; Gooley, A.A.; Hughes, G.;
Humphery-Smith, I.; et al. From proteins to proteomes: Large scale protein identification by two-dimensional
electrophoresis and amino acid analysis. Nat. Biotechnol. 1996, 14, 61. [CrossRef]

141. Gupta, A.; Govila, V.; Saini, A. Proteomics—The research frontier in periodontics. J. Oral Biol. Craniofacial Res.
2015, 5, 46–52. [CrossRef] [PubMed]

142. Taniguchi, C.M.; Emanuelli, B.; Kahn, C.R. Critical nodes in signalling pathways: Insights into insulin action.
Nat. Rev. Mol. Cell Biol. 2006, 7, 85–96. [CrossRef] [PubMed]
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