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Abstract
Plants have a large diversity of metabolites in order to carry out the complicated plant metabolic pathway in a coordinated
manner under normal as well as stressful conditions. These metabolites are further subdivided into primary metabolites
which are responsible the for main metabolic pathways that are critical for the survival of plants and secondary metabolites
which are not necessary for the main metabolic pathway for growth and development but are involved in developing
the ability of the plants to interact with the surrounding adverse environment. Plants produce a diversity of secondary
metabolites (PSMs) that serve as defense compounds against herbivores and microorganisms. In addition, some PSMs
attract animals for pollination and seed dispersal. Pathogens gain entry into host cell, reproduce there and use biological
machinery of host plants which is threat to global crop production. Integrated management strategies based upon minimizing
population and use of resistant cultivars can address this potential problem. In the developing world, farmers are less likely
to adopt these approaches instead they prefer the use of chemical pesticides. Reckless use of chemical pesticides is
destroying our ecosystem, which is why ecofriendly alternatives, like plant-based metabolites to control pathogens, must
be explored. Studies conducted on different plant metabolites reported that these metabolites can potentially combat plant
pathogens. In this study, we also discuss some of the plant secondary metabolites including alkaloids, flavonoids and
phenolics, and antioxidant enzymes like peroxidase, polyphenol oxidase, and chitinase.
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Pflanzliche Sekundärmetaboliten als Mittel zur Untersuchung der biotischen Stresstoleranz bei
Pflanzen: ein Überblick

Zusammenfassung
Pflanzen verfügen über eine große Vielfalt an Metaboliten, die die komplizierten pflanzlichen Stoffwechselwege sowohl un-
ter normalen als auch unter stressigen Bedingungen koordiniert ablaufen lassen. Diese Metaboliten werden weiter unterteilt
in primäre Metaboliten, die für die wichtigsten Stoffwechselwege verantwortlich sind, die für das Überleben der Pflanzen
äußerst wichtig sind, und sekundäre Metaboliten, die für die wichtigsten Stoffwechselwege für Wachstum und Entwicklung
nicht notwendig sind, aber an der Entwicklung der Fähigkeit der Pflanzen beteiligt sind, mit der umgebenden ungünstigen
Umwelt zu interagieren. Pflanzen produzieren eine Vielzahl von Sekundärmetaboliten (PSM), die als Abwehrstoffe gegen
Pflanzenfresser und Mikroorganismen dienen. Darüber hinaus locken einige PSM Tiere zur Bestäubung und Samenver-
breitung an. Krankheitserreger dringen in die Wirtszelle ein, vermehren sich dort und nutzen die biologische Maschinerie
der Wirtspflanzen, was eine Bedrohung für die weltweite Pflanzenproduktion darstellt. Integrierte Bewirtschaftungsstrate-
gien, die auf der Minimierung der Population und der Verwendung resistenter Sorten basieren, können dieses potenzielle
Problem lösen. In den Entwicklungsländern sind die Landwirte weniger geneigt, diese Ansätze zu übernehmen, sondern
bevorzugen den Einsatz von chemischen Pestiziden. Der rücksichtslose Einsatz von chemischen Pestiziden zerstört unser
Ökosystem. Deshalb müssen umweltfreundliche Alternativen erforscht werden, z.B. pflanzliche Stoffwechselprodukte zur
Bekämpfung von Krankheitserregern. Studien zu verschiedenen Pflanzenmetaboliten haben ergeben, dass diese Metaboliten
potenziell Pflanzenpathogene bekämpfen können. In dieser Studie haben wir auch einige pflanzliche Sekundärmetaboliten
wie Alkaloide, Flavonoide und Phenole sowie antioxidative Enzyme wie Peroxidase, Polyphenoloxidase und Chitinase
untersucht.

Schlüsselwörter Phenolsäuren · Flavonoide · Tannine · Cumarine · Lignane

Introduction

There are over 400,000 vascular plant species on earth,
which are the sources of thousands of metabolites; how-
ever, the function, utility and structure of these metabolites
have only been moderately explored. Plants that are ses-
sile and continuously exposed to changing environments
have far more metabolic diversity than any other organ-
ism (Mohamed 2011; Mohamed and Akladious 2014; Fang
et al. 2019; Younes et al. 2019; Bashandy et al. 2020).

Fig. 1 Role of primary and
secondary metabolites. Isah
2019 (CC BY 4.0, http://
creativecommons.org/licenses/
by/4.0/)

These metabolites are responsible for providing protection
to plants from the external environment as well as inter-
nal issues. Plant metabolites are intermediates and products
of metabolism and are categorized into two groups, i.e.,
primary and secondary (Fig. 1).

A primary metabolite is a metabolite that is directly in-
volved in normal growth, development, and reproduction. It
usually performs a physiological function in the organism.
A primary metabolite is typically present in many organ-
isms or cells. It is also referred to as a central metabo-
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Fig. 2 Plant growth and development are influenced by a variety of biotic and abiotic challenges, and plants respond to these pressures with
a variety of methods and defense systems. Jan et al. 2021 (CC BY 4.0, , http://creativecommons.org/licenses/by/4.0/)

lite, which has an even more restricted meaning (present in
any autonomously growing cell or organism). Some com-
mon examples of primary metabolites include ethanol, lac-
tic acid, and certain amino acids. A primary metabolite
plays a very important role in plant metabolism and is es-
sential for the plant existence. Some primary metabolites
are precursors of secondary metabolites (Pott et al. 2019;
Abdel Latef et al. 2020; Younes et al. 2020). These metabo-
lites serve a variety of purposes in plants, including acting
as signaling molecules, having inhibitory and stimulatory
effects, having catalytic activity, assisting in plant defense,
acting as fuel, and protecting the plant from harmful en-
vironmental effects (Abd El-Rahman et al. 2012; Mogazy
et al. 2022).

Secondary metabolites (SM) are directly unrelated to
the survival of the plant, but they interact with the tar-
get molecule responsible for the change in the surround-
ing environment to ensure the survival of the plant under
such conditions (Hussain et al. 2022). Secondary metabo-
lites are low molecular compounds and are tissue specific.
The production of secondary metabolites in plants is de-
rived primarily from primary metabolites and has diverse
biological functions for the better survival of plants un-
der stress (Fig. 2). These plant metabolites are indispens-
able organic compounds produced by the plant and par-

ticipate in several cellular metabolisms to determine the
actual physiological state of the cell for the plant’s produc-
tion and make plants competitive in their surrounding envi-
ronment (Carrington et al. 2018). These small molecules
exert a wide range of effects on plant physiology, like
stimulating flowering, setting fruits, maintaining perennial
growth, inducing signals for deciduous behavior, regulating
stomatal conductance, and photosynthesis. Plants exposed
to different stresses cause reductions in plant height, root
volume, number of branches, leaf number, leaf area, and
secondary metabolites (Mohamed and Abdel-Hamid 2013).
These metabolites protect the plant both under biotic stress
as they act as antioxidants, osmoprotectants, antimicrobials,
and repellents, while under normal conditions, secondary
metabolites are either synthesized in very low concentra-
tions or absent. The types of metabolites and their nature
directly depend on the physiological condition and devel-
opmental stage of the plants, the intensity of the stress, and
the type of stress (Jha 2019a). In order to be effective as
defense chemicals, plant secondary metabolites evolved as
bioactive substances that can interfere with a large number
of molecular targets in cells, tissues, and organs of animals
or of microbes. The known functions of secondary metabo-
lites are summarized in this review.
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Fig. 3 Stress mitigation methods induced in plants under various
stresses

In this review, the bioactive compounds produced in the
plant in response to changes responsible for generating
stress such as phytopathogenic interaction (biotic stress)
are discussed.

Biotic Stress

Biotic stress, which is induced due to infection caused by
bacteria, viruses, fungi, and nematodes, is the cause of a re-
markable loss in yield and productivity (Mohamed and
Abd-El Hameed 2014). Plants’ responses to such biotic
stress are incredibly complex, as they involve interaction
between two living organisms. Such pathogenic organisms
tend to obtain food from the plant, so to achieve that, they
kill plant cells and weaken the plant (Jha 2021). At the same
time, plants develop multilayer protective mechanisms and
induce different defense mechanisms for their protection
from such pathogenic interactions. Thus, plant–pathogen
interaction is a versatile process where actual interaction
takes place between plant and pathogen-derived stimula-
tor biomolecules like lipopolysaccharides, sugars, and pro-
teins. These pathogen-derived stimulator biomolecules are
responsible for pathogenicity, and the severity of infection
is determined by the pathogen’s ability to colonize inside
the plant cell (Jha 2018). In addition, plants produce effec-
tor molecules that recognize pathogenic activator chemicals
and activate the plant’s defense response by recognizing
microbial elicitors via plant receptor proteins on the cell
membrane.

Plant Response to Biotic Stress

Plants are susceptible to a variety of biotic and abiotic
stresses throughout their lives, and being sessile organisms,
they are unable to escape these danger zones. Plants have
three ways of expressing their stress responses. Some plants

escape stress entirely (for example, ephemeral, short-lived
desert plants), while others show susceptibility to stress,
which can lead to plant death, and still, others show resis-
tance (Akula and Ravishankar 2011). Plants have evolved
complex and tightly regulated mechanisms to defend them-
selves against a variety of stressors. Plants evolve efficient
mechanisms to cope with these challenging environments,
such as adjustments in photosynthetic rates, stomatal con-
ductance, transpiration, cell wall architecture, remodeling
of membrane structure, and alterations in cell cycle and di-
vision rates with overall effects on general growth to fine-
tune and metabolism of bioactive compounds (Atkinson
et al. 2015). Signaling systems and routes start primary
metabolism, which provides biosynthetic intermediates for
secondary metabolism in the plant, and so initiate stress
and defense responses. Fig. 3 illustrates the stress–response
system and the inducible defense system, for example, rely
on inducible activation of a large number of defense-re-
lated genes, a suite of molecular and cellular processes,
and inducible production of a variety of defense-related sec-
ondary metabolites (Aly et al. 2012, 2013, 2017; Narayani
and Srivastava 2017). Plants synthesize a large number of
secondary metabolites in their cells from primary metabo-
lites, and the production of those metabolites is regarded
to represent an adaptive capacity for dealing with tough
environmental constraints (Caretto et al. 2015).

Plants are generally exposed to various combinations of
biotic and abiotic stresses, such as drought, salinity, heavy
metals, UV irradiation, pathogenesis, and herbicides (Ak-
ladious and Mohamed 2017; Naeem et al. 2020; Ghonaim
et al. 2021 Sofy et al. 2021a). In addition, Fig. 4 illustrates
that various stresses alter plant morphology and increase
levels of phenolic pigments, antioxidant activity, electrolyte
leakage, flavonoids, proline, and tocopherol accumulation,
all of which impede plant growth (Bano et al. 2016, 2017).
Increased reactive oxygen species (ROS) levels in the bi-
ological system in response to diverse biotic and abiotic
stresses causes oxidative stress, which leads to lipid per-
oxidation, enzyme inactivation, and DNA damage (Akula
and Ravishankar 2011; Atkinson et al. 2015). Plants use
a variety of alternative strategies to overcome stress restric-
tions, including the synthesis of a wide range of secondary
metabolites that act as resistance tools. The antioxidative
defense mechanism of the plant, as well as several metabo-
lites, help it to survive in severe environments (Bartwal
et al. 2013).

Biosynthesis of SecondaryMetabolites in Plants

Fig. 5 depicts the production of secondary metabolites
and their interconnections/interrelationships with primary
metabolism within the plant cell. Alternative mechanisms in
plants produce a wide spectrum of secondary metabolites,
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Fig. 4 Physiological changes
in the plant under the influence
of various abiotic and biotic
stresses. Reprinted by permis-
sion from Springer Nature Cus-
tomer Service Centre GmbH:
Springer Nature. Journal of
Plant Biology. Plant secondary
metabolites synthesis and their
regulations under biotic and
abiotic constraints. Khare et al.
2020

Fig. 5 Biosynthesis of sec-
ondary metabolites. Reprinted
by permission from Springer
Nature Customer Service Cen-
tre GmbH: Springer Nature.
Journal of Plant Biology. Plant
secondary metabolites synthe-
sis and their regulations under
biotic and abiotic constraints.
Khare et al. 2020

including terpenes, phenols, and alkaloids, among others
(Fig. 5). The mevalonic acid (MVA) and 2-C-methylerythri-
tol 4-phosphate (MEP) routes, which occur in the cytosol
and plastid, respectively, are two key mechanisms for the
production of terpenes. Isopentenyl pyrophosphate (IPP)
and dimethylallyl pyrophosphate (DMAPP) are produced
from glycolysis products such as pyruvate and glyceralde-
hyde-3-phosphate and act as universal precursors for all

terpenoids found in various cellular compartments (Fig. 5).
Terpene’s synthase enzymes are involved in the produc-
tion of terpenes in many cellular compartments (Khare
et al. 2020). Phenolic compounds are synthesized in plants
using shikimic acid pathway and the malonic acid path-
way (Ghasemzadeh and Ghasemzadeh 2011). The malonic
acid pathway has been also reported in fungi and bacte-
ria for the synthesis of phenolics (Cheynier et al. 2013).
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Table 1 Metabolites induction/
production under biotic stress

Metabolites Types of related metabolites

Flavonoids Flavonols, flavones, flavanones, isoflavones

Alkaloids Morphine, strychnine, atropine, colchicine, ephedrine, quinine, nicotine

Saponins Glycyrrhizin, licorice flavoring, quillaia

Terpenoids Citral, menthol, camphor, salvinorin A, cannabinoids, ginkgolide, bilobalide, curcumi-
noids

Phytoalexins Gossypol, casbene, rishitin

PR Proteins β-1,3-Glucanases, peroxidase, chitinases, phenylalanine ammonia-lyase, polyphenol
oxidase

Phenylalanine ammonia-lyase (PAL) and CHS (chalcone
synthase) are the soul enzymes regulate phenolic levels
under various stress constraints. Function of PAL, C4H
(cinnamate 4-hydroxylase), 4CL (4-coumarate: CoA lig-
ase), CHS, CHI (chalcone isomerase), F3H (favanone-3-
hydroxylase), F30H (favonoid-30-hydroxylase), F3050H
(favonoid-3050-hydroxylase), DFR (dihydrofavonol 4-re-
ductase), FLS (favonol synthase), IFS (isofavone synthase),
IFR (isofavone reductase), and UFGT (UDP favonoid
glycosyltransferase) were upregulated with the elevated
enzymes concentrations (Sharma et al. 2019). Nitrogen-
containing secondary metabolites are characterized by the
presence of a nitrogen-containing moiety in their structure
and amino acids such as lysine, tyrosine and tryptophan act
as precursors in their biosynthesis (Ahuja et al. 2012).

Role of Plant Secondary Metabolites Under Biotic
Stress

Pathogens have different mechanisms for nutrient acqui-
sition and are classified as necrotrophic, biotrophic, and
hemibiotrophic. Biotrophic pathogens require living host
tissues that ensure prolonged supply of the carbon and
other nutrients to them. Necrotrophic pathogens cause host
cell death and acquire nutrients released from dead cells.
Hemibiotrophic pathogens obtain nutrients from the host
cell by exhibiting the biotrophic phase in early stages of
the infection process and then switching to the necrotrophic
mode during later stages of their life cycle (Glazebrook
2005). Plant health depends on the natural immunity of
the plant, which depends on the induction of preformed
defense responses. But such a response is nonspecifically
caused by structural barriers and the production of antimi-
crobial compounds (Fahed et al. 2021). However, success-
ful infection depends on several factors, like the presence
of surface receptors for the pathogen on the plant cell sur-
face, the ability of the pathogen to produce toxins or toxic
secondary metabolites, whether the pathogen has the ability
to overcome plant defense mechanisms, as well as the bio-
chemical, physiological, and genetic makeup of the plants.
At the same time, to check infection, plants must have the
ability to discriminate between pathogenic interactions and

be able to stimulate an efficient defense response to confine
pathogenic interactions without compromising their own
development. The defense response is induced by the plants
upon the recognition of elicitor proteins produced by the
pathogen and translocated into the host cell (Abd El-Rah-
man and Mohamed 2014).

Upon infection, plants induce early defense responses
like fortification of the cell wall, reorganization of cy-
toskeletal, production of reactive oxygen species, phy-
toalexin synthesis, and later transcription of pathogenesis-
related proteins that induce programmed cell death to limit
the spread of pathogens (Jha et al. 2021). The stress toler-
ance ability and environmental adaptation of a plant depend
directly on the diversity of secondary metabolites, which
can be generally grouped into phenolics, flavonoids, alka-
loids, saponins, and terpenoids, and a series of exchanges
and transductions of chemical signals takes place in plants
upon plant–microbe interactions for the induction of ap-
propriate metabolic responses (Tables 1 and 2) (Mhlongo
et al. 2018).

Phenolic Metabolites

It is a group of metabolites that have different numbers of
oxy groups and contain one or more phenolic residues. They
are known as phenolic residues and are present both in free
and conjugated forms. It is located in chloroplasts in young
plant cells and in the vacuole in mature cells. Depending
upon the function and ultrastructure of chloroplasts, synthe-
sis and accumulation of phenolic metabolites directly takes
place from the precursor-like shikimic acid and phenylala-
nine in the plant cell (Maeda and Dudareva 2012; Hamed
et al. 2019). It includes simple phenols and phenols car-
boxylic acids, quinones and their derivatives, fleukoantho-
cyans, flavones, catechins, and flavonols, which play a re-
markable role in plant metabolism and have antibacterial,
allelopathic, and antifungal activity when they interact with
elicitor compounds produced by plant pathogens (El-Belt-
agi et al. 2019a, b). Phenolics are one of the prominent
secondary metabolites of plants and act as precursors or in-
termediaries of many metabolic processes. They also have
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a role in incorporating striking substances for camouflage,
for enhanced pollination, as well as protection against her-
bivores. Phenolics are classified according to their origin
and structure (Fig. 6). According to their structure, pheno-
lics are classified into phenolic acids, flavonoids, tannins,
coumarins, lignans, quinones, stilbenes, and curcuminoids
(Kisiriko et al. 2021).

Phenolic Acids

Phenolic acids and their derivatives represent a varied class
of phenolic compounds in plants. The main function of phe-
nolic acids is in the symbiotic interaction of plant–microbe
in the plant rhizosphere. It is a secondary metabolite, which
is widely distributed in the plant kingdom and is essential
for plants’ reproduction, growth, and is produced in re-
sponse to adverse environmental stimuli (Mohamed et al.
2018; Abu-Shahba et al. 2021, 2022). It has been produced
in several different ways as breakdown products of cell wall
polymers of lignin, through the phenylpropanoid pathway
by shikimic acid precursor, as byproducts of the monolignol
pathway (Zabalza et al. 2017). Inplant it may exist either in
bounded form or in a soluble form. Bounded phenolic acids
form a complex with the protein/cellulose of the cell wall
by glycosidic bonds and help in the formation of the cell
wall. This incorporation of phenolic acids into the cell wall
takes place due to enhanced flux of phenylpropanoid com-
pounds, resulting in the production of benzoic acid and cin-
namic acid derivatives, which after esterification can be in-
corporated into the cell wall in response to biotic stress (Jha
2019a). Different plant phenols have been synthesized from
hydroxy-cinnamic acids. These hydroxy-cinnamic acids are
the main molecules for the production of diverse groups
of phenylpropanoid metabolites in plants for regular plant
growth as well as under stress. Phenolic acids present in
conjugated form with sugar or ester by forming bonds with
hydroxyl groups as well as with simple glycosides or lignin.
It is produced through host–pathogen interactions but has
a significant role in plant defense (Singh et al. 2021).

As soon as a pathogen infects a plant host, it produces
phenolics as an early response, which may lead to a gen-
eral increase in host metabolism (Mayer et al. 2001). It has
been observed that when maize is infected with Glomerella
graminicola or C. heterostrophus, the two phenolic caffeic
acid esters increase significantly (Pusztahely et al. 2017).
Although these polyphenols or phenolic compounds are
not poisonous to fungi, their quick accumulation suggested
that they could act as a source of additional protective sub-
stances (Hardoim et al. 2015). In addition, Pseudomonas
aeruginosa, Serratia marcescens, Salmonella cholerae-
suis, Escherichia coli, Bordetella bronchiseptica, Klebsiella
pneumoniae, Bacillus subtilis, and Staphylococcus aureus
can be affected by polyphenols such as catechins by altering

K



778 Y. Jha, H. I. Mohamed

Fig. 6 Structure of major phe-
nolic compounds

the permeability and properties of plasma membranes and
the production of reactive oxygen species such as hydrogen
peroxide (Wang et al. 2018).

Phenolic metabolites play a role in nematode resistance
through a variety of mechanisms: (i) browning and the de-
velopment of non-expandable necrosis in plants, (ii) brown-
ing and the delayed production of broad necrosis in plants,
(iii) browning and the appearance of non-expandable necro-
sis in plants, (iv) indoleacetic acid (IAA)-oxidase inhibition
promotes auxin accumulation and the production of galls or
large cells in plants, (v) IAA-oxidase stimulation promotes
auxin breakdown and necrosis in plants (Giebel 1982). Ne-
matodes can activate phenols by decomposing bound phe-
nol into free fl-glycosidases and secreting them into the host
tissue (Ohri and Pannu 2010).

Flavonoids

Flavonoids are structurally varied secondary metabolites
of plants with polyphenolic structures and are produced
by the polypropanoid pathway using phenylalanine as the
precursor. All flavonoids contain two six-carbon aromatic
rings, a heterocyclic ring having one oxygen atom and
a basic C6–C3–C6 skeleton with a huge number of func-
tions in plants, like pigmentation, UV protection, endoge-
nous regulation of plant cell physiology, adaptable plant
development, plant defense, and signaling (Li et al. 2021).
The polypropanoids act as chemical signal modulators for
plant–microbe interaction to attract pollinators, phytoalex-
ins against pathogens, and attractants for symbiotic mi-
crobes or repellents for pathogenic interaction (Hodaei et al.
2018). The photosynthetic electron transport is responsible
for generation of reactive oxygen species (ROS) that are
detoxified by the flavonoid system to avoid oxygen-medi-
ated toxicity. Flavonoids can act as free radical scavengers

to protect plants under stress or chelate metal ions respon-
sible for ROS generation to provide resistance to aluminum
toxicity, or as potential cytotoxicity by interacting with en-
zymes responsible for cellular activity (Jha 2020; Jha and
Yadav 2021; Jha et al. 2021). It also modulates the polar
movement of auxins for controlled stomatal movement and
resource allocation for regulated plant growth under stress.

Flavonoids are responsible for the color and odor of flow-
ers and fruits, as well as providing protection against biotic
(fungal, bacterial, and viral pathogenic) pathogens (Panche
et al. 2016). Flavonoids, such as isoflavones, flavones, and
flavanones, have been shown to have antifungal efficacy
against a variety of phytopathogenic fungi in recent years
(Chepkirui et al. 2014). The fungi toxic mechanisms of
flavonoids include destruction of cell walls, cytoplasmic
membrane damage, enzyme inhibition, cell death induc-
tion, metal ion chelation, efflux pump inhibition, and/or in-
teraction with extracellular and soluble proteins (Mierziak
et al. 2014). In addition, Serpa et al. (2012) discovered
that the flavone baicalein has antifungal action by blocking
the efflux pump and triggering death in Candida albicans.
In another study, the isoflavone sedonan A, isolated from
Dalea rutico, was discovered to have fungi toxic potential
against C. albicans and C. glabrata, blocking efflux medi-
ated pumps and altering intracellular transcription targets
(Belofsky et al. 2013). In numerous Candida spp., the chal-
cone carvacrol has been discovered to damage the cellu-
lar cytoplasmic membrane and trigger cell death (Zuzarte
et al. 2012). Flavonoids have also been shown to have an-
tiviral effects against viral plant diseases (Wan et al. 2015).
Flavonoids have antiphytoviral properties that include in-
hibiting viral protein synthesis, disrupting viral RNA trans-
lation, suppressing viral DNA synthesis, interfering with
viral structural proteins, and inhibiting viral genome and
enzyme transcription (Zakaryan et al. 2017). The creation
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of hydrogen bonds between the ring of flavonoids and the
nucleic acid bases of viruses can hinder viral DNA and
RNA production and polymerases.

Tannins

Tannins are secondary metabolites synthesized through
vegetal secondary metabolism that typically act as pro-
tecting agents against infection and are associated with
plant–environment interactions. Due to its acidic taste, it
acts as a repellent for herbivorous and the property of
precipitating proteins means it regulates many metabolic
pathways. Tannins exist as hydrolysable and condensed
tannins (Smeriglio et al. 2017). Hydrolysable tannins are
made of gallic acid units connected by an ester bond to
glucose, and condensed tannins are polymers of flavan-3-
ols such as gallocatechin and catechin. Tannin production
in plants is genetically controlled as well as influenced
by environmental factors like soil pH, nutrient availabil-
ity, photoperiod, moisture, and the atmospheric CO2 and
O2 ratio. The activity of tannins is directly influenced by
polymer chemistry, type of monomer, degree of polymer-
ization, and substitution pattern of the phenolic ring. The
main function of tannin is to provide protection against
herbivores, microbial pathogens, and insects (Miele et al.
2019).

Tannins and proanthocyanidins have antifungal efficacy
against phytopathogenic fungi, according to numerous stud-
ies. Anttila et al. (2013) investigated the fungitoxicity of
conifer tannins in liquid cultures against eight brown rot
fungi, three white rot fungi, and four soft rot fungi. Even
at low doses, high growth inhibition was observed for the
brown rot fungi tested, but not for the white and soft rot
fungi. Tannins and similar phenolic substances inhibit ex-
tracellular hydrolases from invading pathogens in temper-
ate trees, preventing fungal degradation of the heartwood. It
was also shown that tannins extracted from Acacia mearnsii
had antifungal action against Aspergillus niger and Candida
sp (Dos Santos et al. 2017). Inhibition of extracellular en-
zymes (cellulase, pectinase, laccase, xylanase), nutrition de-
privation of substrates (metal complexation, protein insolu-
bilization), and inhibition of oxidative phosphorylation are
among its antifungal modes of action (Ogawa and Yazaki
2018).

Coumarins

Coumarins are a large class of phenolic substances in plants
and contain fused benzene and α-pyrone rings. It is also
considered a member of the family of plant-derived sec-
ondary metabolites and is also produced via the phenyl-
propanoid pathway (Reen et al. 2018). There are more than
1300 types of coumarins as secondary metabolites that exist

in plants. Coumarins have polar structures and exist in a free
state or as glycosides. They have the ability to absorb UV
light and are photosensitive, so they are structurally altered
under natural light. Coumarins have a defensive role against
phytopathogens, a protective response to abiotic stresses,
regulation of phytohormones, and protection against oxida-
tive stress. Coumarins in plant roots have an iron-mobi-
lizing ability that helps in iron uptake from iron-deprived
soils by plant roots. Coumarin has antibacterial activity
against a wide spectrum of Gram-positive bacteria (Reen
et al. 2018).

Phenolics build up at the infected plant’s infected spot,
inhibiting the microorganism’s general growth and develop-
ment as a result of cell death caused by the hypersensitive
reaction (Lincoln et al. 2018). Biosynthesis of lignin pro-
ceeds from L-phenylalanine via 4-coumaric acid and the
CoA-esters of 4-coumaric, ferulic, and sinapic acids to the
corresponding alcohols, which supposedly polymerize un-
der the action of a peroxidase and aid in fighting biotic
stress agents (Peperidou et al. 2017; Bi et al. 2017). Ferulic
acid and coumaric acid are lignin precursors (Goleniowski
et al. 2013). They have key roles in physical and chemi-
cal defense against pathogens, as well as structural func-
tions, enzyme activities, nutrition uptake, protein synthesis,
photosynthesis, and allelopathy (Leváková and Lacko-Bar-
tošová 2017).

Lignans

Lignans are naturally occurring dimeric phenylpropanoids
and nonflavonoid metabolites in plants. The dimeric phenyl-
propanoids that are in lignans have a bond between carbons
C8 and C80. On the basis of carbon skeletons, the position
of incorporated oxygen, structural patterns, and structural
patterns, it is classified into eight classes: furan, dibenzylbu-
tane, furofuran, aryltetralin, aryltetralin, dibenzylbutyrolac-
tone, dibenzylbutyrolactol, and arylnaphthalene, which can
exist in free form or its derivatives and glycosides. Lig-
nans, due to their unique structure, can act as efficient
antioxidants and protect plants from the detrimental ROS
generated in excess under stress. In scavenging ROS, lig-
nans can act as a primary antioxidant (Kumar and Singh
2015). In plants, mostly lignans exist in free form and pro-
tect plants from oxidative stress by scavenging free radicals
during growth and development. Lignans play a signifi-
cant role in plant–pathogen defense by blocking microbe-
derived degradative enzymes like cellulases, polygalactur-
onases, glucosidases, and laccases (Davin et al. 2008). Fur-
thermore, lignans have been suggested to act as insect an-
tifeedants by altering the insect endocrine system (Har-
matha and Dinan 2003).
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Lignin

Lignin is the second most abundant natural polymer on
the planet, after cellulose. Three basic phenolic molecules
(monolignols) in the cell wall combine to produce this
polymer (C6–C3)n (Alejandro et al. 2012). The formation
of a physical barrier against invading pathogens by lignin
deposition in the cell wall serves an important defense func-
tion in the plant. It also improves plant growth and devel-
opment, cell wall rigidity, and hydrophobic characteristics
(Schuetz et al. 2014).

Lignin is well-known for its ability to defend against
phytopathogenic fungi. It exhibits antifungal properties,
serves as a physical barrier to prevent fungal invasion,
and inhibits the spread of fungal toxins (Xie et al. 2018).
Many pathogenic fungi have been shown to deposit lignin
during their attack. Marques et al. (2018) investigated the
cell wall-associated defense responses in smut-resistant
and susceptible sugarcane cultivars against infection with
Sporisorium scitamineum, the smut causative agent. Fur-
thermore, when lignin was tested in vitro against the fungal
pathogen Diplodia pinea, the cause of tip blight and canker
in Austrian pine, it showed the most significant antifungal
activity compared to the other phenolic compounds (Sher-
wood and Bonello 2013). Downregulation of several lignin
biosynthesis-related genes, on the other hand, was found to
boost plant immunity. Suppression of HCT in Arabidopsis
and Medicago resulted in the buildup of salicylic acid and
activation of certain pathogenesis-related genes, resulting in
improved plant immunity (Gallego-Giraldo et al. 2011a, b).
Lignification is a plant defense strategy against pathogens
and herbivores because it increases the physical toughness
of plant tissues, making them indigestible to insects and
other herbivores (Ahmad et al. 2021a).

Quinones

Quinones are found in a wide variety of plant families
with remarkable structural diversity and have a function
in photosynthesis. Quinones have cyclic, α, β-diketone
structures, which on reduction from hydroquinones have
phenols with two hydroxyl groups. Quinones are classi-
fied into anthraquinones, benzoquinones, anthracyclinones,
naphthoquinones, and condensed quinines. Among all
types, anthraquinones comprise the largest group of nat-
ural quinines (Laohavisit et al. 2020). Many quinones
are derived from different pathways in plants; many are
derived from common shikimate pathways, many from
acetate–malonate pathways, and a few from the oxidative
modification of secondary metabolites. Most quinonoid
compounds may occur as glycosides in plants. Quinones,
for example, are extremely beneficial to plants because
they generate complex derivatives by interacting with pro-

teins and blocking herbivores from macerating proteomic
substances (Easwar et al. 2017). The presence of these
molecules in amino acids causes insects to have difficulty
digesting proteins, which hinders pest growth. Reactive
oxygen species such as peroxides, superoxide, and singlet
oxygen, which are implicated in a variety of biotic and abi-
otic stressors, are likewise reduced by phenols. Plants are
protected from these challenges by these phenolic chemi-
cals, which initiate the start of defense enzymes (Saddique
et al. 2018).

Stilbenes

Stilbenes are a small family of plant secondary metabolites
derived from the phenylpropanoid pathway, with a com-
mon structure of a 14-carbon skeleton having two benzene
rings centrally linked with an ethylene bridge. So, it ex-
ists in two possible stereoisomers, cis and trans, but nat-
urally, in plants, it exists in the trans form. Stilbenes are
responsible for providing protection against abiotic and bi-
otic stress (Valletta et al. 2021). On one hand, it counter-
balances the aggression, exerting a direct toxic effect on
the pathogen, while on the other hand, it acts as an antioxi-
dant, protecting the cells from oxidative damage. Stilbenes
may potentially affect the development of fungi. Conidia
treated with sublethal or lethal concentrations of resvera-
trol or pterostilbene show cytological abnormalities, such
as curved germ tubes, protoplasmic retraction in the dead
hyphal tip cell, cytoplasmic granulation of conidia, disrup-
tion of the plasma membrane, and regrowth of a secondary
or tertiary germ tube from the surviving conidium. Some
of these characteristics have been reported previously for
another phytoalexin/pathogen relationships (Adrian et al.
1997). Membrane peroxidation could be one of the stil-
benes probable mechanisms of action (Lee et al. 2017). In
Botrytis cinerea dormant conidia, pterostilbene destroyed
the endoplasmic reticulum, as well as the nuclear and mi-
tochondrial membranes. Natural and synthesized stilbenes
have a positive connection between antifungal activity and
hydrophobicity, implying that pterostilbene is more active
than the less hydrophobic resveratrol due to greater cyto-
plasmic membrane diffusion (Caruso et al. 2011).

Curcuminoids

Curcuminoids are natural polyphenol compounds and plant
secondary metabolites that accumulate in plants at low con-
centrations during very long growth periods. Curcumin’s
molecule is similar to ubiquinols, and other phenols known
to have strong antioxidant properties. Curcuminoids are
produced by type III polyketide synthases (PKS) in plants
and consist of two phenylpropanoid units chemically de-
rived from the amino acid phenylalanine and connected by
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a central carbon unit derived from malonyl–coenzyme A
(Chungloo et al. 2021). Curcumin exhibited the antiviral ac-
tivity against coxsackievirus by reduction of viral RNA ex-
pression, protein synthesis, and virus titer (Chungloo et al.
2021).

Alkaloid Metabolites

Alkaloids are one of the largest groups of secondary
metabolites, with exceptionally different biosynthetic path-
ways and structures. They are low molecular weight ni-
trogen containing heterocyclic ring compounds having
a heterocyclic ring consisting of a nitrogen atom and is
widely distributed in vascular plants. There are more than
20,000 different types of alkaloids that have been reported
to date and are responsible for improving plant resistance
against stress (Thawabteh et al. 2019). Alkaloids (such as
quinolones, metronidazole, and others) have been proven
to have antimicrobial effect through blocking enzyme
activity or other methods. Squalamine, a polyamine alka-
loid, works on Gram-negative bacteria by disrupting their
outer membranes and depolarizing Gram-positive bacterial
membranes through a detergent-like mechanism of action
(Alhanout et al. 2010). Alkaloids have been classified de-
pending on their natural/biochemical origin and chemical
structure, and they can be derived from different biosyn-
thetic pathways: the polyketide and terpenoid pathways, the
lysine, nicotinic acid, and ornithine pathways, the purine,
and histidine pathways, and the shikimate pathway. The
induction of alkaloids in plants takes place in response
to wounds in plants, pathogen attacks, changes in irradi-
ance intensities, and the presence of herbivores (Helmi and
Mohamed 2016). Plant alkaloid secondary metabolites are
also responsible for enhancing plant reproductive rates by
attracting pollinators as well as improving seed dispersal.
Accumulation of alkaloids is also frequently responsive
to developmental signals such as modification associated
with fruit setting and flowering (War et al. 2018). It has
a defensive role against biotic stress. Due to its bitter taste
or toxic nature, it acts as a predator repellent (Mohamed
and Abd-El Hameed 2014).

Plant alkaloids are essential for plant defense. Plant al-
kaloids have the opportunity to generate both beneficial
and poisonous potent bioactive compounds, which is both
a blessing and a curse (Cushnie et al. 2014). Alkaloids are
one of the mechanisms by which plants defend themselves
against a wide range of potential environmental hazards.
Biological agents are one of the most dangerous causes
of plant diseases (including fungi and bacteria). Pathogens
form a strong bond with their hosts in order to reduce
and block plant defenses, while also promoting the nutri-
ent release. Plants defend themselves against infections via

a range of techniques, including the synthesis of poisonous
chemicals (Freeman and Beattie 2008). The antibacterial ef-
fect of alkaloids containing quaternary ammonium groups
causes the bacterial cell to die immediately by breaking the
negatively charged bacterial cell membrane, followed by
the release of K+ ions and other cytoplasmic components
(Suzuki et al. 2018). Suzuki et al. (2018) reported antimi-
crobial effects of β-carboline derivatives against bacteria
and fungi, including S. aureus, E. coli, Candida albicans,
Candida intermedia, and Candida krusei, and concluded
that naturally occurring β-carboline derivatives and their ni-
trogen-containing alkylated analogs could be synthesized.
Many plants have been identified as a source of antibacterial
alkaloids, according to Tiku (2018).

The alkaloid cocaine found in coca and is effective
against both Gram-negative and Gram-positive cocci. Piper-
ine has an antibacterial and antifungal alkaloid produced
from Piper nigrum, against Lactobacillus sp., Micrococ-
cus sp., Escherichia coli, and Escherichia faecalis. Long
et al. (2018) investigated the antibacterial and antifungal
properties of six alkaloids isolated from the areal section
of Kopsia ruticose against two Gram-positive bacteria and
five Gram-negative bacteria, as well as five pathogens. The
majority of alkaloids are toxin-like and play an important
role in plant defense against microbial infection and herbi-
vore attack. Because alkaloids have particular features such
as bitter flavor, interruption of protein activity after con-
sumption and metabolization, and central nervous system
change, they play a vital role that has been documented
in numerous times in the scientific literature as protective
agents against herbivores (Matsuura and Fett-Neto 2015).

Aphids are among the most economically damaging
pests of plants, transmitting plant viruses and, as a re-
sult, causing fungal infection and an adverse influence on
photosynthetic activity by intaking plant juices with their
stylets and secreting honeydew, resulting in serious eco-
nomic–financial losses around the world (Yan et al. 2018).
Aphids are small sap-sucking insects that infest a variety of
economically significant vegetable and fruit crops through-
out the world, including apple (Malus domestica), crab
apple (Malus sylvestris), and papaya (Carica papaya). Yan
et al. (2018) tested the insecticidal effects of ten alkaloids
extracted from Lycoris radiate against Aphis citricola, in-
cluding amabiline, deoxytazettine, deoxydihydrotazettine,
3-epimacronine, galantamine, 11-hydroxygalanthamine,
N-allylnorgalanthamine, 11β-hydroxygalanthamine, ly-
corine, and colchicine. The first nine alkaloids examined
were shown to have potential aphicidal activity against
A. citricola. In vivo and in vitro, N-allylnorgalanthamine
had the best inhibitory activity as an aphicidal against
A. citricola. Ricinine alkaloid possesses insecticidal effect
against Atta sexdens and can be found in all parts of the
Ricinus communis plant (Santos et al. 2018).
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Saponins Metabolites

An assorted group of secondary metabolites identified by
their unique structure, having triterpene or steroidal agly-
cone linked with sugar chains and involved in many biolog-
ical/physiological activities for the induction plant defense
system (Moses et al. 2014). They are chemically complex,
naturally occurring, functionally and structurally diverse
phytochemicals broadly distributed in plants. The foam-
ing and emulsifying properties of the saponins are due to
their highly amphipathic nature because of the presence of
hydrophilic sugar molecules with a hydrophobic aglycone
backbone (Moses et al. 2014). Saponin content is highly
dynamic in plants and is directly influenced by external
stimuli such as biotic stress due to pathogenic interaction.
Accumulation and synthesis of saponins are considered as
a part of an integrated defense mechanism and consider-
able saponin content alteration has been observed under
pathogenic interaction in plants. During pathogenic inter-
action, the saponin content in the infected cell changed
dramatically due to hydrolysis for infection or degradation
by the pathogen (He et al. 2019).

Saponins are generally located in the vacuoles of plant
cells in an inactive form and readily become metabolically
active upon pathogenic interaction stimuli, as well as be-
ing involved in plant mutualistic symbioses and helping
plants respond positively to external factors. Phytochem-
ical studies revealed that plants are especially abundant
in saponins that could be induced by anticandidal action
(Maatalah et al. 2012). Saponins are mostly recognized to
play a role in plants’ antimicrobial defenses. Their ability to
form complexes with sterols in the microorganism’s mem-
brane and cause disruption of the membrane is the basis
of the processes that underpin their behavior (Sreij et al.
2019). The creation of holes and the loss of membrane in-
tegrity are saponins’ principal modes of action against fun-
gus. Saponins have been known to have antifungal proper-
ties for plants for decades (Gruiz 1996). The mode of action
is similar to that of saponins, which have hemolytic activity.
The oat avenacin triterpene saponin was found to have the
following pattern of action: in the first stage, aglycones are
inserted into the membrane and then bound to sterols (Kor-
chowiec et al. 2015). The next stage aids in the association
of sugar residues and the creation of sterol–saponin com-
plexes. It also helps with membrane lipid reorganization,
the creation of holes, and cell lysis (Coleman et al. 2010).

Plants have also developed a variety of strategies for
using secondary metabolites to combat insects (War et al.
2012). Healthy and sustainable agriculture may be look-
ing for plant-derived chemicals as a source for biopesticide
development (Silva et al. 2012). Several plant secondary
metabolites have been identified as insect pest product feed-
ing deterrents (Nawrot and Harmatha 2012). Saponins have

a direct effect on insect pest reproduction and growth due
to their repellent or deterrent properties (Singh and Kaur
2018). These reduce food consumption and disturb the in-
sect’s digestive activities due to toxicity and poor digestibil-
ity, raising mortality rates (Adel et al. 2000). Saponins
appear to alter the intestinal digestion process by form-
ing complexes with digestive enzymes such as proteases.
Saponins break the mucosal cells of the intestine’s inner
lining due to their membrane permeability (Qasim et al.
2020).

TerpeneMetabolites

Terpenes are a diverse group of volatile compounds pro-
duced by plants as secondary metabolites that are respon-
sible for the color, odor, and flavor of plant parts. It is
one of the most diverse groups of chemicals and natural
products with a unique group of hydrocarbons. The term
“terpene” usually refers to a hydrocarbon molecule, while
terpenoids are modified terpenes. Due to the complexity of
these volatile blends, the terpenes are responsible for pro-
tecting plants from herbivores, i.e., by attracting natural en-
emies of the attacking herbivores (Singh and Sharma 2015).
Similarly, terpenoids enable plants to interact with other
organisms like neighboring plants, insects, and pathogens
as well as act as building blocks for other metabolites for
the synthesis of carotenoids, sterols, turpentine, phytol tails
of chlorophyll, and some plant hormones. Terpenoids are
produced in response to biotics either constitutively or in-
duced as members of herbivore-induced plant volatiles and
are synthesized from the five-carbon precursor isopentenyl
pyrophosphate unit and its isomer dimethylallyl pyrophos-
phate. The diversity of terpenes in the plant is due to its
universal precursor’s terpene synthases. Many plants and
flowers have specific aromas due to the presence of ter-
penes and terpenoids as primary constituents of their es-
sential oils (Dhifi et al. 2016). It not only has a role against
herbivores but also has a role in attracting pollinators, UV-
light shielding, protection against toxicity, acting as allelo-
pathic agents, and signal transduction.

Phytoalexins

Plants have complex defense systems against phytopatho-
gens, in which the production of low molecular weight sec-
ondary metabolites with antimicrobial activity is known as
phytoalexins. It lowers the molecular weight of antimicro-
bial compounds produced by the plants in response to bi-
otics and is a part of a complex defense system to en-
able plants to check invading microorganisms (Dhawi et al.
2021). Phytoalexins inhibit the growth of pathogenic fungi,
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bacteria, and nematodes and are toxic in nature. More than
350 phytoalexins have been characterized to date in plant
families. Phytoalexins are antimicrobial compounds that ac-
cumulate at the site of pathogenic microorganism interac-
tion and are responsible for inhibition/destruction of the
growth of the pathogen as well as regulating plant-para-
site interactions (Tiku 2020). Due to their lipophilic nature,
phytoalexins are able to cross the plasma membrane and
act inside the plant cell. Due to the high number of hy-
droxyl groups and substituents, it is acidic in nature and
is responsible for toxicity in the plant. The mode of ac-
tion of phytoalexins against fungi includes the destruction
of the plasma membrane, disorganization of fungal cellu-
lar contents, granulation of cytoplasmic content, inhibition
of spore germination, inhibition of mycelial growth, and
germ tube elongation (Mansour et al. 2020). Different phy-
toalexins are produced by different pathways. But the most
common are the phenylpropanoid-polymalonic acid path-
way, the indole phytoalexin pathway, and the geranyl-ger-
anyl diphosphate and methylerythritol phosphate pathways.
The biosynthesis of phytoalexin is regulated by several en-
dogenous molecules like phytohormones like salicylic acid,
cytokinins, auxins, ethylene, jasmonic acid, and abscisic
acid, as well as transcriptional regulation of defense-related
genes, phosphorylation-based cascades (Amer et al. 2021).
It also depends on the nature of the infecting pathogen, and
the induction of regulatory mechanisms decides the nature
of the induced phytoalexin (Sofy et al. 2021b). Phytoalex-
ins limit sporulation, development, and growth of hyphae
of plant pathogenic fungi. Plant defense by phytoalexins
against microbes or pathogens depends on the rate of syn-
thesis and their accumulation in plant tissues (Duke 2018).

Pathogenesis-Related Proteins

Due to their biochemical properties, pathogenesis-related
proteins are low molecular weight proteins, which are able
to persist in adverse environments. They are very stable
at low pH, at which all other plant proteins become de-
natured with extreme isoelectric points and are relatively
resistant to proteolytic cleavage. Pathogenesis-related pro-
teins are mainly extracellular in nature, but some are lo-
cated in the vacuole, in intercellular space, and on the cell
wall. Pathogenesis-related proteins are typically host-spe-
cific proteins stimulated in plants during pathogenic attacks
by bacteria, viruses, fungi, insects, nematodes, herbivores,
and after wounding or related situations (Ali et al. 2018).
Accumulation of pathogenesis-related proteins is an essen-
tial constituent of plant innate immune responses, which
are induced during pathogen attack and accumulate lo-
cally in the infected leaf and are responsible for the ac-
tivation of systemic acquired resistance or hypersensitive

response. The enzymes like β-1,3-glucanases, peroxidase,
chitinases, phenylalanine ammonia-lyase, and polyphenol
oxidase are considered pathogenesis-related proteins and
directly act on the pathogen or indirectly via induction of
host resistance (Mohamed et al. 2021). Peroxidase (EC
1.11.1.7), a well-known class of PR protein is stimulated
by pathogen infection in the host plant tissues. They relate
to the PR(pathogenesis-related)-protein 9 subfamily (Van
Loon 1997) and are defined as limiting the cellular spread
of infection by creating structural barriers or generating
highly toxic environments through massive ROS and reac-
tive nitrogen species (RNS) development (Passardi et al.
2005). Phenylalanine ammonia-lyase (PAL) (EC 4.3.1.5),
a primary metabolism enzyme of phenylpropanoids seems
to play an important role in the synthesis of many sec-
ondary defense-related compounds, such as phenols and
lignin (Tahsili et al. 2014). Polyphenol oxidase (PPO) (EC
1.10.3.2) another defense-related enzyme is considered to
catalyze phenol oxidation to quinones that are harmful
to pathogens (Mohammadi and Kazemi 2002). These en-
zymes are increasingly critical in the direct resistance of
plants to pathogenic agents. During plant growth, phenyl-
propanoid compounds not only attain different outstanding
roles but also serve as essential protectants towards differ-
ent biotic and abiotic stress Pathogenesis-related proteins
exhibit a high-degree of pathogen specificity and are syn-
chronized at the level of transcription. Phytoalexins limit
sporulation, development, and growth of hyphae of plant
pathogenic fungi. Plant defense by phytoalexins against
microbes or pathogens depends on the rate of synthesis and
their accumulation in plant tissues (Duke 2018).

β-1,3-Glucanase

β-Glucanase is a common pathogenesis-related protein of
the plant defense system, which is induced in plants in re-
sponse to pathogenic interaction and is broadly distributed
in higher plants. β-Glucanase enzyme catalyzes the hy-
drolytic cleavage of the β-1,3-glucans linkage which is the
main structural component of the fungal cell wall, and this
enzyme has also been produced by many microbes, to check
the growth of other organisms to reduce the competition for
food and niche in its surrounding as well as to avail food
from the competitor for its own growth and development
(Jha et al. 2021). This enzyme in plants serves as a defense
enzyme as it inhibits and blocks the growth of pathogens
and the enzyme produces oligosaccharides via hydrolysis,
which then elicit a cascade of systemic resistance in the
plants and promote induction of other related PR proteins
and defense-related products (Singh et al. 2014). In addi-
tion to plant protection response, β-glucanase is involved
in various plants’ developmental and metabolic activities
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like pollen germination, bud dormancy, flower growth, fruit
ripening, and seed germination (Jha 2019b).

It has been proposed that β-1,3-glucanases hydrolyze
fungal cell walls, causing fungal cells to lyse when they
are defending against fungus. β-1,3-Glucanases produce
the synthesis of oligosaccharide elicitors in response to
pathogen encounters, which elicit the production of ad-
ditional PR proteins or low molecular weight antifungal
chemicals such phytoalexins (Klarzynski et al. 2000).
β-1,3-Glucanases are usually expressed at low concentra-
tion in plants, but when plants are challenged by fungal,
bacterial, or viral pathogens, the β-1,3-glucanase enzyme
increases dramatically (Lusso and Kuc 1995). Class I
β-1,3-glucanases and class I chitinases showed synergistic
effect in pathogen defense. Class I β-1,3-glucanase accu-
mulated only at the site of tobacco mosaic virus (TMV)
infection in tobacco plants, while class II and III β-1,3-glu-
canases accumulated both at the site of infection and
systemically (Livne et al. 1997).

Chitinases

Chitinases are also pathogenesis-related proteins, which are
induced in the plant cells in response to pathogenic interac-
tions. Different proteins with differences in structure, sub-
strate specificity, localization, and action are integrated into
the chitinase group. They may act on the nonreducing end
of the chitin chain (exochitinases) or act randomly inside the
polymer (endochitinases). Plant chitinases catalyzes the hy-
drolysis of the β-1,4 linkages between N-acetylglucosamine
and N-acetylmuramic acid residues in the peptidoglycan of
bacteria and the bond of chitin of fungal cell walls and also
catalyzes the deacetylation of chitin. Chitin is abundant in
the cell walls of fungi, algae, and bacteria, as well as in
the exoskeletons of invertebrates. As a result, the enzyme
chitinase inhibits fungal growth by hydrolyzing fungal hy-
phal tips with exposed nascent chitin chains, whereas the
mature cell wall chitin layer is cross-linked with polysac-
charides and overlaid by proteins, making it inaccessible
to chitinase hydrolysis and secretory chitinases presum-
ably have different roles in defense reactions (Rana and
Farhana 2019). Cellular chitinases are released after fungal
penetration and affect cell integrity, while apoplastic chiti-
nases directly act on fungal hyphae invading the intercellu-
lar space and indirectly by releasing fungal elicitors. Vacuo-
lar chitinases are effectively induced by ethylene/jasmonate
pathways and also induce local hypersensitive responses.
Chitinases are considered as molecular targets of selection
in plant–pathogen co-evolution (Balint-Kurti 2019). Plant
chitinases alone are unable to effectively degrade harder
chitin structures of fungi as they usually affect only the hy-
phal tip, but when co-expressed with β-1,3-glucanase, these

two enzymes act synergistically against fungal pathogen
(Abd El-Rahman et al. 2012).

Phenylalanine Ammonia-Lyase

Phenylalanine ammonia-lyase (PAL) is a plant enzyme that
catalyzes the nonoxidative elimination of ammonia from
L-phenylalanine into trans-cinnamic acid, which acts as the
precursor of a variety of phenylpropanoids like flavonoids,
coumarins, and lignins. In plants, a remarkable amount of
total fixed carbon is allocated by this enzyme as it is the
first enzyme in the general phenylpropanoid pathway. The
phenylpropanoid pathway is among the main secondary
metabolic pathways responsible for the production of
many secondary metabolites like lignin, stilbenes, suberin,
flavonoids, phytoalexins, and coumarins (Jha 2019c, d).
Phenylalanine ammonia-lyase activity is extremely regu-
lated during the development of plants for the cell- and
growth-specific induction of pigments, flavonoids, and
lignin and is also modulated according to the changes in
the surrounding environment like infection, wounding, and
various biotic stresses involved in adaptation or protection.
The level of PAL activity is directly related to develop-
mental stage, types of tissue, organ, and plant genotype
and is affected by a number of factors, including light,
temperature, growth regulators, inhibitors of RNA and pro-
tein synthesis, wounding, and mineral nutrition (Abd El-
Rahman and Mohamed 2014).

Polyphenol Oxidase

Polyphenol oxidase (PPO) has three active domains, includ-
ing a C-terminal region, an N-terminal plastid transit pep-
tide, and a highly conserved type-three copper center, which
catalyze the oxidation of numerous phenols to o-quinones
and are widely distributed in plants. In the presence of free
molecular oxygen, two different reactions take place by
polyphenol oxidases: monophenolase catalyzes the hydrox-
ylation of monophenols to o-diphenols, and then diphenols
catalyze the oxidation of the o-diphenols to respective o-
quinones (Ahmad et al. 2021b). The products of o-quinones
are very reactive molecules that undergo nonenzymatic sec-
ondary reactions for the formation of a brown color com-
plex called melanin. It induced several defensive reactions
like quinine to form cross-linking with another phenolic
compound/proteins, resulting in the formation of physical
barriers for the entry of pathogens or alkylation of pathogen
cellular proteins to affect their metabolic activity or reduce
the bioavailability of essential elements for pathogenic in-
fection, direct toxicity of quinines, or the generation of re-
active oxygen species, which act in defense signaling. The
enzyme polyphenol oxidase is present everywhere in the
plant but is most commonly located in the chloroplasts and
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plays a critical role in plant defense against biotic stress.
In chloroplasts, this enzyme also has a protective role in
photosynthetic electron transport, which is the site for the
production of the high rate of oxygen for proper photosyn-
thetic activity (Moustafa-Farag et al. 2020; Mohamed et al.
2016).

Peroxidase

Peroxidase (POD), an oxidoreductive enzyme that partakes
in the processes of cell wall polysaccharide such as phenol
oxidation, suberization, auxin metabolism, phytoalexin syn-
thesis, cross-linking of cell wall components and host plant
cell lignification during the defensiveness reaction against
pathogenic viruses and bacterium (Sofy et al. 2021b). In
several plant processes, it provides a broad-spectrum ac-
tivity, including plant immune responses to biotic stresses
(Helmi and Mohamed 2016). Peroxidase is an important en-
zyme in the biochemical defense mechanisms of plants and
is also involved in plant metabolism after infection (Helmi
and Mohamed 2016). The expression of POD activity in
plant species mediated by various pathogens like viruses
(Sofy et al. 2021b), bacteria (Hussain et al. 2022) and fungi
(El-Mahdy et al. 2021).

Effect of Phenolics in Postharvest
Management of Fruits and Vegetable

In plant pathology diseases produced in fruits are called
“rot” and the fungi which cause them are called “pathogens.”
In the postharvest period, these alterations cause deterio-
ration of the fruit from harvesting until being consumed
or processed (Viñas et al. 2013). Losses due to postharvest
diseases have been estimated at around 20% in devel-
oped countries, and up to 50% in developing countries
(Janisiewicz and Korsten 2002). Hypersensitive response
takes place during the first few minutes of interaction, at
the pathogen’s point of entry and in adjacent cells. This oc-
curs as a “suicide” program, active and organized, and not
because of a passive cell collapse produced by the pathogen
attack or toxins resulting from it (Torres et al. 2006). In this
cellular process, protein kinase and phosphatase enzymes
are activated, and there are also changes in membrane per-
meability and intracellular ion concentration (Zhao et al.
2005). At the same time, rapid activation of reactive oxygen
species (ROS) occurs; this process includes the production
of substances such as superoxide (O2

–), hydroxyl radical
(OH–) and hydrogen peroxide (H2O2), which are responsi-
ble for the oxidative burst that indicates that the host has
successfully recognized the pathogen. This takes place in
two phases: the first is transient and nonspecific and occurs
in the first few minutes of interaction, while the second

appears hours after the pathogen attack and is associated
with the establishment of defenses (Grant and Loake 2000).

ROS can also form physical barriers at the infection site
by cross-linking of cell wall glycoproteins or via oxida-
tive cross-linking of precursors during biosynthesis of poly-
mers such as lignin and suberin (Torres 2010). These poly-
mers can also be directly toxic, degrading the wall of the
fungi and bacteria (Treutter 2006). In this regard, Vilanova
et al. (2012) observed lignin production in unripe apples
infected with Penicillium digitatum and Penicillium expan-
sum one day after inoculation; on the other hand, the lignin
increases in unripe oranges occurred after 48h with both
pathogens, decreasing in ripe fruits (Vilanova et al. 2012).
Apples treated with ROS-inducing compounds, such as gua-
iacol, also showed increased lignin production, which re-
duced the incidence of P. expansum (Valentines et al. 2005).
Valentines et al. (2005) observed in immature apples in-
fected with P. expansum higher oxidation potential, and in
turn they were less susceptible than mature fruits, suggest-
ing that peroxidase is involved in pathogen resistance. It
was also observed that oranges infected with P. digitatum
reduced the levels of hydrogen peroxide, superoxide dis-
mutase and catalase, after 72h, confirming the role of the
pathogen in the deactivation of the fruit’s ROS production
mechanisms (Torres et al. 2011).

Most of these metabolites are from the phenylpropanoid
pathways, such as flavonoids, isoflavones, coumarins, stil-
benes, dihydrophenanthrenes and other phenols. In unripe
avocados, a significant increase in epicatechin levels oc-
cur six hours after being infected with Colletotrichum
gloeosporioides (Beno-Moualem and Prusky 2000). In-
creases in polymethoxylated flavones (PMFs), chlorogenic
acid (CGA), and scoparone in oranges infected with P. dig-
itatum were also observed (Ballester et al. 2013). Caffeic
acid (CA) and CGA have also been proposed as resistance
factors in peach against brown rot caused by Monilinia
fructicola (Lee and Bostock 2007). CA is able to affect
the virulence of this pathogen through cellular redox reg-
ulation, increasing the activity of glutathione reductase,
which in turn can maintain a high proportion of reduced
glutathione (GSH) to oxidized glutathione (GSSG) in the
cell (Chiu et al. 2013). These compounds are also capa-
ble of inhibiting the expression of virulence genes such
as mfcut1 and mfpg1, which encode for a cutinase and
a polygalacturonase, respectively, and they also inhibit the
formation of appressoria (Lee and Bostock 2007).

Conclusion

Plants being sessile entities are often subjected to varied
biotic stresses. They have developed an alternative de-
fense mechanism that involves a vast variety of secondary
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metabolites to serve as tools to cope up with various stress
conditions. The exposure of plant cells to biotic stresses
initiates multilevel reaction cascades that consequently
leads to production and accumulation of various sec-
ondary metabolites (phenolic, flavonoids, phytoalexins and
pathogenic related proteins). Various enzymatic and non-
enzymatic molecules like peroxidase, polyphenol oxidase,
phenylalanine ammonia-lyase and chitinase comprising the
antioxidative defense system comes into play to counteract
the undesirable effect of ecological stresses. In the present
review, the influence of different biotic factors including
herbivory and pathogenesis on the production of secondary
metabolites and their roles in stress tolerance mechanism
in plants are summarized.
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