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Abstract
Medicinal plants contain numerous bioactive secondary metabolites (SMs) that can be used for the treatment and prevention of diseases. SM

concentration  is  a  crucial  standard  for  evaluating  the  quality  of  medicinal  plants.  SM  accumulation  is  affected  by  multiple  factors,  including

genetic  background,  climate,  soil  physical  and  chemical  properties,  and  environmental  changes.  In  recent  years,  increasing  studies  have

indicated that rhizospheric  and endophytic  microorganisms,  play an essential  role in regulating the accumulation of  SMs in medicinal  plants.

While some microorganisms establish symbiotic relationships with medicinal plants to promote plant growth. Other microorganisms can directly

synthesize SMs or promote plant SM biosynthesis through multiple strategies, such as activating plant immune signaling pathways and secreting

plant  hormones  into  host  cells  to  manipulate  hormone-mediated pathways.  In  contrast,  SMs may improve plant  resistance to  environmental

stresses, thereby affecting the composition of rhizospheric and endophytic microorganisms. In this review, we summarized the recent progress in

understanding the role of microorganisms in regulating SM accumulation in medicinal plants. Further studies should focus on the application of

utilizing microorganisms to enhance the accumulation of bioactive SMs in medicinal plants.
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Medicinal  plants  are  widely  used  to  produce  clinical  thera-
peutic  drugs  or  raw  materials  for  drug  preparations,  because
they  are  rich  in  various  crucial  bioactive  substances,  such  as
secondary metabolites (SMs), polysaccharides, starch, and other
carbohydrates[1,2].  Medicinal  plants  have  become  important
economic  crops  in  several  countries  owing  to  their  high
demand.  According  to  the  China  Statistical  Yearbook  (2022),
China exported approximately 125,971 tons of medicinal plants
valued  at  USD 962.93  million  in  2021[3].  In  recent  years,  the
market  demand  for  medicinal  plants  has  grown  rapidly.  For
example, Yinxiang (Cinnamomum burmannii Blume) is a medici-
nal  herb  and  spice  commonly  used  in  China  and  Southeast
Asia.  It  had  a  global  output  of  approximately  23,000  tons  in
2017,  of  which  the  trade  of Koerintji  cinnamon was  USD 148
million,  accounting  for  approximately  40%  of  the  global
market[4]. The protracted accumulation time and low content of
bioactive SMs are the primary problems restricting the produc-
tion of medicinal plants and clinical medication[5]. For example,
10  tons  of Taxus bark  or  3,000  yew  trees  were  required  to
produce  1  kg  of  paclitaxel  in  2009[6].  Certain  medicinal  plants,
such as tangerine peels, require protracted aging times to accu-
mulate effective active ingredients[7].  Therefore,  improving the
accumulation of bioactive SMs in medicinal plants is a key chal-
lenge for the production of medicinal plants.

SM accumulation is affected by internal physiological factors,
including  plant  variety,  age,  developmental  stage,  and  differ-
ent plant organs.  For example,  it  has been reported that there

are  significant  differences  in  the  volatile  components  of  the
Citrus reticulata 'chachi' peel at different development stages[8].
The  contents  of  C6-C9  alcohols  and  aldehydes  are  higher
during the early stage (July−October), whereas the contents of
terpenes,  ketones,  and  esters  are  higher  during  the  late  stage
(November−December)[8].  The  biosynthesis  of  SMs  in  medici-
nal  plants  are  also  influenced  by  external  environmental
factors,  such  as  light,  water,  temperature,  salinity,  pH,  and
microorganisms[9,10].  Environmental  changes  cause  a  series  of
physiological changes in plants, thereby affecting the accumu-
lation  of  SMs.  The  total  phenol  content  in Dracocephalum
forrestii significantly  increases  upon  treatment  with  blue  and
red  light,  especially  in  the  case  of  caffeic  acid,  salvianolic  acid
I/H, salvianolic acid E, and salvianolic acid B[11]. Otherwise, some
SMs can significantly enhance the adaptability of plants to the
environment,  including  salt,  drought,  and  disease  resistance.
For  example,  the  active  ingredients  in Saposhnikova  divaricate
naringin dihydrochalcone, scopolin, deltoin, and overatorin can
enhance plant resistance to drought stress[12].

Recently,  increasing  studies  have  shown  that  rhizospheric
and endophytic microorganisms significantly affect SM synthe-
sis  in  medicinal  plants.  With  the  rapid  development  of  high-
throughput  sequencing  technology,  rhizospheric  and  endo-
phytic microorganisms are reported to be closely related to the
accumulation  of  SMs  in  medicinal  plants[13, 14].  Owing  to  the
advantages  of  easy  cultivation  and  fermentation  by  microor-
ganisms,  they  have  great  application  prospects  for  improving
the production of  bioactive  ingredients  in  medicinal  plants.  In
this  review,  recent  progress  in  understanding  the  role  of
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microorganisms in the accumulation of SMs in medicinal plants
are summarized.

 Diversity of rhizospheric and endophytic
microorganisms in medicinal plants

The environment in which plants reside is filled with various
microorganisms,  including  those  in  the  soil  and  air,  as  well  as
microorganisms  in  plant  roots,  stems,  and  leaves.  These
microorganisms  interact  with  and  regulate  many  biological
processes  of  plants.  Among  these  microorganisms,  rhizo-
spheric  and  endophytic  microorganisms  most  significantly
affect the accumulation of SMs in plants[15]. The rhizosphere is a
collective  term  for  the  narrow  area  surrounding  plant  roots,
which is a complex ecosystem[16].  Endophytes are microorgan-
isms that reside within the tissues and organs of plants and are
generally  present  throughout  the  different  stages  of  plant
growth  and  development  without  causing  obvious  pathologi-
cal damage to the plant[17]. Note that endophytes usually origi-
nate  from  rhizospheric  microorganisms[18].  Plant  roots  secrete
several  organic  compounds,  including  some  primary  metabo-
lites  such  as  carbohydrates,  amino  acids,  organic  acids,  and
SMs,  which  can  provide  energy  for  microbial  survival.  There-
fore, compared to other plant parts, plant roots, and the rhizo-
sphere are rich in various microorganisms. Microorganisms also
affect  many  physiological  processes  in  plants,  including  SM
accumulation.

With  the  development  of  16S  rDNA,  internal  transcribed
spacer  amplicon  sequencing,  and  macro-genome  sequencing
technologies,  the  diversity  of  rhizospheric  and  endophytic
microorganisms  in  many  medicinal  plants  has  been  revealed.
Here,  the  studies  on the  rhizosphere  and endophytic  microor-
ganisms of  medicinal  plants are summarized and the reported
rhizospheric  and  endophytic  microorganisms  are  listed  in

Supplemental  Table  S1.  The  composition  of  rhizospheric  and
endophytic  microorganisms  is  influenced  by  multiple  factors,
including  the  physical  and  chemical  properties  of  the  soil,
planting mode, developmental stage, and plant variety (Fig. 1).
For  example,  the  diversity  of  rhizospheric  microorganisms  in
Fritillaria taipaiensis is affected by the pH, urease activity, avail-
able phosphorus, and organic matter content[19]. An analysis of
the  rhizospheric  microbial  composition  of Panax  notoginseng
showed  that  disease-resistant  bacteria  and  plant  growth-
promoting  bacteria  in  farmland  were  significantly  lower  than
those  found  in  the  forest[20].  Different  developmental  stages
and  plant  species  also  affect  the  variety  and  abundance  of
rhizospheric  microorganisms[21,22].  Reportedly,  there  is  a  high
diversity  of  fungal  communities  in  the  rhizosphere  soil  of
Epimedium  koreanum Nakai  at  different  growth  stages  from
May  to  August,  especially Ascomycota, Basidiomycota,  and
Mortierellomycota[23]. Differences in the composition and abun-
dance  of  rhizospheric  and  endophytic  microorganisms  can
affect many biological processes in plants, such as growth and
development,  disease  resistance,  hormone  signaling,  and  the
accumulation of SMs[24,25].

 Regulation of the growth of medicinal plants
by microorganisms

Compared to  food crops,  medicinal  plants  generally  require
longer  growth  times  and  have  higher  requirements  for  soil
fertility,  which  restricts  their  high-quality  and  high-quantity
production[26].  Farmers  usually  use  large  amounts  of  chemical
fertilizers  to  increase  the  yield  of  medicinal  plants,  which  can
damage the soil microbial composition, reduce soil fertility, and
lead to soil compaction[27−29]. It is known that rhizospheric and
endophytic  microorganisms  can  promote  the  growth  and
development  of  medicinal  plants  in  multiple  manners[14,30].
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Fig. 1    Diversity of rhizospheric and endophytic microorganisms in medicinal plants is affected by many internal and external factors.
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Phosphorus  is  a  major  nutrient  for  plant  reproduction  and
growth.  However,  plants  can  only  utilize  a  small  amount  of
dissolved  phosphorus  in  the  soil  (approximately  <  1%)[31].
Scientists  have  isolated  a  phosphorus-solubilizing  bacterium
from  the  rhizosphere  of Mentha  viridi that  promotes  root
growth  and  increases  fresh  and  dry  weights  by  releasing  free
phosphorus  from  rock  phosphate[32].  The  rhizosphere  bacte-
rium Bacillus  amyloliquefaciens TB6 promotes  root  growth and
significantly increases the fresh weight of Panax ginseng[33]. The
rhizosphere  microorganisms Bacillus  subtilis and Bacillus
velezensis isolated  from Angelica  sinensis (Oliv.)  significantly
increase plant height and fresh weight[34].

Endophytes  reside  in  plants  in  symbiotic  or  parasitic
manners,  and  most  of  them  are  derived  from  rhizospheric
microorganisms. Endophytes promote the growth of medicinal
plants by either providing some nutrients for plants or protect-
ing  plants  from  pathogen  infection.  Certain  bacterial  and
fungal genomes, such as Rhizobium sp. WYJ-E13, Penicillium sp.,
Fusarium sp., Coniochaeta sp., Cladosporium sp.  and Alternaria
sp.,  contain  genes  related  to  nitrogen  metabolism,  hormone
synthesis,  phosphate  metabolism,  and  root  colonization[35,36].
Thus,  they  can  provide  nutrients  for  plants,  which  directly
promote growth through nitrogen fixation, phosphorus acqui-
sition,  and  siderophore  production[37,38].  Certain  endophytes
(e.g. Fusarium genus TH15) synthesize sugars, amino acids, and
vitamins  to  provide  energy  to  plants[39].  Notably,  endophytes
can  also  protect  plants  from  pathogenic  infections.  Han  et  al.
found  that Acrophialophora  jodhpurensis MR-57  inhibits  the
spore germination rate of Fusarium equiseti and leads to hyphal
deformation  or  degradation,  thereby  increasing  the  stem
length,  root  length,  root  fresh  weight,  and  dry  weight  of
Saposhnikovia  divaricate[40].  Reportedly,  endophytes  secrete
hormones  such  as  indole-3-acetic  acid  (IAA)  to  promote  cell
division  or  the  expression  of  genes  related  to  plant  growth,
thereby  increasing  root  length,  stem  length,  and  root
weight[39,41].  It  was  reported  that Plectosphaerella  cucumerina
form Rumex  gmelinii Turcz.  can  promote  the  expression  of
genes  related  to  cytokinin  and  auxin  synthesis  to  increase
hormone accumulation and affect plant growth[42]. In addition,
Pseudomonas sp.,  an  endophyte  from Zingiber  officinale, can
produce 1-aminocyclopropane-1-carboxylate (ACC) deaminase,
which hydrolyzes the precursor of ethylene synthesis, ACC, into
α-Butyric  acid  and  ammonia  to  reduce  the  accumulation  of
excess  ethylene  and  that  decomposed  ammonia  can  increase
nitrogen content in the soil[43,44].

Notably,  some  microorganisms  can  also  simultaneously
promote plant growth and the accumulation of bioactive SMs,
and  these  microorganisms  may  have  good  application  pro-
spects.  For  example,  the  endophytic  bacteria Mucilaginibacter
sp. and Pseudomonas  sp.  isolated  from Cannabis  sativa L.  not
only  promote  plant  growth  but  also  significantly  increase  the
accumulation  of  cannabinoids[45]. Azotobacter  chloricum and
Azospirillum  brasilense,  two  rhizospheric  bacteria  from Mentha
pulegium L.,  have  been  used  in  combination  to  increase  the
abscicic  acid  (ABA),  protein,  and  soluble  sugar  contents  in
peppermint,  enhance  plant  resistance  to  drought  stress,  and
increase  the  phenolic,  flavonoid,  and  oxidized  monoterogene
contents  in Mentha  pulegium L.[46].  Overall,  rhizospheric  and
endophytic  microorganisms  can  serve  as  crucial  regulatory
factors that modulate the growth and development of medici-
nal plants in multiple manners.

 Promoting the accumulation of SMs by
microorganisms

SMs are produced during the life activities of plant cells, and
their  production  and  distribution  are  generally  specific  to
species,  organs,  tissues,  growth,  and  developmental  stages.
SMs are the primary source of bioactive components in medici-
nal  plants  and  are  a  class  of  compounds  produced  by  medici-
nal plants that cannot be absorbed or converted into energy by
the  plant  itself.  The  accumulation  and  synthesis  of  SMs  are
complex and regulated by internal  factors in plants (e.g.,  gene
expression, enzymes, hormones, different organs, and develop-
mental  stages)  and  external  environmental  factors  (e.g.,  tem-
perature,  light,  microorganisms,  and insects)[10].  Some SMs are
synthesized  under  stressful  conditions  and  can  promote  plant
resistance  and  adaptation  to  environmental  changes,  includ-
ing biotic and abiotic stresses. Therefore, these SMs are synthe-
sized  to  help  plants  adapt  better  to  their  environment[12].
During the past decade, rhizospheric and endophytic microor-
ganisms have been shown to be highly related to the accumu-
lation  of  SMs.  While  certain  microorganisms  can  directly
synthesize SMs[47], others can promote the biosynthesis of SMs
using multiple strategies.  In this review, the recent progress in
understanding the role of microbes in regulating SM accumula-
tion in medicinal plants is summarized.

 SMs directly synthesized by rhizospheric and
endophytic microorganisms

With the development of high-throughput sequencing tech-
nology,  scientists  have  discovered  that  the  genomes  of  some
endophytes  contain  genes  or  gene  clusters  related  to  SM
synthesis, indicating that endophytes may possess the ability to
synthesize SMs. These microorganisms can potentially be used
for large-scale production of bioactive SMs[48]. Gibberella monili-
formis, a fungal strain from the endophytes of Lawsonia inermis,
can  produce  lawsone  through  in  vitro  fermentation[49].  In  a
study  by  Tanapichatsakul  et  al.[50], Neophyllotiopsis sp.  and
Diabothe sp.  were  isolated  from  the  endophytes  of Cinnamo-
mum  loureiroi. In  vitro  fermentation  experiments  have  shown
that eugenol,  myristaldehyde, lauric acid,  and caprylic acid are
present in the supernatant of  the culture medium[50],  suggest-
ing  that  these  microbes  can  directly  synthesize  SMs.  In  addi-
tion,  certain  rhizospheric  microorganisms  of  medicinal  plants
can  synthesize  SMs.  For  example,  actinomycin  X2,  fungichro-
min,  thalandin  B,  and  antifungalmycin  have  been  detected  in
the culture medium of Streptomyces SYP-7257 isolated from the
rhizosphere of Panax notoginseng[51].

Genomic  studies  have  identified  many  SM  synthesis-related
enzymes  and  pathways  in  microorganisms.  Mining  microbial
genomes is important for studying SM synthesis and discover-
ing  new  natural  products[52,53].  Currently,  numerous  microbial
genomes  have  been  deciphered,  including  those  of  several
rhizospheric  and  endophytic  microorganisms  from  medicinal
plants. Zhang et al. found that treptomyces netropsis WLXQSS-4,
isolated from the Clematis  manshurica Rupr rhizosphere,  could
synthesize alloaureothin. The genome contains genes involved
in  alloureothin  biosynthesis,  including  aluA,  aluB,  aluC,  and
aluD[54].  The  gene  clusters  aurA,  aurB,  aurC,  and  aurG  are
related to aurovertin biosynthesis in the genome of Calcarispo-
rium  arbuscula NRRL  3705  isolated  from  the  fruit  of  Russu-
laceae.  They  also  found  that  the  genome  contains  gene  clus-
ters  involved  in  the  synthesis  of  aflatoxins,  alternariol,
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destruxin,  citrinin,  and  isoflavipucine[55].  The  genome  of Bacil-
lus  halotolerans Cal.l.30,  an endophyte isolated from Calendula
officinalis,  encodes  genes  involved  in  the  biosynthesis  of  kali-
mantacin  A,  bacillaene,  fengycin/mojavensin  A,  bacillibactin,
and subtilosin A[56]. A recent study by Su et al. showed that the
physicochemical properties of soil regulate the accumulation of
terpenes  by  affecting  the  composition  of  the  rhizosphere  and
endophytic microorganisms in citrus. They further screened for
an  endophytic  bacterium  that  could  promote  SM  accumula-
tion  and  performed  whole  genome  sequencing  of  this  strain.
Bioinformatics  analysis  revealed  that  the  genome  of  this
bacterium  encodes  gene  clusters  capable  of  synthesizing
terpenes[57]. These microorganisms have the potential for direct
application  in  biological  fermentation  and  provide  a  founda-
tion  for  the  discovery  of  new  and  efficient  SM  synthesis
enzymes.

 Plant hormone-induced SM accumulation
affected by microorganisms

Plant  hormones  are  small-molecule  compounds  that  regu-
late plant growth, development, differentiation, and responses
to  environmental  changes[58].  The  accumulation  or  biosynthe-
sis of SMs is induced by several plant hormones, such as auxin,
salicylic  acid  (SA),  and  ABA[59].  Rhizospheric  and  endophytic
microorganisms  can  regulate  SM  biosynthesis  by  producing
plant  hormones  to  manipulate  host  hormone  levels.  Here,  we
summarize  the  major  plant  hormones  that  are  affected  by
microorganisms and modulate the accumulation of SMs.

IAA is an endogenous auxin commonly present in plants that
regulates  multiple  biological  processes,  including  cell  division
and  elongation,  lateral  root  development,  adventitious  root
formation,  fruit  development,  and  senescence[60].  Some  rhizo-
spheric  and  endophytic  microorganisms  of  medicinal  plants
can  synthesize  IAA  to  affect  SM  accumulation[61]. Bacillus
muralis, Bacillus  megaterium, Pseudomonas sp., Streptomyces
sp., and Pantoea sp. isolated from Withania somnifera can affect
plant  endogenous  auxin  content  by  synthesizing  IAA.  There-
fore,  activating  the  expression  of  the  methylerythritol  phos-
phate  pathway  genes  1-deoxy-D-xylose  5-phosphate  synthase
(DXS)  and  1-deoxy-D-xylose  5-phosphate  reductoisomerase
(DXR)  to  increase  the  synthesis  of  withanolide  and  withaferin-
A[62].  The  endophyte Pseudomonas  fluorescens ALEB7B
increases the accumulation of sesquiterpenoids in Atractylodes
lancea by  producing  IAA.  Consistent  with  this,  exogenous  IAA
treatment  also  significantly  increases  the  accumulation  of β-
caryophyllene, zingiberene, and β-sesquiphellandrene[63].

SA  is  a  phenolic  plant  hormone  that  plays  a  crucial  role  in
plant  immunity  and  induces  resistance  to  phytopathogens.  It
also  regulates  plant  growth,  development,  photosynthesis,
transpiration,  ion  absorption,  and  transportation[64,65].  Recent
studies  have  shown  that  endophytes  can  perceive  external
stimuli in their hosts and activate a series of defense responses
by  secreting  SA  or  regulating  the  content  of  endogenous  SA,
thereby  protecting  plants  from  invasion[66,67].  In  addition  to
activating immunity, SA can activate several SM synthesis path-
ways.  The  exogenous  application  of  SA  to Dendrobium  offici-
nale can activate the expression of flavonol synthase (FLS) gene
involved  in  flavonol  biosynthesis  metabolism  pathways,
thereby  significantly  increasing  the  total  flavonol  content  in
Dendrobium  officinale[68].  SA  and  ABA  have  been  detected  in
the  fermentation  supernatant  of Sphingomonas  paucimobilis

ZJSH1,  an  endophyte  isolated  from Dendrobium  officinale[41],
suggesting that it may promote SM biosynthesis by increasing
the SA or  ABA levels  in  host  cells.  The endophytic  fungus Fus-
arium sp.  E5  from Euphorbia  pekinensis increases  isoeuph-
pekinensin content by enhancing host SA levels[69].

ABA  is  an  important  plant  hormone  of  the  isoprenoid
(terpene)  category.  It  plays  a  crucial  role  in  plant  responses  to
abiotic  stresses[70,71].  Several  rhizospheric  and  endophytic
microorganisms  can  synthesize  ABA  or  regulate  host  ABA
levels,  thereby  affecting  the  accumulation  of  SMs  via  ABA-
mediated  pathways[72].  Exogenous  treatment  of Dendrobium
officinale with  ABA  significantly  increases  the  expression  of
genes  involved  in  the  methylethritol  phosphate  pathway,
including DXS and DXR[73].  The  endophyte Brachybacterium
paraconglomeratum strain  SMR20  from Leucojum  aestivum L.
reportedly  regulates  host  ABA  levels[74].  Several  studies  have
shown that exogenous application of ABA on medicinal plants,
such  as Glycyrrhiza  uralensis, and Salvia  miltiorrhiza,  signifi-
cantly  enhanced  the  accumulation  of  bioactive
ingredients[74−76].  However,  it  still  requires  further  studies  to
investigate  whether  these  microorganisms  regulate  SM  accu-
mulation in medicinal plants by affecting ABA levels.

According to these reports, rhizospheric or endophytic micro-
organisms can synthesize  plant  hormones,  thereby promoting
SM accumulation in the host. However, current research on the
mechanisms  by  which  microbe-derived  hormones  directly  or
indirectly  regulate  SM  accumulation  in  medicinal  plants  are
largely  unknown.  The  majority  of  studies  have  reported  that
microorganisms can synthesize hormones and that the exoge-
nous application of hormones can increase the accumulation of
plant  SMs.  We  hypothesized  that  hormones  synthesized  by
microorganisms  enter  host  cells  and  activate  multiple  down-
stream  signaling  pathways  mediated  by  hormones,  including
pathways related to the biosynthesis  of  SMs,  ultimately  affect-
ing the accumulation of SMs (Fig. 2). Future research is needed
to elucidate  the  molecular  mechanisms by  which  microorgan-
isms  regulate  SM  synthesis  by  manipulating  host  hormone
levels. To treat plants, hormones that can enhance the accumu-
lation of  SMs in  plants  can be directly  applied,  or  microorgan-
isms  that  can  synthesize  hormones  can  be  used,  thereby
promoting the accumulation of SMs.

 Promoting SM accumulation by activating plant
immunity

Plants  and  microorganisms  reside  in  a  common  environ-
ment, and plants can perceive the presence of microorganisms
and  respond  accordingly.  Plant  cell  surface-localized  pattern
recognition  receptors  (PRRs)  recognize  conserved  molecular
features, such as fungal cell wall components, chitin, and bacte-
rial  flagellin,  and  initiate  innate  immune  responses  against
microbes.  These  conserved  microbial  features  are  called
microbe/pathogen-associated  molecular  patterns  (PAMPs/
MAMPs)[77].  Upon  recognition  of  PAMPs/MAMPs,  plant  cells
activate  a  series  of  immune  responses,  including  the  produc-
tion of reactive oxygen species (ROS), calcium influx, activation
of  mitogen-activated  protein  kinase  (MAPK)  and  calcium-
dependent  protein  kinase  cascades,  and  transcriptional  repro-
gramming[78].  Note  that  the  PRR-mediated  immunity  can  be
triggered  by  MAMPs  from  most  microbes,  not  only  by
pathogens.  The  activation  of  immune  responses  may  activate
the  expression  of  genes  related  to  SM  synthesis,  thereby
affecting  SM  accumulation[79].  For  example,  the  activation  of
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plant  immunity  affects  the  metabolism  of  flavonoids,  lipids,
phenolic  acids,  and  amino  acids  in Arabidopsis  thaliana[80].
Fungi-derived MAMP chitin and bacterium-derived MAMP flg22
can  induce  ROS  bursts  and  MAPK,  which  then  regulate  the
accumulation  of  phenylpropanoids,  flavonoids,  and  linoleic
acid derivatives in rice (Oryza sativa)[81]. Similarly, the treatment
of  plants  with  chitosan,  a  fungus-derived  MAMP,  activate  the
production  of  immune  signaling  molecules  ROS  and  NO  and
promotes the accumulation of lignin and the primary metabo-
lites galactose and melibiose in chickpea (Cicer arietinum. L.)[79].
Some SMs, such as monoterpenes, can induce the activation of
plant immunity and improve plant adaptability to environmen-
tal changes[82].

In  medicinal  plant  studies,  scientists  have  found  that  rhizo-
spheric  and  endophytic  microorganisms  regulate  the  expres-
sion  of  genes  related  to  the  synthesis,  metabolism,  and
accumulation  of  SMs  by  activating  plant  immunity.  The  endo-
phytic fungal strain Penicillium oxalicum significantly enhances
the  expression  of  immune-related  genes,  such  as  the  genes

encoding the PRR protein FLS2 and calmodulin-like protein,  in
Gastrodia  elata Bl.  f.  glauca S.  chow tubers.  Immune activation
regulates  the  biosynthesis  of  flavonoids,  diterpenoids,  and
phenylpropanoids  in Gastrodia  elata Bl.  f.  glauca  S.  chow[83].
Alternaria  panax Whetzel  is  a  pathogen  isolated  from Panax
notoginseng that  can  activate  ROS  production  and  the  MAPK
cascade, enhance the expression of PAL, 4CL, CAD, and POX, and
significantly  increase  the  accumulation  of  p-hydroxyphenyl
lignin,  guaiacyl  lignin,  and  total  lignin[84].  It  was  reported  that
pathogenic microbes activate MAPKs,  AP2/ERFs,  and WRKYs in
Syringa Pinnatifolia Hemsley, which enhances the expression of
key  enzyme  genes  in  the  biosynthesis  pathways  of  sesquiter-
penes  and  ligans,  leading  to  the  accumulation  of  SMs  such  as
diterpenes, alistolane, aromadendrane, bisabalane, cadine, and
ligans[85].  Collectively, plant immunity and metabolic pathways
are closely related,  and microorganisms or  PAMPs/MAMPs can
induce  immune  activation  to  promote  SM  accumulation
(Fig. 2).

Several  studies  have  reported  that  rhizospheric  and

 

Fig.  2    Microorganisms  regulate  the  accumulation  of  SMs  in  medicinal  plants  in  multiple  manners.  Medicinal  plants  reside  in  a  common
environment with rhizosphere and endophytic microorganisms. While some rhizospheric and endophytic microorganisms directly synthesize
SMs[103],  others may promote the biosynthesis of  SMs in medicinal  plants by secrete plant hormones,  such as IAA, SA and ABA into the host
cells  or  activate  host  immunity-related  pathways  (e.g.  MAPK)  pathways[74,85,104,105].  In  contrast,  some  SMs  may  promote  host  resistance  or
affected the microbial composition[106].
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endophytic  microorganisms  enhance  SM  accumulation,  likely
by activating plant immunity. However, the majority of studies
have  found,  through  multi-omics  analyses,  that  SM  accumula-
tion  is  highly  correlated  with  genes  or  pathways  related  to
plant  immunity,  suggesting  that  microorganisms  promote  SM
accumulation  by  activating  host  immunity.  There  are  few
reports  on  the  molecular  mechanisms  by  which  microorgan-
isms  regulate  SM  accumulation  through  the  host  immune
system. In the future, PAMPs/MAMPs derived from microorgan-
isms could be directly used to enhance the quality of medicinal
plants  by  activating  the  host  immune  system.  This  approach
avoids  the  potential  microbial  invasion  of  the  host.  Consider-
ing  production  costs,  weak  or  non-virulence  microorganisms
that express the PAMPs or MAMPs may have better application
prospects.

 Regulation of rhizospheric and endophytic
microorganisms by plant SMs

During  plant-microbe  interactions,  microorganisms  may
promote the accumulation of various SMs in plants, enhancing
their  adaptability  to  environmental  stresses.  Some  plant  SMs
can protect plants from pathogenic microbe infections by acti-
vating  the  expression  of  resistance-related  genes.  Maize  root
exudates  can  recruit Bacillus  amyloliquefaciens OR2-30,  which
secretes  a  lipopeptide  called  iturins  to  inhibit  the  formation
and  germination  of Fusarium  graminearum conidia,  inducing
the  production  of  ROS  and  causing  hyphal  cell  death[86].  Taxi-
folin  is  a  flavonoid  compound  secreted  by  the  root  system  of
potatoes and onions. The tomato rhizosphere treated with taxi-
folin is enriched in Bacillus sp. B56, which inhibits the growth of
Verticillium  dahliae and  reduces  the  incidence  of  verticillium
wilt[87].  Many medicinal plants can synthesize some triterpenes
compounds,  such  as Astragalus  membranaceus Bge.  var.
mongolicus (Bge.)  Hsiao  and Nigella  sativa[88,89].  Research  has
reported  that  triterpenoids,  such  as  thalianyl  palmitate,  myris-
tate  and  laurate,  can  selectively  enrich Rhizobium sp., Hydro-
genophage sp. and Herbaspirillum sp. in plants[90]. Tangeretin is
a component rich in medicinal plants, such as citrus sinensis and
citrus  reticulata.  It  was  reported  that  tangeretin  treatment  of
rice can enhance its resistance to rice blast disease[91]. Phenolic
acids  are  also  one  of  the  main  active  ingredients  in  many
medicinal  plants,  such  as Salvia  miltiorrhiza and Lycium
ruthenicum Murray[92,93].  Researchers have found that reducing
the  concentration  of  phenolic  acids  significantly  inhibits  the
enrichment  of  pathogenic  bacteria Ilyonectria in  the  rhizo-
sphere  of Panax  notoginseng,  while  promoting  the  growth  of
beneficial  bacteria Sphingomonas, Lysobacter, Massilia and
Burkholderia,  thereby  reducing  the  occurrence  of  root  rot
disease[94].  However,  whether  these  components  can  activate
plant  immunity  in  medicinal  plants  themselves  remains  to  be
further studied.

SM is also known to affect the composition or abundance of
the  rhizospheric  or  endophytic  microbial  communities  in
crops[95−97].  For  example,  researchers  have  found  that  SMs  in
tobacco  can  regulate  the  composition  of  microbial  communi-
ties.  Nicotine  is  the  primary  alkaloid  in  tobacco  leaves  that
defends against insects[98].  Benzoxazinoids synthesized in corn
are  indole-derived  compounds,  which  can  significantly  inhibit
pathogenic  fungi  such  as Blumeria, Ramularia, Puccinia,  and
Filobasidium in  the  buds  through  their  accumulation  in  the

body[99].  In  tobacco,  isoquinoline  alkaloids  can  significantly
reduce  the  number  of  pathogenic  bacteria Ralstonia  solana-
cearum in soil, thereby reducing the occurrence of tobacco wilt
disease[100].  However,  there  are  still  few  studies  on  the  impact
of  medicinal  plant  SMs  on  the  composition  of  microbial
community,  and  the  mechanisms  remain  to  be  further
investigated.

 Conclusions and perspectives

Microorganisms  play  essential  roles  in  SM  accumulation  in
medicinal plants. These microorganisms promote plant growth
and development  by  establishing symbiotic  relationships  with
plants  or  suppressing  pathogen  infection.  Many  rhizospheric
and endophytic microorganisms can promote SM biosynthesis
in various manners, including the direct synthesis of SMs, secre-
tion  of  plant  hormones,  and  activation  of  host  immunity
(Fig.  2).  In  contrast,  SMs  may  regulate  the  composition  and
abundance of microorganisms.  Interactions between microbes
and  medicinal  plants  provide  an  important  perspective  for
understanding the accumulation of bioactive SMs in medicinal
plants. However, the precise mechanisms through which plant
SMs  and  microbes  regulate  each  other  remain  unclear.  Future
research will require in-depth analyses of the molecular mecha-
nisms underlying these interactions. In recent years, Salvia milti-
orrhiza and Echinacea purpurea have been known to have good
medicinal  effects,  rich  medicinal  ingredients,  and  relatively
mature  experimental  research  systems.  They  have  been
proposed  to  be  model  plants  for  studying  medicinal  plant-
microbe  interactions[101,102].  Future  studies  on  the  micro-
biomes  of  these  two  medicinal  plants  may  facilitate  break-
throughs regarding the interactions between medicinal  plants
and  microorganisms.  Future  studies  should  also  focus  on  the
development  of  efficient  and  high-quality  microbial  fertilizers
to  improve  the  yield  and  quality  of  medicinal  plants.  Multiple
microbial  strains  be  combined  to  develop  microbial  fertilizers
that can simultaneously promote the growth,  accumulation of
active  ingredients,  and  disease  resistance  of  medicinal  plants.
The  accumulation  of  certain  SMs  is  induced  by  microbially
derived PAMPs/MAMPs, which can be produced through large-
scale fermentation.

 Author contributions

The  authors  confirm  contribution  to  the  paper  as  follows:
study  conception  and  design:  Liang  X,  Wu  H,  Yu  J;  literatures
collection  and  analysis:  Bai  M,  Wang  C,  Yu  J;  draft  manuscript
preparation:  Yu  J,  Liang  X.  All  authors  approved  the  final
version of the manuscript.

 Data availability

Data sharing not applicable to this article as no datasets were
generated or analyzed during the current study.

Acknowledgments

This  work  was  supported  by  Key  realm  R&D  Program  of
Guangdong  Province  (2020B020221001),  the  Laboratory  of
Lingnan  Modern  Agriculture  Project  (NZ  2021024),  the  Open
Competition  Program  of  Top  Ten  Critical  Priorities  of
Agricultural  Science  and  Technology  Innovation  for  the  14th

 
Micorbes regulate SM synthesis in medicinal plants

Page 6 of 10   Yu et al. Medicinal Plant Biology 2024, 3: e011



Five-Year  Plan  of  Guangdong  Province  (2022SDZG07),  the
Chinese  Natural  Science  Foundation  (32270381),  and  2021
Traditional Chinese Medicine (Medicine of South China) Indus-
try  Talents  Project-Innovation  Team  of  South  China  Medicine
Resources, Yunfu (YRCB(2021)2).

Conflict of interest

The  authors  declare  that  they  have  no  conflict  of  interest.
Hong  Wu  is  the  Editorial  Board  members  of  Journal Medicinal
Plant  Biology.  He  was  blinded  from  reviewing  or  making  deci-
sions on the manuscript. The article was subject to the journal's
standard procedures, with peer-review handled independently
of the Editorial Board members and their research groups.

Dates

Received 23 July 2023; Revised 21 March 2024; Accepted 25
April 2024; Published online 26 June 2024

References 

Barnes J, Anderson LA, Gibbons S, Phillipson JD. 2005. Echinacea
species  (Echinacea  angustifolia (DC.)  Hell., Echinacea  pallida
(Nutt.)  Nutt., Echinacea  purpurea (L.)  Moench):  a  review  of  their
chemistry, pharmacology and clinical properties. Journal of Phar-
macy and Pharmacology 57(8):929−54

1.

Gajurel  PR,  Kashung S,  Nopi  s,  Panmei R,  Singh B. 2021.  Can the
Ayurvedic  pippali  plant  (Piper  longum L.)  be  a  good  option  for
livelihood and socio-economic development for  Indian farmers?
Current science 120(10):1567

2.

Kang Y, Mao YF, Sheng LY, et al. 2022. China Statistical Yearbook-
2022. International Trade and Economic Cooperation: 11-6 Major
Exported Commodoties  in  Quantity  and Value  (2021),  ed.  Wang
JS, China Statistical Press.

3.

Menggala  SR,  Vanhove  W,  Muhammad  DRA,  Rahman  A,  Speel-
man S, et al. 2021. The Effect of Geographical Indications (GIs) on
the Koerintji  Cinnamon Sales  Price  and  Information  of  Origin.
Agronomy 11(7):1410

4.

van Der Heijden R, Jacobs DI, Snoeijer W, Hallard D, Verpoorte R.
2004.  The  Catharanthus  alkaloids:  pharmacognosy  and  biotech-
nology. Current Medicinal Chemistry 11(5):607−28

5.

Malik S, Cusidó RM, Mirjalili MH, Moyano E, Palazón J, et al. 2011.
Production of the anticancer drug taxol in Taxus baccata suspen-
sion cultures: A review. Process Biochemistry 46(1):23−34

6.

Liang  S,  Wen  Z,  Tang  T,  Liu  Y,  Dang  F,  et  al. 2022.  Study  on
flavonoid  and  bioactivity  features  of  the  pericarp  of Citri  Reticu-
latae 'chachi'  during  storage. Arabian  Journal  of  Chemistry
15(3):103653

7.

Liu H, Wen J, Xu Y, Wu J, Yu Y, et al. 2022. Evaluation of dynamic
changes and formation regularity in volatile flavor compounds in
Citrus reticulata 'chachi' peel at different collection periods using
gas chromatography-ion mobility spectrometry. LWT 171:114126

8.

Yang L, Wen KS, Ruan X, Zhao YX, Wei F, et al. 2018. Response of
plant secondary metabolites to environmental factors. Molecules
23(4):762

9.

Li Y, Kong D, Fu Y, Sussman MR, Wu H. 2020. The effect of devel-
opmental  and  environmental  factors  on  secondary  metabolites
in medicinal plants. Plant Physiology and Biochemistry 148:80−89

10.

Weremczuk-Jeżyna I,  Hnatuszko-Konka K,  Lebelt  L,  Grzegorczyk-
Karolak  I. 2021.  The  protective  function  and  modification  of
secondary metabolite accumulation in response to light stress in
Dracocephalum forrestii Shoots. International Journal of Molecular
Sciences 22(15):7965

11.

Cao  S,  Shi  L,  Shen  Y,  He  L,  Meng  X. 2022.  Ecological  roles  of
secondary metabolites of Saposhnikovia divaricata in adaptation
to drought stress. PeerJ 10:e14336

12.

Lv  J,  Yang  S,  Zhou  W,  Liu  Z,  Tan  J,  et  al. 2024.  Microbial  regula-
tion  of  plant  secondary  metabolites:  Impact,  mechanisms  and
prospects. Microbiological Research 283:127688

13.

Wu W, Chen W, Liu S, Wu J, Zhu Y, et al. 2021. Beneficial relation-
ships  between  endophytic  bacteria  and  medicinal  plants. Fron-
tiers in Plant Science 12:646146

14.

Pang  Z,  Chen  J,  Wang  T,  Gao  C,  Li  Z,  et  al. 2021.  Linking  plant
secondary  metabolites  and  plant  microbiomes:  a  review. Fron-
tiers in Plant Science 12:621276

15.

Mendes  R,  Garbeva  P,  Raaijmakers  JM. 2013.  The  rhizosphere
microbiome:  significance  of  plant  beneficial,  plant  pathogenic,
and  human  pathogenic  microorganisms. FEMS  Microbiology
Reviews 37(5):634−63

16.

Ferreira A, Quecine MC, Lacava PT, Oda S, Azevedo J, et al. 2008.
Diversity  of  endophytic  bacteria  from Eucalyptus species  seeds
and  colonization  of  seedlings  by Pantoea  agglomerans. FEMS
Microbiology Letters 287(1):8−14

17.

Ryan  RP,  Germaine  K,  Franks  A,  Ryan  DJ,  Dowling  DN. 2008.
Bacterial  endophytes:  recent  developments  and  applications.
FEMS Microbiology Letters 278(1):1−9

18.

Zhou  N,  Mu  M,  Xie  H,  Wu  Y,  Zhou  Y,  et  al. 2021.  Rhizospheric
fungal  diversities  and  soil  biochemical  factors  of Fritillaria
taipaiensis over five cultivation years. Horticulturae 7(12):560

19.

Kui  L,  Chen B,  Chen J,  Sharifi  R,  Dong Y,  et  al. 2021.  A  compara-
tive analysis on the structure and function of the Panax notogin-
seng rhizosphere  microbiome. Frontiers  in  Microbiology
12:673512

20.

Chiellini  C,  Maida  I,  Emiliani  G,  Mengoni  A,  Mocali  S,  et  al. 2014.
Endophytic and rhizospheric bacterial communities isolated from
the medicinal plants Echinacea purpurea and Echinacea angustifo-
lia. International Microbiology 17(3):165−74

21.

Chen JM, Feng WM, Yan H, Liu P, Zhou GS, et al. 2022. Explore the
interaction  between  root  metabolism  and  rhizosphere  micro-
biota  during  the  growth  of Angelica  sinensis. Frontiers  in  Plant
Science 13

22.

Chen J, Wu Y, Zhuang X, Guo J, Hu X, et al. 2022. Diversity analy-
sis of leaf endophytic fungi and rhizosphere soil  fungi of Korean
Epimedium at different growth stages. Environmental Microbiome
17:52

23.

Yang K, Fu R, Feng H, Jiang G, Finkel O, et al. 2023. RIN enhances
plant  disease  resistance  via  root  exudate-mediated  assembly  of
disease-suppressive  rhizosphere  microbiota. Molecular  Plant
16(9):1379−95

24.

Hartmann  M.,  Six  J. 2023.  Soil  structure  and  microbiome  func-
tions  in  agroecosystems. Nature  Reviews  Earth  &  Environment
4:4−18

25.

Thakur  M,  Bhattacharya  S,  Khosla  PK,  Puri  S. 2019.  Improving
production  of  plant  secondary  metabolites  through  biotic  and
abiotic  elicitation. Journal  of  Applied  Research  on  Medicinal  and
Aromatic Plants 12:1−12

26.

Edmeades  DC. 2003.  The  long-term  effects  of  manures  and
fertilisers  on  soil  productivity  and  quality:  a  review. Nutrient
Cycling in Agroecosystems 66(2):165−80

27.

El Gendy AG, El Gohary AE, Omer EA, Hendawy SF, Hussein MS, et
al. 2015.  Effect  of  nitrogen  and  potassium  fertilizer  on  herbage
and  oil  yield  of  chervil  plant  (Anthriscus  cerefolium L.). Industrial
Crops and Products 69:167−74

28.

Liu W, Wang Q, Wang B, Wang X, Franks A, et al. 2015. Changes in
the  abundance  and  structure  of  bacterial  communities  under
long-term  fertilization  treatments  in  a  peanut  monocropping
system. Plant and Soil 395(1-2):415−27

29.

Hlongwane MM, Mohammed M, Mokgalaka NS, Dakora FD. 2023.
The potential of rhizobacteria to mitigate abiotic stress in Lesser-
tia frutescens. Plants 12:196

30.

Micorbes regulate SM synthesis in medicinal plants
 

Yu et al. Medicinal Plant Biology 2024, 3: e011   Page 7 of 10

https://doi.org/10.1211/0022357056127
https://doi.org/10.1211/0022357056127
https://doi.org/10.1211/0022357056127
https://doi.org/10.18520/cs/v120/i10/1567-1572
https://doi.org/10.3390/agronomy11071410
https://doi.org/10.2174/0929867043455846
https://doi.org/10.1016/j.procbio.2010.09.004
https://doi.org/10.1016/j.arabjc.2021.103653
https://doi.org/10.1016/j.lwt.2022.114126
https://doi.org/10.3390/molecules23040762
https://doi.org/10.1016/j.plaphy.2020.01.006
https://doi.org/10.3390/ijms22157965
https://doi.org/10.3390/ijms22157965
https://doi.org/10.7717/peerj.14336
https://doi.org/10.1016/j.micres.2024.127688
https://doi.org/10.3389/fpls.2021.646146
https://doi.org/10.3389/fpls.2021.646146
https://doi.org/10.3389/fpls.2021.621276
https://doi.org/10.3389/fpls.2021.621276
https://doi.org/10.1111/1574-6976.12028
https://doi.org/10.1111/1574-6976.12028
https://doi.org/10.1111/j.1574-6968.2008.01258.x
https://doi.org/10.1111/j.1574-6968.2008.01258.x
https://doi.org/10.1111/j.1574-6968.2007.00918.x
https://doi.org/10.3390/horticulturae7120560
https://doi.org/10.3389/fmicb.2021.673512
https://doi.org/10.2436/20.1501.01.219
https://doi.org/10.3389/fpls.2022.1005711
https://doi.org/10.3389/fpls.2022.1005711
https://doi.org/10.1186/s40793-022-00446-w
https://doi.org/10.1016/j.molp.2023.08.004
https://doi.org/10.1038/s43017-022-00366-w
https://doi.org/10.1016/j.jarmap.2018.11.004
https://doi.org/10.1016/j.jarmap.2018.11.004
https://doi.org/10.1023/A:1023999816690
https://doi.org/10.1023/A:1023999816690
https://doi.org/10.1016/j.indcrop.2015.02.023
https://doi.org/10.1016/j.indcrop.2015.02.023
https://doi.org/10.1007/s11104-015-2569-3
https://doi.org/10.3390/plants12010196


Zhu J, Li M, Whelan M. 2018. Phosphorus activators contribute to
legacy  phosphorus  availability  in  agricultural  soils:  A  review.
Science of The Total Environment 612:522−37

31.

Tariq MR, Shaheen F, Mustafa S, ALI S, Fatima A, et al. 2022. Phos-
phate  solubilizing  microorganisms  isolated  from  medicinal
plants improve growth of mint. PeerJ 10:e13782

32.

Tian L, Shi S, Ji L, Nasir F, Ma LN, et al. 2018. Effect of the biocon-
trol  bacterium Bacillus  amyloliquefaciens on  the  rhizosphere  in
ginseng plantings. International Microbiology 21(3):153−62

33.

Feng WM, Liu P, Yan H, Zhang S, Shang EX, et al. 2021. Impact of
Bacillus on phthalides accumulation in Angelica sinensis (Oliv.) by
stoichiometry and microbial  diversity analysis. Frontiers  in Micro-
biology 11:611143

34.

Huang X,  Zeng Z,  Chen Z,  Tong X,  Jiang J,  et  al. 2022.  Decipher-
ing the potential of a plant growth promoting endophyte Rhizo-
bium sp.  WYJ-E13,  and  functional  annotation  of  the  genes
involved  in  the  metabolic  pathway. Frontiers  in  Microbiology
13:1035167

35.

Shah S,  Shah B,  Sharma R,  Rekadwad B,  Shouche YS,  et  al. 2022.
Colonization  with  non-mycorrhizal  culturable  endophytic  fungi
enhances orchid growth and indole acetic acid production. BMC
Microbiology 22:101

36.

Phurailatpam  L,  Gupta  A,  Sahu  PK,  Mishra  S. 2022.  Insights  into
the  functional  potential  of  bacterial  endophytes  from  the
ethnomedicinal plant, Piper longum L. Symbiosis 87(2):165−74

37.

Liu T, Liao Q, Yu F, Zi S, Tian S, et al. 2022. Plant growth-promot-
ing activities of bacterial endophytes isolated from the medicinal
plant Pairs polyphylla var. yunnanensis. World Journal of Microbiol-
ogy and Biotechnology 38:15

38.

Wang L, Huang X, Li J, Huang J, Bao S, et al. 2022. Metabolites of
zearalenone and phytohormones secreted by endophytic fungus
strain  TH15  regulating  the  root  development  in Tetrastigma
hemsleyanum. Plant  Cell,  Tissue  and  Organ  Culture  (PCTOC)
150(3):683−94

39.

Han Z, Cui Y, Wang Y, Wang Y, Sun Z, et al. 2022. Effect of rhizo-
spheric  fungus  on  biological  control  of  root  rot  (Fusarium  equi-
seti) disease of Saposhnikovia divaricata. Agronomy 12(11):2906

40.

Yang  S,  Zhang  X,  Cao  Z,  Zhao  K,  Wang  S,  et  al. 2014.  Growth‐
promoting Sphingomonas  paucimobilis ZJSH1  associated  with
Dendrobium  officinale through  phytohormone  production  and
nitrogen fixation. Microbial Biotechnology 7(6):611−20

41.

Ding  C,  Wang  S,  Li  J,  Wang  Z. 2022.  Transcriptomic  analysis
reveals the mechanism of host growth promotion by endophytic
fungus  of Rumex  gmelinii Turcz. Archives  of  Microbiology
204(7):443

42.

Jasim B, Joseph AA, John CJ, Mathew J, Radhakrishnan EK. 2014.
Isolation and characterization of  plant  growth promoting endo-
phytic  bacteria  from the rhizome of Zingiber  officinale. 3  Biotech
4(2):197−204

43.

Ali  S,  Kim  WC. 2018.  Plant  growth  promotion  under  water:
decrease  of  waterlogging-induced  ACC  and  ethylene  levels  by
ACC  deaminase-producing  bacteria. Frontiers  in  Microbiology
9:1096

44.

Lyu D, Backer R, Berrué F, Martinez-Farina C, Hui JPM, et al. 2023.
Plant  Growth-Promoting  Rhizobacteria  (PGPR)  with  Microbial
Growth Broth Improve Biomass and Secondary Metabolite Accu-
mulation  of Cannabis  sativa L. Journal  of  Agricultural  and  Food
Chemistry 71(19):7268−77

45.

Asghari  B,  Khademian  R,  Sedaghati  B. 2020.  Plant  growth
promoting  rhizobacteria  (PGPR)  confer  drought  resistance  and
stimulate  biosynthesis  of  secondary  metabolites  in  pennyroyal
(Mentha  pulegium  L.  )  under  water  shortage  condition. Scientia
Horticulturae 263:109132

46.

Liu T, Ren Z, Chunyu WX, Li GD, Chen X, et al. 2022. Exploration of
Diverse  Secondary  Metabolites  From Streptomyces sp.
YINM00001,  Using  Genome  Mining  and  One  Strain  Many
Compounds Approach. Frontiers in Microbiology 13:831174

47.

Maithani  D,  Sharma  A,  Gangola  S,  Chaudhary  P,  Bhatt  P. 2022.
Insights  into  applications  and  strategies  for  discovery  of  micro-
bial bioactive metabolites. Microbiological Research 261:127053

48.

Sarang H, Rajani P, Vasanthakumari MM, Kumara PM, Siva R, et al.
2017. An endophytic fungus, Gibberella moniliformis from Lawso-
nia inermis L. produces lawsone, an orange-red pigment. Antonie
van Leeuwenhoek 110(7):853−862

49.

Tanapichatsakul  C,  Khruengsai  S,  Monggoot  S,  Pripdeevech  P.
2019. Production of eugenol from fungal endophytes Neopestal-
otiopsis sp.  and  Diaporthe  sp.  isolated  from Cinnamomum
loureiroi leaves. PeerJ 7:e6427

50.

Peng  F,  Zhang  MY,  Hou  SY,  Chen  J,  Wu  YY,  et  al. 2020.  Insights
into Streptomyces spp.  isolated  from  the  rhizospheric  soil  of
Panax  notoginseng:  isolation,  antimicrobial  activity  and  biosyn-
thetic potential for polyketides and non-ribosomal peptides. BMC
Microbiology 20:143

51.

Rahmat  E,  Kang  Y. 2020.  Yeast  metabolic  engineering  for  the
production  of  pharmaceutically  important  secondary  metabo-
lites. Applied Microbiology and Biotechnology 104(11):4659−74

52.

Ziemert N,  Alanjary M, Weber T. 2016.  The evolution of  genome
mining  in  microbes  –  a  review. Natural  Product  Reports
33(8):988−1005

53.

Zhang  S,  Zhang  L,  Zhu  J,  Chen  H,  Chen  Z,  et  al. 2021.  Genomic
and Metabolomic Investigation of  a  Rhizosphere Isolate Strepto-
myces netropsis WLXQSS-4 Associated with a Traditional Chinese
Medicine. Molecules 26(8):2147

54.

Cheng  JT,  Cao  F,  Chen  XA,  Li  YQ,  Mao  XM. 2020.  Genomic  and
transcriptomic  survey  of  an  endophytic  fungus Calcarisporium
arbuscula NRRL  3705  and  potential  overview  of  its  secondary
metabolites. BMC Genomics 21:424

55.

Tsalgatidou PC, Thomloudi EE, Baira E, Papadimitriou K, Skagia A,
et al. 2022. Integrated genomic and metabolomic analysis illumi-
nates  key  secreted  metabolites  produced  by  the  novel  endo-
phyte Bacillus halotolerans Cal. l. 30 involved in diverse biological
control activities. Microorganisms 10(2):399

56.

Su J, Wang Y, Bai M, Peng T, Li H, et al. 2023. Soil conditions and
the plant microbiome boost the accumulation of monoterpenes
in the fruit of Citrus reticulata 'Chachi'. Microbiome 11:61

57.

Zhang Y, Berman A, Shani E. 2023. Plant hormone transport and
localization:  signaling  molecules  on  the  move. Annual  Review  of
Plant Biology 74(1):453−79

58.

Yang L, Yan Y, Zhao B, Xu H, Su X, et al. 2022. Study on the Regu-
lation  of  Exogenous  Hormones  on  the  Absorption  of  Elements
and the Accumulation of Secondary Metabolites in the Medicinal
Plant Artemisia argyi Leaves. Metabolites 12(10):984

59.

Luo  J,  Zhou  JJ,  Zhang  JZ. 2018.  Aux/IAA  Gene  Family  in  Plants:
Molecular Structure, Regulation, and Function. International Jour-
nal of Molecular Sciences 19(1):259

60.

Duca D, Lorv J, Patten CL, Rose D, Glick BR. 2014. Indole-3-acetic
acid  in  plant–microbe  interactions. Antonie  van  Leeuwenhoek
106(1):85−125

61.

Pandey  SS,  Singh  S,  Pandey  H,  Srivastava  M,  Ray  T,  et  al. 2018.
Endophytes  of Withania  somnifera modulate  in  planta  content
and  the  site  of  withanolide  biosynthesis. Scientific  Reports
8(1):5450

62.

Zhou JY, Sun K, Chen F, Yuan J, Li X, et al. 2018. Endophytic Pseu-
domonas induces  metabolic  flux  changes  that  enhance  medici-
nal  sesquiterpenoid  accumulation  in Atractylodes  lancea. Plant
Physiology and Biochemistry 130:473−81

63.

Zhang KL,  Liu  QS,  Kang HX,  Liu  XM,  Chen XP,  et  al. 2020.  Herbi-
vore‐induced rice resistance against rice blast mediated by sali-
cylic acid. Insect Science 27(1):49−57

64.

Pokotylo  I,  Hodges  M,  Kravets  V,  Ruelland  E. 2022.  A  ménage  à
trois:  salicylic  acid,  growth  inhibition,  and  immunity. Trends  in
Plant Science 27(5):460−71

65.

Kou MZ, Bastías DA, Christensen MJ, Zhong R, Nan ZB, et al. 2021.
The  plant  salicylic  acid  signalling  pathway  regulates  the

66.

 
Micorbes regulate SM synthesis in medicinal plants

Page 8 of 10   Yu et al. Medicinal Plant Biology 2024, 3: e011

https://doi.org/10.1016/j.scitotenv.2017.08.095
https://doi.org/10.7717/peerj.13782
https://doi.org/10.1007/s10123-018-0015-0
https://doi.org/10.3389/fmicb.2020.611143
https://doi.org/10.3389/fmicb.2020.611143
https://doi.org/10.3389/fmicb.2020.611143
https://doi.org/10.3389/fmicb.2022.1035167
https://doi.org/10.1186/s12866-022-02507-z
https://doi.org/10.1186/s12866-022-02507-z
https://doi.org/10.1007/s13199-022-00864-x
https://doi.org/10.1007/s11274-021-03194-0
https://doi.org/10.1007/s11274-021-03194-0
https://doi.org/10.1007/s11274-021-03194-0
https://doi.org/10.1007/s11240-022-02321-5
https://doi.org/10.3390/agronomy12112906
https://doi.org/10.1111/1751-7915.12148
https://doi.org/10.1007/s00203-022-03072-9
https://doi.org/10.1007/s13205-013-0143-3
https://doi.org/10.3389/fmicb.2018.01096
https://doi.org/10.1021/acs.jafc.2c06961
https://doi.org/10.1021/acs.jafc.2c06961
https://doi.org/10.3389/fmicb.2022.831174
https://doi.org/10.1016/j.micres.2022.127053
https://doi.org/10.1007/s10482-017-0858-y
https://doi.org/10.1007/s10482-017-0858-y
https://doi.org/10.7717/peerj.6427
https://doi.org/10.1186/s12866-020-01832-5
https://doi.org/10.1186/s12866-020-01832-5
https://doi.org/10.1007/s00253-020-10587-y
https://doi.org/10.1039/C6NP00025H
https://doi.org/10.3390/molecules26082147
https://doi.org/10.1186/s12864-020-06813-6
https://doi.org/10.3390/microorganisms10020399
https://doi.org/10.1186/s40168-023-01504-2
https://doi.org/10.1146/annurev-arplant-070722-015329
https://doi.org/10.1146/annurev-arplant-070722-015329
https://doi.org/10.3390/metabo12100984
https://doi.org/10.3390/ijms19010259
https://doi.org/10.3390/ijms19010259
https://doi.org/10.3390/ijms19010259
https://doi.org/10.1007/s10482-013-0095-y
https://doi.org/10.1038/s41598-018-23716-5
https://doi.org/10.1016/j.plaphy.2018.07.016
https://doi.org/10.1016/j.plaphy.2018.07.016
https://doi.org/10.1111/1744-7917.12630
https://doi.org/10.1016/j.tplants.2021.11.008
https://doi.org/10.1016/j.tplants.2021.11.008


infection of a biotrophic pathogen in grasses associated with an
Epichloë endophyte. Journal of Fungi 7(8):633
Safara S, Harighi B, Bahramnejad B, Ahmadi S. 2022. Antibacterial
activity of endophytic bacteria against sugar beet root rot agent
by  volatile  organic  compound  production  and  induction  of
systemic resistance. Frontiers in Microbiology 13:921762

67.

Yu Z, Dong W, Teixeira da Silva JA, He C, Si C, et al. 2021. Ectopic
expression  of DoFLS1 from Dendrobium  officinale enhances
flavonol accumulation and abiotic stress tolerance in Arabidopsis
thaliana. Protoplasma 258(4):803−15

68.

Gao  FK,  Ren  CG,  Dai  CC. 2012.  Signaling  effects  of  nitric  oxide,
salicylic acid, and reactive oxygen species on isoeuphpekinensin
accumulation  in Euphorbia  pekinensis suspension  cells  induced
by an endophytic fungal elicitor. Journal  of  Plant Growth Regula-
tion 31(4):490−497

69.

Hsu  PK,  Dubeaux  G,  Takahashi  Y,  Schroeder  JI. 2021.  Signaling
mechanisms in abscisic acid-mediated stomatal closure. The Plant
Journal 105(2):307−21

70.

Chen K,  Li  GJ,  Bressan RA,  Song CP,  Zhu JK,  et  al. 2020.  Abscisic
acid dynamics, signaling, and functions in plants. Journal of Inte-
grative Plant Biology 62(1):25−54

71.

Zhou  JY,  Li  X,  Zhao  D,  Deng-Wang  MY,  Dai  CC. 2016.  Reactive
oxygen  species  and  hormone  signaling  cascades  in  endophytic
bacterium  induced  essential  oil  accumulation  in Atractylodes
lancea. Planta 244(3):699−712

72.

Fan H, Wu Q, Wang X, Wu L, Cai Y, et al. 2016. Molecular cloning
and expression of 1-deoxy-d-xylulose-5-phosphate synthase and
1-deoxy-d-xylulose-5-phosphate  reductoisomerase  in Dendro-
bium  officinale. Plant  Cell,  Tissue  and  Organ  Culture  (PCTOC)
125(2):381−85

73.

Ptak A, Morańska E, Warchoł M, Gurgul A, Skrzypek E, et al. 2022.
Endophytic bacteria from in vitro culture of Leucojum aestivum L.
a new source of galanthamine and elicitor of alkaloid biosynthe-
sis. Scientific Reports 12:13700

74.

Liang  Z,  Ma  Y,  Xu  T,  Cui  B,  Liu  Y,  et  al. 2013.  Effects  of  abscisic
acid, gibberellin, ethylene and their interactions on production of
phenolic  acids  in salvia  miltiorrhiza bunge  hairy  roots. PLoS  One
8(9):e72806

75.

Yang D, Sheng D, Duan Q, Liang X, Liang Z, et al. 2012. PEG and
ABA  trigger  the  burst  of  reactive  oxygen  species  to  increase
tanshinone production in Salvia miltiorrhiza hairy roots. Journal of
Plant Growth Regulation 31(4):579−87

76.

DeFalco TA, Zipfel  C. 2021. Molecular mechanisms of early plant
pattern-triggered immune signaling. Molecular Cell 81:3449−67

77.

Ngou  BPM,  Ding  P,  Jones  JDG. 2022.  Thirty  years  of  resistance:
Zig-zag  through  the  plant  immune  system. The  Plant  Cell
34(5):1447−78

78.

Narula  K,  Elagamey  E,  Abdellatef  MAE,  Sinha  A,  Ghosh  S,  et  al.
2020.  Chitosan-triggered  immunity  to Fusarium in  chickpea  is
associated  with  changes  in  the  plant  extracellular  matrix  archi-
tecture,  stomatal  closure  and  remodeling  of  the  plant  meta-
bolome and proteome. The Plant Journal 103(2):561−83

79.

Lu  C,  Jiang  Y,  Yue  Y,  Sui  Y,  Hao  M,  et  al. 2023.  Glutathione  and
neodiosmin  feedback  sustain  plant  immunity. Journal  of  Experi-
mental Botany 74(3):976−90

80.

Tang BZ, Liu CY, Li ZQ, Zhang XX, Zhou SQ, et al. 2021. Multilayer
regulatory  landscape  during  pattern‐triggered  immunity  in
rice. Plant Biotechnology Journal 19(12):2629−45

81.

Pérez-Pérez J, Minguillón S, Kabbas-Piñango E, Payá C, Campos L,
et  al. 2024.  Metabolic  crosstalk  between hydroxylated monoter-
penes  and  salicylic  acid  in  tomato  defense  response  against
bacteria. Plant Physiology 00:kiae148

82.

Wang  Y,  Gao  Y,  Zang  P,  Xu  Y. 2020.  Transcriptome  analysis
reveals underlying immune response mechanism of fungal (Peni-
cillium  oxalicum)  disease  in Gastrodia  elata Bl. f.  glauca S.  chow
(Orchidaceae). BMC Plant Biology 20:445

83.

Yang Q, Li  J,  Sun J,  Cui X. 2022. Comparative transcriptomic and
proteomic  analyses  to  determine  the  lignin  synthesis  pathway
involved  in  the  fungal  stress  response  in Panax  notoginseng.
Physiological and Molecular Plant Pathology 119:101814

84.

Gao  J,  Li  T,  Jiao  L,  Jiang  C,  Chen  S,  Huang  L,  et  al. 2022.
Metabolome  and  transcriptome  analyses  identify  the  plant
immunity  systems  that  facilitate  sesquiterpene  and  lignan
biosynthesis  in Syringa  pinnatifolia Hemsl. BMC  Plant  Biology
22:132

85.

Xie  S,  Jiang  L,  Wu  Q,  Wan  W,  Gan  Y,  et  al. 2022.  Maize  root
exudates  recruit Bacillus  amyloliquefaciens OR2-30  to  inhibit
Fusarium graminearum Infection. Phytopathology 112(9):1886−93

86.

Zhou X,  Zhang J,  Khashi  u Rahman M, Gao D,  Wei Z,  et  al. 2023.
Interspecific  plant  interaction  via  root  exudates  structures  the
disease  suppressiveness  of  rhizosphere  microbiomes. Molecular
Plant 16(5):849−64

87.

Chen J, Wu XT, Xu YQ, Zhong Y, Li YX, et al. 2015. lobal transcrip-
tome  analysis  profiles  metabolic  pathways  in  traditional  herb
Astragalus membranaceus Bge. var. mongolicus (Bge.) Hsiao. BMC
Genomics 16:S15

88.

Elyasi  R,  Majdi  M,  Bahramnejad  B,  Mirzaghaderi  G. 2016.  Spatial
modulation  and  abiotic  elicitors  responses  of  the  biosynthesis
related genes of mono/triterpenes in black cumin (Nigella sativa).
Industrial Crops and Products 79:240−47

89.

Huang AC,  Jiang T,  Liu  YX,  Bai  YC,  Reed J,  et  al. 2019.  A  special-
ized  metabolic  network  selectively  modulates Arabidopsis root
microbiota. Science 364(6440):eaau6389

90.

Liang ML, Ye HJ, Shen Q, Jiang XY, Cui GB, et al. 2021. Tangeretin
inhibits  fungal  ferroptosis  to  suppress  rice  blast. Journal  of  Inte-
grative Plant Biology 63(12):2136−49

91.

Zhou  Z,  Feng  J,  Huo  J,  Qiu  S,  Zhang  P,  et  al. 2024.  Versatile
CYP98A enzymes catalyse meta-hydroxylation reveals diversity of
salvianolic  acids  biosynthesis. Plant  Biotechnology  Journal
22:1536−48

92.

Zhang  G,  Chen  S,  Zhou  W,  Meng  J,  Deng  K,  et  al. 2018.  Rapid
qualitative  and  quantitative  analyses  of  eighteen  phenolic
compounds from Lycium ruthenicum Murray by UPLC-Q-Orbitrap
MS and their antioxidant activity. Food Chemistry 269:150−56

93.

Zhang  Y,  Li  T,  Ye  C,  Lu  R,  Liu  Y,  et  al. 2021.  Leaching  alleviates
phenol-mediated root rot in Panax notoginseng by modifying the
soil microbiota. Plant and Soil 468:491−507

94.

Waterman  PG. 1992.  Roles  for  secondary  metabolites  in  plants.
Ciba Foundation Symposium 171:255−69

95.

Ramakrishna A, Ravishankar GA. 2011. Influence of abiotic stress
signals  on  secondary  metabolites  in  plants. Plant  Signaling  &
Behavior 6(11):1720−31

96.

Wang X, Zhang J, Lu X, Bai Y, Wang G. 2023. Two diversities meet
in the rhizosphere: root specialized metabolites and microbiome.
Journal of Genetics and Genomics 51(5):467−78

97.

Steppuhn A, Gase K, Krock B, Halitschke R, Baldwin IT. 2004. Nico-
tine's defensive function in nature. PLoS Biology 2(8):e217

98.

Kudjordjie  EN,  Sapkota  R,  Steffensen  SK,  Fomsgaard  IS,  Nico-
laisen M. 2019. Maize synthesized benzoxazinoids affect the host
associated microbiome. Microbiome 7(1):59

99.

Wei  C,  Liang J,  Wang R,  Chi  L,  Wang W,  et  al. 2024.  Response of
bacterial  community  metabolites  to  bacterial  wilt  caused  by
Ralstonia  solanacearum:  a  multi-omics  analysis. Frontiers  in  Plant
Science 14:1339478

100.

Maggini  V,  Mengoni  A,  Bogani  P,  Firenzuoli  F,  Fani  R. 2020.
Promoting model systems of microbiota-medicinal plant interac-
tions. Trends in Plant Science 25(3):223−25

101.

Huang W, Long C,  Lam E. 2018.  Roles of  plant-associated micro-
biota  in  traditional  herbal  medicine. Trends  in  Plant  Science
23(7):559−62

102.

Rustamova N, Bozorov K,  Efferth T,  Yili  A. 2020. Novel secondary
metabolites  from  endophytic  fungi:  synthesis  and  biological
properties. Phytochemistry Reviews 19:425−48

103.

Micorbes regulate SM synthesis in medicinal plants
 

Yu et al. Medicinal Plant Biology 2024, 3: e011   Page 9 of 10

https://doi.org/10.3390/jof7080633
https://doi.org/10.3389/fmicb.2022.921762
https://doi.org/10.1007/s00709-020-01599-6
https://doi.org/10.1007/s00344-012-9258-8
https://doi.org/10.1007/s00344-012-9258-8
https://doi.org/10.1007/s00344-012-9258-8
https://doi.org/10.1111/tpj.15067
https://doi.org/10.1111/tpj.15067
https://doi.org/10.1111/jipb.12899
https://doi.org/10.1111/jipb.12899
https://doi.org/10.1111/jipb.12899
https://doi.org/10.1007/s00425-016-2536-0
https://doi.org/10.1007/s11240-016-0945-1
https://doi.org/10.1038/s41598-022-17992-5
https://doi.org/10.1371/journal.pone.0072806
https://doi.org/10.1007/s00344-012-9268-6
https://doi.org/10.1007/s00344-012-9268-6
https://doi.org/10.1016/j.molcel.2021.07.029
https://doi.org/10.1093/plcell/koac041
https://doi.org/10.1111/tpj.14750
https://doi.org/10.1093/jxb/erac442
https://doi.org/10.1093/jxb/erac442
https://doi.org/10.1093/jxb/erac442
https://doi.org/10.1111/pbi.13688
https://doi.org/10.1093/plphys/kiae148
https://doi.org/10.1186/s12870-020-02653-4
https://doi.org/10.1016/j.pmpp.2022.101814
https://doi.org/10.1186/s12870-022-03537-5
https://doi.org/10.1094/PHYTO-01-22-0028-R
https://doi.org/10.1016/j.molp.2023.03.009
https://doi.org/10.1016/j.molp.2023.03.009
https://doi.org/10.1186/1471-2164-16-S7-S15
https://doi.org/10.1186/1471-2164-16-S7-S15
https://doi.org/10.1016/j.indcrop.2015.11.005
https://doi.org/10.1126/science.aau6389
https://doi.org/10.1111/jipb.13175
https://doi.org/10.1111/jipb.13175
https://doi.org/10.1111/jipb.13175
https://doi.org/10.1111/pbi.14284
https://doi.org/10.1016/j.foodchem.2018.06.132
https://doi.org/10.1007/s11104-021-05136-z
https://doi.org/10.1002/9780470514344.ch15
https://doi.org/10.4161/psb.6.11.17613
https://doi.org/10.4161/psb.6.11.17613
https://doi.org/10.1016/j.jgg.2023.10.004
https://doi.org/10.1371/journal.pbio.0020217
https://doi.org/10.1186/s40168-019-0677-7
https://doi.org/10.3389/fpls.2023.1339478
https://doi.org/10.3389/fpls.2023.1339478
https://doi.org/10.1016/j.tplants.2019.12.013
https://doi.org/10.1016/j.tplants.2018.05.003
https://doi.org/10.1007/s11101-020-09672-x


Ahmed  R,  Sonowal  S,  Chikkaputtaiah  C,  Basar  E,  Velmurugan  N.

2023.  Bifunctional  and  metabolically  stable  Himalayan  endo-

phytic  bacterium Pantoea sp.  enhances  microalgal  productivity.

Biomass Conversion and Biorefinery

104.

Takino  J,  Kozaki  T,  Sato  Y,  Liu  C,  Ozaki  T,  et  al. 2018.  Unveiling

biosynthesis  of  the  phytohormone  abscisic  acid  in  fungi:

unprecedented mechanism of  core scaffold formation catalyzed

by  an  unusual  sesquiterpene  synthase. Journal  of  the  American
Chemical Society 140(39):12392−95

105.

Jacoby  RP,  Koprivova  A,  Kopriva  S. 2021.  Pinpointing  secondary
metabolites  that  shape  the  composition  and  function  of  the
plant microbiome. Journal of Experimental Botany 72(1):57−69

106.

Copyright:  © 2024 by the author(s).  Published by
Maximum  Academic  Press,  Fayetteville,  GA.  This

article  is  an  open  access  article  distributed  under  Creative
Commons  Attribution  License  (CC  BY  4.0),  visit https://creative-
commons.org/licenses/by/4.0/.

 
Micorbes regulate SM synthesis in medicinal plants

Page 10 of 10   Yu et al. Medicinal Plant Biology 2024, 3: e011

https://doi.org/10.1007/s13399-023-04123-x
https://doi.org/10.1021/jacs.8b08925
https://doi.org/10.1021/jacs.8b08925
https://doi.org/10.1093/jxb/eraa424
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/

	Introduction
	Diversity of rhizospheric and endophytic microorganisms in medicinal plants
	Regulation of the growth of medicinal plants by microorganisms
	Promoting the accumulation of SMs by microorganisms
	SMs directly synthesized by rhizospheric and endophytic microorganisms
	Plant hormone-induced SM accumulation affected by microorganisms
	Promoting SM accumulation by activating plant immunity

	Regulation of rhizospheric and endophytic microorganisms by plant SMs
	Conclusions and perspectives
	Author contributions
	Data availability
	References

