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Abstract

Background: Several attempts have been made for green synthesis of nanoparticles of different metals and metal
oxides, revealing the significance of plant extracts in reducing metal source to nanoparticles and applications in
various scientific domains.

Main body: The present article focus on applications of Vitex negundo leaves extract in fabrication of nanoparticles
of various metals like silver, gold, zinc oxide, and copper oxide. Vitex negundo is evergreen, perennial shrub,
belonging to family Verbenaceae. Its leaves are reported to contain several phytochemicals like iridoids, flavonoids,
and their glycosides, terpenoids. In respective research attempts, these metallic nanoparticles were evaluated for
one or more applications like anti-microbial activity and/or photocatalytic activity.

Conclusions: Use of V. negundo polar extract indicated involvement of its polar phytocompounds in reducing the
metal source and stabilizing the nanoparticles. In conclusion, it could be noted that metal nanoparticles have better
antimicrobial activity and photocatalytic potential over aqueous leaves extract.

Background
Since few decades, many research groups are working hard
for the development of simple and facile methods for the
synthesis of metallic nanoparticles. The reason lies in their
applications in various scientific domains. Applications so
explored can be classified into two types. Biological applica-
tions include applications of nanoparticles explored for
their anti-bacterial [1], anti-fungal [2], anti-viral [3], anti-
inflammatory [4], anti-cancer [5, 6], anti-diabetic [7], and
anti-oxidant potentials [8]. Non-biological applications in-
clude photocatalysis of pollutant dyes like methylene blue,
reduction of 4-nitrophenol and its derivatives used in pesti-
cides [9], use in dye-sensitized solar cells (DSSCs) [10].
Using C. gigantea latex, yttrium nitrate, europium nitrate,
sodium chloride, and water, Ramakrishna et al. synthesized
Eu3+ doped Y2SiO5 nanophosphors; those can be used in

light-emitting diodes (LEDs) [11]. Recently, Wang et al.
modified zinc oxide nanoparticles using uniformly dis-
persed silver nanoparticles and found enhancement in etha-
nol fumes and H2S gas sensing performance [12].
For synthesis of metallic nanoparticles, several biological

systems have been tried. Shivaji et al. employed cell-free cul-
ture supernatants of psychrophilic bacteria Pseudomonas
proteolytica, Pseudomonas antarctica, Pseudomonas meridi-
ana, Arthrobacter gangotriensis, Arthrobacter kerguelensis,
Bacillus cecembensis, and Bacillus indicus [13], while
Ahmed et al. used F. oxysporum to reduce silver oxide for
preparation of silver nanoparticles [14]. Once Candida albi-
cans was used for the synthesis of selenium nanoparticles
[15], while Trichoderma viride was tried for the fabrication
of silver nanoparticles [16]. Uma Suganya et al. successfully
attempted blue-green alga S. Platensis-mediated synthesis of
gold nanoparticles [17]. Since many years, plant extracts are
being used for eco-friendly, green synthesis of metallic
nanoparticles. Extracts of all the plant organs like leaves,
flowers, barks, and fruits have been tried to fabricate
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metallic nanoparticles. Then, it is anticipated that plant
metabolites or phytochemicals are involved in the reduction
of metal ions (present in donor compound), formation of
their clusters, and then particles of nano size. Further, after
the fabrication of nanoparticles, phyto-compounds have also
been observed to present on the surface of nanoparticles,
i.e., they act as capping and stabilizing agents for metal
nanoparticles. These phytochemicals can be primary metab-
olites like carbohydrates, amino acids-proteins or lipids, or
secondary metabolites like flavonoids, anthocyanins, iridoids
(also in their glycosidic forms), alkaloids, tannins, resins, ter-
pens, or terpenoids. Nie et al. attempted the synthesis of sil-
ver and gold nanoparticles using nucleotides, adenine (A),
cytosine (C), guanine (G), and thymine (T) as template [18].
Leaves contain carbohydrates, waxes, alkaloids, and poly-
phenols like flavonoids. Leaves of family-like verbenaceae,
lamiaceae composed of terpenes as well. Barks are rich in
tannins and flavonoids, while flowers and fruits contain
monosaccharides, anthocyanins. Also, fruits of family
Umbelliferae have terpenes in them. Among these, actually
involved phytochemicals are depending upon the solv-
ent used for extraction. Mostly, polar solvents like dis-
tilled water, methanol, ethanol are used; ultimately
polar phytocompounds like carbohydrates, few proteins,
flavonoids, anthocyanins, iridoids, and glycosides are
likely to be responsible for the entire mechanism. Etha-
nolic extracts also include resins and terpenoids. Few
researchers have tried non-polar petroleum ether ex-
tract, indicating involvement of oils, fats, and terpenes
in process of nanoparticles synthesis [19].

Main text
Vitex negundo Linn. (VN) (Fig. 1a), the aromatic and
woody, perennial shrub belonging to family Verbena-
ceae, is widely distributed throughout the Indian sub-
continent. Zhang et al. reported that plant also grows on
mine waste, indicating its use in phytoremediation [20].
The extract of parts of plant has been reported to have
anti-fungal, antibacterial, anticonvulsant, CNS depres-
sant, antiallergic, immunomodulatory, hepatoprotective,
anti-hyperglycemic, antinociceptive, anti-inflammatory,
antioxidant, anti-HIV, and snake venom neutralization
activities [21]. Apart from these, it has been observed
that in the Raver region (Dist. Jalgaon) of India, the VN
plants are planted on the boundary of the banana field,
to protect the banana plantations from hot winds run-
ning in summer (Fig. 1b). This review focused on appli-
cations of VN extracts in the fabrication of nanoparticles
of different metals, their characterization for determin-
ation of visible light absorption maximum, crystalline,
functional groups of capping agents, size and shape, and
their applications in different domains. Hence, it is
worthy to have a look on the morphology of VN leaves
and phytochemicals present in VN leaves, prior to their

employment in the synthesis of nanoparticles. For this
review, I found various research articles and reviews per-
taining to a variety of aspects, most of which are avail-
able there on well recognized international databases
like the Royal Society of Chemistry (http://www.rsc.org),
Elsevier-ScienceDirect (http://www.sciencedirect.com),
Springer (http://link.springer.com), MDPI, and PubMed
(Error! Hyperlink reference not valid.).

Morphology of VN leaves
VN has trifoliate, occasionally pentafoliate leaves with peti-
ole of 2-4 cm. Trifoliate leaves are lanceolate with 5-10 cm
long and 2-3.5 cm wide middle leaf. The remaining leaves
on either side are sub-sessile. Leaves have a glabrous sur-
face, tomentose bottom, and leathery texture (Fig. 2).

Phytochemistry of VN leaves
Several times, preliminary phytochemical studies of VN
leaves were conducted, which further revealed the pres-
ence of polyphenols, terpenoids, and iridoids. Based on
preliminary date, researchers have isolated or proved to
detect the various phytocompounds, mainly secondary
metabolites of different classes (Table 1, Fig. 3).

Fig. 1 a Vitex negundo plant. b Plantation of V. negundo at the
boundary of banana field
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Green synthesis of metallic nanoparticles using VN leaves
Zinc oxide nanoparticles
Zinc oxide is thermally and chemically stable, II–VI semi-
conductor having band gap of 3.37 eV. It has been studied
thoroughly and used in solar cells [29], piezoelectric trans-
ducers [30], transistors [31], photocatalysts [32], and gas
sensors [33]. Considering these applications of zinc oxide,
two groups of researchers attempted to develop a facile
method for the preparation of high-quality ZnO with uni-
form morphologies in the form of zinc oxide nanoparticles
using VN leaves extract. In 2015, Ambika and Sundrarajan,
extracted about 5 g of crushed powder of dried VN leaves
with 50ml of ethanol for 2 h at 60 °C using soxhlet appar-
atus [34]. Then, this ethanolic extract was added to the
stock solution of zinc nitrate hexahydrate. After 24 h, parti-
cles were separated by centrifugation at 6000 rpm for about
15min. Finally, zinc oxide nanoparticles were obtained on
calcinations at 450 °C. This newly obtained powdered ma-
terial was characterized by UV-Visible, FT-IR spectra,
XRD, EDX-Energy Dispersive X-ray, and SEM techniques.
UV-Visible spectrum showed the typical excitation absorp-
tion peak at 375 nm. Its sharpness may be attributed to the
electronic transitions from the valence band to the conduc-
tion band. FTIR spectrum exhibiting peaks at 3403.48,
2357.70, 1595.42, 1424.02, 1099, and 533 cm−1. Initial peaks
could be assigned to –OH stretching, C-H stretching, and
C=C vibrations. The last peak at 533 could be attributed to
typical Zn-O-Zn vibrations. XRD pattern of as-synthesized
zinc oxide nanoparticles exposed the sharp peaks at 2θ
values (100), (002), (101), (102), (110), (103), (112), and
(201), indicated that zinc oxide nanoparticles are crystalline
in nature. SEM and EDX images of as-synthesized zinc

Fig. 2 Vitex negundo leaves

Table 1 Phytochemicals present in VN leaves

Class of
phytocompounds

Phytocompounds Reference

Iridoid glycosides Agnuside [22]

2-p-hydroxybenzoyl
mussaenosidic acid

[23]

6′-p-hydroxy benzoyl
mussaenosidic acid

Nishindaside

Negundoside [24]

Flavonoids and
flavonoid glycosides

Vitegnoside

7,8 dimethyl herbacetin
3-rhamnoside

5,7 dihydroxy-6,4′ dimethoxy
flavanone

5,3′-dihydroxy—7,8,4′-trimethoxy
flavanone

5-hydroxy-3,6,7,3′,4′-pentamethoxy
flavone

5 hydroxy-7,4′ dimethoxy flavone

Vitexicarpin [25]

Casticin [26]

Chryso-spleno

Vitexin

Triterpenoid Ursolic acid [27]

Friedelin [28]

Hydrocarbons 4,4-dimethoxy-trans-stilbene
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oxide nanoparticles cleared the spherical shape with the
particle size approximately 75 to 80 nm and the presence
of zinc and oxygen only, respectively. Isoorientin, a flavon-
oid present in VN extract was considered responsible for
the fabrication of zinc oxide nanoparticles. The mechanism
involves the formation of zinc-isoorientin complex which
on hydrolysis and subsequent calcinations released isoor-
ientin and formed zinc oxide nanoparticles. Then, re-
searchers screened anti-bacterial potential by Kirby-
Bauer’s agar well diffusion methods against Escherichia
coli (gram negative) and Staphylococcus aureus (gram
positive) microbes by measuring zone of inhibition and
minimum inhibitory concentration (MIC). The result of
anti-bacterial screening was mentioned in Table 2. The
MIC was determined by measuring optical density
(OD) at 600 nm. The optical densities were found as
0.41 for E. coli and 0.51 for S. aureus, while that for un-
treated cultures of both microbes was 0.8.
Then, Anbuvannan et al. 2018 boiled about 20 g of VN

leave powder with 100ml of distilled water for 20min and
filtered using Whatman filter paper. Then, they added

about 5 g of zinc nitrate to 30, 40, and 50mL to VN leave
extracts at the temperature reached 60 °C. The resultant
mixtures were then boiled until the dark yellowish paste is
converted to ceramic crucible and annealed at 400 °C for
2 h. Finally, obtained light white colored powder was used
for characterization and evaluation of antimicrobial poten-
tial and photocatalytic activity. Zinc oxide nanoparticles
so obtained were then characterized by its UV-Visible (in
reflectance mode), photoluminescence, FT-IR spectra, X-
ray diffraction, and morphology and size distribution were
characterized using FE-SEM and TEM. UV-Visible spectra
of zinc nanoparticles prepared using different quantities of
VN leave extracts showed absorption at 365, 360, and 355
nm. Based on these values, the band gap energies of three
cases were found to be 3.39, 3.44, and 3.49 eV. Here, the
blue shift of absorption denotes the quantum confinement
effect. In photoluminescence spectroscopy, all the samples
have high UV emission at 402 nm [35]. According to Van-
heusden et al., this intense UV emission near to band edge
emission of ZnO was originated from the recombination
of excitons. The sample prepared with a high quantity of

Fig. 3 Phytochemicals present in V. negundo leaves
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VN extract exhibited a red shift in 432 and 447 nm to
471 and 483 nm, respectively; also a green emission at
530 nm (probably due to oxygen vacancies) [39]. FTIR
absorption spectra showed various peaks at 2924, 2353,
1633, 1440, 1382, 1026, 848, and 437 cm−1 for zinc
oxide nanoparticles, indicating that they have been
capped by phytochemicals having acid, amides, and/or
hydroxyl functional groups also by aromatic com-
pounds. TEM analysis revealed that zinc oxide nano-
particles are quasi-spherical in shape with the size of
23.81 nm and polycrystalline in nature. This researchers
group carried group evaluation of anti-microbial activ-
ity by Kelmanl disk diffusion method against the patho-
gens Salmonella paratyphi and Vibrio cholera in
addition to S. aureus and E. coli. The results obtained
were mentioned in Table 2.
The extend of photodegradation of methylene blue

(MB) in aqueous solution under the UV radiation was
considered as function of photocatalytic activities of zinc
oxide nanoparticles. The dye MB (1 × 10–4 M) with 20
mg of zinc oxide nanoparticles was stirred for 30 min in
dark. The reaction was monitored using a UV–Visible
spectrophotometer at 665 nm at different time intervals.
It was observed that the intensity of the blue color of the
mixture decreased gradually, and eventually became col-
orless. The excited dye deputes an electron to the con-
duction band of ZnO, and scavenged by pre-adsorbed
oxygen, to form reactive oxygen species (ROS) which
drove the photodegradation process.

Copper oxide nanoparticles
Many times, it has been proven that nanoparticles have
better anti-microbial activity [40]; however, fabrication
of copper oxide nanoparticles is mostly preferred due to
its cost effectiveness and stability [41]. Copper in in-
volved in redox reaction catalyzed by various enzymes
by acting as co-factor. It has been observed that due to
the ability to induce oxidative stress, CuO-NPs have
anti-cancer potential [42]. Considering these applica-
tions, in 2018, Karthikarani and Suresh tried the green
synthesis of copper oxide nanoparticles using VN leaves
extract [43]. They heated 10 g in chopped leaves in 50
ml distilled water at 60 °C for 1 h, with constant stirring

and then filtered through Whatman No. 1 filter paper.
Extract in different quantities (2, 4, and 6 ml) were
added separately to each of 1M copper nitrate and kept
aside overnight. Change in the greenish-brown color of
the mixture to dark brown indicated a reduction of cop-
per nitrate to copper oxide. The mixture was then
washed with methanol and water, paste was obtained
which was finally placed in a ceramic crucible and
annealed at 300 °C for 3 h. Lastly, a black colored pow-
der was obtained, which was used for further
characterization and photocatalytic degradation of
Rhodamine B. Spectral characterization including UV-
Visible, FT-IR spectral analysis, and morphological ana-
lysis including XRD, SEM, TEM techniques were per-
formed. Copper oxide nanoparticles prepared using
different amounts of VN leave extracts showed an ab-
sorption maximum at 311, 310, and 308 nm, with an en-
ergy band gap of around 4 eV. FT-IR analysis revealed
the presence of phytochemicals with amine, carboxylic
acid, alcohol, aldehydes, and ketones as stabilizing and
capping agents. Copper oxide nanoparticles were found
crystalline. Further, they evaluate photodegradation
activity of copper oxide nanoparticles on dye, rhodamine
B (Fig. 4), using a 300-W tungsten halogen lamp
equipped Heber Visible Annular Type Photo reactor.

Gold nanoparticles
As such, when gold (Au) is in bulk, it is considered
as chemically non-reactive for many reactions, but
when gold is fabricated in nanoparticles, it has many
unique properties pertaining to localized surface
plasmon resonance (LSPR) [38, 44]. The gold nano-
particles with different shapes are associated with
diagnosis and therapy including cancer treatment, as
anti-angiogenesis, anti-arthritic, and antimalarial
agents. Because of their excellent photoelectrochem-
ical and photocatalytic properties that they possess,
nanocomposites of Au-graphene or Au-SnO2 which
are developed on the electrochemically active biofilms
(EABs), are used in various devices like photovoltaic
cells, photoelectrodes, sensors, optoelectronic devices,
photocatalysis [45–48].

Table 2 Anti-microbial activities (zone of inhibitions in millimeter) of nanoparticles synthesized using VN leaves extract

Zone of inhibition (in mm)

Nano-particles E. coli B. subtilis S. typhimurium P. aeruoginosa S. pyrogens S. aureus S. paratyphi V. cholerae Reference

ZnO NPs 16 19 [34]

ZnO NPs 2 8 7 21 [35]

Au NPs 17.7 20 23.7 22 17.3 19.7 [36]

Ag NPs 12 11 [37]

Ag NPs 17 8 [38]
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Recently, Veena et al., attempted the green synthesis
of gold nanoparticles using VN leave aqueous extract
prepared by cold maceration and 0.01 M chloroauric
acid as gold ions donor [36]. Then, gold nanoparticles
were characterized by their UV-Visible and FT-IR
spectra and morphology studied by XRD and TEM
techniques. UV-Visible spectrum of as-synthesized
Au-nanoparticles showed its characteristic highest ab-
sorption at 540 nm. The FTIR spectrum showed differ-
ent peaks at 3550, 1820, 1660, 1450, 1380, 1300, and
401 cm−1, suggesting the presence of phenolic com-
pounds, ketones, and quinones as stabilizing agents. In
XRD pattern, peaks like (111), (200), (220), (311), and
(222) indicated the crystalline nature of nanoparticles.
At last, TEM analysis of Au-nanoparticles revealed the
exhibition of their spherical shape with size ranging
between 20–40 nm. Anti-oxidant activity was deter-
mined by performing DPPH radical scavenging assay
and nitric oxide assay. Anti-oxidant activities of gold
nanoparticles were found concentration-dependent
and IC50 values were found to be 62.18 μg (by DPPH
radical scavenging assay) and 70.45 μg (by nitric oxide
assay). Further, the anti-bacterial activity of gold nano-
particles was screened by widely used agar well diffu-
sion method against various bacterial strains like E.
coli, B. subtilis, P. aeruginosa, S. aureus, S. typhimur-
ium, and S. pyogenes, and zone of inhibition were
noted (Table 2). The mechanism of antimicrobial ac-
tivity may be microbial DNA damage, protein synthesis
inhibition, or damage of peptidoglycan of microbial
cell wall (Fig. 5).

Silver nanoparticles
Silver nanoparticles have been proved to have their use
as nanomedicine due to their specific properties and
therapeutic potentials in the treatment of AIDS, cancer,
hepatitis B, and diabetes [49]. Other non-biological
applications of silver particles include use as catalyst in
chemical reactions in bio-chemical sensing [50], solar
cells, and batteries [51].
Taking this wide range of applications, several at-

tempts have been made for the synthesis of silver nano-
particles using VN leave extracts. The first attempt was
made by Zargar et al. in 2011 [37]. This group prepared
methanolic extract of VN leaves (About 5 g leave pow-
der extracted with 200 ml methanol) and its 0.5 g was
dissolved in 100 ml distilled water and finally to synthe-
sis silver nanoparticles, added 100 ml of silver nitrate
AgNO3 (1 × 10−1 M). After 48 h, silver nanoparticles
were obtained and characterized using UV-Visible spec-
troscopy, XRD, and TEM techniques. Further, silver
nanoparticles were screened for in vitro anti-bacterial
activity using Kirby-Bauer method, against S. aureus
and E. coli. Results revealed that silver nanoparticles
have exhibited two absorption maximum at 422 and
447 nm: crystalline nature and uneven shapes with 18.2
nm average size. Results of antibacterial screening were
mention in Table 2. The mechanism of antimicrobial
activity may be microbial DNA damage, protein synthe-
sis inhibition, or damage of peptidoglycan of microbial
cell wall (Fig. 5).
Then, in 2013, Prabhu et al. synthesized silver nano-

particles using little concentrated VN leave methanolic

Fig. 4 Photocatalytic degradation of rhodamine B by copper oxide nanoparticles
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extract (about 10 g leave powder extracted with 200 ml
methanol) and evaluated its growth-inhibitory effect on
human colon cancer cell line HCT15 [52]. For the re-
duction of silver ions, about 5 ml of methanol extract
was added to 45 ml of 1 mM silver nitrate solution and
incubated for 4 h at 37 °C. Characterization was carried
out through UV-Visible; FTIR spectral analysis and mor-
phological studies were performed through field emis-
sion scanning electron microscopy (FESEM), TEM, and
energy dispersive X-ray (EDX) analysis. The FTIR
spectrum of as-synthesized silver nanoparticles showed
intensive peaks at 3435, 3331, 2214, 1557, 1416, 1124,
and 1051 cm−1 indicated that nanoparticles were capped
by phenolic compounds present in VN leaves. TEM-
based determination of the morphology and size showed
well dispersed in nature of as-synthesized silver nano-
particles with particle range in size from 5 to 47 nm.
The number of Braggs reflections obtained in energy
dispersive X-ray (EDX) analysis was found at (111),
(200), and (220), which corresponded to the diffraction
facets of silver and indexed for the presence of crystal-
line silver. For determination of effect of silver nanopar-
ticles on human colon cancer cell line HCT 15, nuclear
morphological examination and DNA fragmentation
were studied using propidium iodide staining and single-
cell gel electrophoresis techniques, respectively. The per-
centage of cell viability was determined by MTT assay.
Results showed that silver nanoparticles held HCT15
cells at G0/G1 and G2/M phases with simultaneous de-
crease in S-phase; after 48 h, silver nanoparticles sup-
pressed proliferation of HCT15 with an IC50 of 20 μg/
ml. Hence, it was concluded that silver nanoparticles
may exert antiproliferative effects by inducing apoptosis
in the colon cancer cell line (Fig. 6).
Kathireswari et al. synthesized silver nanoparticles

adding 50 ml of fresh VN leaf extract to the aqueous so-
lution of silver nitrate (1 mM); characterized them
using UV-Visible, FTIR spectral and SEM, XRD tech-
niques; and evaluated their antibacterial activity against

S. aureus, E. coli, P. vulgaris, and S. typhi by agar well
diffusion technique [53]. For silver nanoparticles, the
highest absorbance of visible light was found at 420 nm.
FTIR spectrum showed peaks at 2359, 1683, 1510,
1458, 1238, 1066, 887 cm−1, suggesting the presence of
phytocompounds with aromatic ring, alcoholic, ester
acid functional groups as capping agents. XRD pattern
exhibited peaks which could be indexed to 2θ values of
(220), (311), (111), (420), revealing crystalline planes of
cubic Ag. SEM studies confirmed the particle size of
as-synthesized silver nanoparticles in the range of 40-
100 nm. The results of anti-bacterial screening was
mentioned in Table 2.
In 2015, Shabanzadeh et al. tried to develop the artifi-

cial neural network (ANN) based prediction model, to
determine the influence of different variables on the
size of silver nanoparticles green synthesized using VN
extract. An artificial neural network (ANN) is a compu-
tational model for simplification of complex input–out-
put relationship, mainly composed of simple processing
elements, artificial neuron/nodes (Fig. 7), and their in-
terconnections caring inputs in the form of weights.
Neurons are placed in multi-layered system composed
of input layer, hidden layer/s, and out layers along with,
in some cases bias. The transfer function of all neurons
processes all weights placed through all inputs and
gives output. In ANN training/optimization process
(Fig. 8), set of inputs are taken, weights are systematic-
ally adjusted so that network can give proper output.
The parameters namely, VN extract, stirring time,
temperature of reaction, and comcentration of silver ni-
trate were the four inputs for ANN modeling which
had been instructed to give output in the form of the
size of silver nanoparticles. Different amount of VN ex-
tract 0.1, 0.25, 0.5, 0.75, or 1.0 g were stirred for 48, 24,
12, 6, 3, or 1 h with 100 ml silver nitrate solutions of
concentration 0.1, 0.2, 0.5, 1.0, 1.5, or 2.0 M, at the
temperature 25, 30, 40, 50, 60, or 70 60 °C. The input
data was processed through 10 neurons in the hidden

Fig. 5 Mechanism of antimicrobial action of nanoparticles
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layer and exhibited hyperbolic tangent transfer func-
tion. In output, ANN predicted formation of silver
nanoparticles with a minimum size of 15.42 nm and
maximum size 30.92 nm, exhibited negligible error of
−0.05 and 0.05 nm, respectively, representing linear
transfer function. Hence, this multilayer perceptron
(MLP) system had architecture 4:10:1. Here, the max-
imum sized AgNPs occurred on stirring about 0.1 g of
VN extract, and 2M of AgNO3 solution for 24 h at
60 °C; while the smallest AgNPs were produced on stir-
ring about 1 g of VN extract, and 0.2 mol of AgNO3 for
1 h at 25 °C. Hence, it can be concluded that ANN can
be an efficient model for computation of accurate and
precise production of AgNPs of desired size [54].
In 2018, Janakiraman prepared silver nanoparticles

mixing 10 ml of methanolic extract of VN leaves to 90
ml of 1 mM silver nitrate; characterized them using
UV-Visble, FTIR spectral, and XRD technologies. Fur-
ther, researcher proved their protective effect in
nephrotoxicity induced by anti-cancer drug cisplatin
in albino rats. For induction of nephrotoxicity in rats,
cisplatin (16 mg/kg/day) was given by intraperitonial
route for 15 days. Then, on the 15th day, serum cre-
atinine, uric acid, and urea levels (as biochemical

parameters) and malonylaldehyde (MDA) and gluta-
thione reductase (GR) levels (as renal tissue markers)
in the different experimental groups were determined.
The results showed that silver nanoparticles signifi-
cantly decreased three biochemical parameters and
malonylaldehyde (MDA), while glutathione reductase
(GR) levels were restored near to normal, indicating
protective effect of silver nanoparticles on cisplatin–
induced nephrotoxicity in rats [55].
Recently, Murali et al. synthesized silver nanoparti-

cles using aqueous extract VN leaves and 1 mM silver
nitrate (AgNO3), and evaluated their anti-larvicidal
potential against Aedes aegypti, following WHO
guidelines. The percentage mortality of larvae was
found concentration dependent to silver nanoparticles,
increasing from 1 mg/L to 5 mg/L. They also tried
their utilities in detection of heavy metals chromium,
nickel, lead, mercury based on change in color in
addition to solutions, K2Cr2O7, NiSO4.6H2O,
Pb(NO3)2, and HgCl2 respectively [56].

Conclusion
Metal and metal oxide nanoparticles have a very wide
range of scientifically proven uses in various fields. To

Fig. 6 Silver nanoparticles induced apoptosis in cancer cell

Fig. 7 Architecture of neuron
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overcome the environmental challenges posed by chem-
ical methods (where hazardous chemicals are used) and
requirement of big, costlier machineries in physical
method of fabrication of nanoparticles, an eco-friendly
approach has been developed involving the use of plant
extracts for green synthesis of various nanoparticles.
Vitex negundo (Verbenaceae) leaves contain numerous
phytochemicals, which are made available for the reduc-
tion of donor compound to respective nanoparticles by
extraction using appropriate solvent.
Based on this review, it can be concluded that due to

the presence of few polar phytoconstituents, V. negundo
leaf extracts can be used for green synthesis of nanopar-
ticles of different metals (silver and gold) and metal ox-
ides (zinc oxide and copper oxide) having wide range of
applications in various scientific domains, including anti-
microbial, anti-cancer, and photocatalytic activities.

Abbreviations
VN: Vitex negundo; ANN: Artificial neural network; WHO: World Health
Organization

Acknowledgements
We, as authors of this review article is thankful to Dr. (Mrs.) Anagha M. Joshi,
Principal, SCES’s Indira College of Pharmacy, Tathawade, Pune, for her
encouragement and also for providing internet and library facilities at the
college premises to access the articles and books to carry out this review.

Authors’ contributions
SPP initiated the idea of designing this review, and written the review
manuscript; read and approved the final manuscript. STK carried out the
survey of the available literature and drawn figures and diagrams. All authors
have read and approved the manuscript.

Funding
No funding received for this research work

Availability of data and materials
All data and materials are available upon request.

Ethics approval and consent to participate
Not applicable

Consent for publication
Not applicable as our study does not include patients.

Competing interests
The authors declare that they have no competing interests.

Author details
1Department of Pharmacognosy, SCES’s Indira College of Pharmacy, Pune,
India. 2Department of Pharmacology, SCES’s Indira College of Pharmacy,
Pune, India.

Received: 9 July 2020 Accepted: 15 September 2020

References
1. Antony JJ, Sivalingam P, Siva D, Kamalakkannan S, Anbarasu K, Sukirtha R

(2011) Comparative evaluation of antibacterial activity of silver nanoparticles
synthesized using Rhizophora apiculata and glucose. Colloid Surf B 98:65–72
https://doi.org/10.1016/j.colsurfb.2011.06.022

2. Logeswari P, Silambarasan S, Abraham J (2012) Synthesis of silver
nanoparticles using plant extracts and analysis of their antimicrobial activity.
J Saudi Chem Soc 4:23–45 https://doi.org/10.1016/j.jscs.2012.04.007

3. Suriyakalaa U, Antony JJ, Suganya S, Siva D, Sukirtha R, Kamalakkannan S,
Pichiah PBT, Achiraman S (2013) Hepatocurative activity of biosynthesized
silver nanoparticles fabricated using Andrographis paniculata. Colloid Surf B
102:189–194 https://doi.org/10.1016/j.colsurfb.2012.06.039

4. Gurunathan S, Kyung-Jin L, Kalishwaralal K, Sheikpranbabu S, Vaidyanathan
R, Eom SH (2009) Antiangiogenic properties of silver nanoparticles.
Biomaterials 30:6341–6350 https://doi.org/10.1016/j.biomaterials.2009.08.008

5. Dipankar C, Murugan S (2012) The green synthesis, characterization and
evaluation of the biological activities of silver nanoparticles synthesized
from Iresine herbstii leaf aqueous extracts. Colloid Surf B 98:112–119 https://
doi.org/10.1016/j.colsurfb.2012.04.006

6. Suman TY, Rajasree SR, Kanchana A, Elizabeth SB (2013) Biosynthesis,
characterization and cytotoxic effect of plant mediated silver nanoparticles
using Morinda citrifolia root extract. Colloids Surf B 106:74–78 https://doi.
org/10.1016/j.colsurfb.2013.01.037

7. Swarnalatha C, Rachela S, Ranjan P, Baradwaj P (2012) Evaluation of invitro
antidiabetic activity of Sphaeranthus amaranthoides silver nanoparticles. Int
J Nanomat Biostr 2:25–29

Fig. 8 An artificial neural network (ANN) for synthesis of AgNPs using V. negundo leave extract

Patil and Kumbhar Future Journal of Pharmaceutical Sciences            (2020) 6:90 Page 9 of 11

https://doi.org/10.1016/j.colsurfb.2011.06.022
https://doi.org/10.1016/j.jscs.2012.04.007
https://doi.org/10.1016/j.colsurfb.2012.06.039
https://doi.org/10.1016/j.biomaterials.2009.08.008
https://doi.org/10.1016/j.colsurfb.2012.04.006
https://doi.org/10.1016/j.colsurfb.2012.04.006
https://doi.org/10.1016/j.colsurfb.2013.01.037
https://doi.org/10.1016/j.colsurfb.2013.01.037


8. Reichelt KV, Hoffmann-Lucke P, Hartmann B, Weber B, Ley JP, Krammer GE,
Swanepoel KM, Engel KH (2012) Phytochemical characterization of South
African bush tea (Athrixia phylicoides DC). South Afr J Bot 83:1–8

9. Gopalakrishnan R, Loganathan B, Dinesh S, Raghu K (2017) Strategic green
synthesis, characterization and catalytic application to 4-nitrophenol
reduction of palladium nanoparticles. J Clust Sci 28:2123–2131 https://doi.
org/10.1007/s10876-017-1207-z

10. Sharma JK, Akhtar MS, Ameen S, Srivastva P, Singh G (2015) Green synthesis
of CuO nanoparticles with leaf extract of Calotropis gigantea and its dye-
sensitized solar cells applications. J Alloys Compd 632:321–325 https://doi.
org/10.1016/j.jallcom.2015.01.172

11. Ramakrishna G, Nagabhushana H, Daruka PD, Vidya YS, Sharma SC,
Anantharaju KS, Prashantha SC, Choudhary N (2016) Spectroscopic
properties of red emitting Eu3+ doped Y2SiO5 nanophosphors for WLED’s
on the basis of Judd-Ofelt analysis: Calotropis gigantea latex mediated
synthesis. J Lumin 181:153–163 https://doi.org/10.1016/j.jlumin.2016.08.050

12. Wang S, Jia F, Wang X, Hu L, Sun Y, Yin G, Zhou T, Feng Z, Kumar P, Liu B
(2020) Fabrication of ZnO nanoparticles modified by uniformly dispersed Ag
nanoparticles: enhancement of gas sensing performance. ACS Omega 5:
5209–5218 https://doi.org/10.1021/acsomega.9b04243

13. Shivaji S, Madhu S, Singh S (2011) Extracellular synthesis of antibacterial
silver nanoparticles using psychrophilic bacteria. Process Biochem 46:1800–
1807 https://doi.org/10.1016/j.procbio.2011.06.008

14. Ahmed AA, Hamzah H, Maaroof M (2018) Analyzing formation of silver
nanoparticles from the filamentous fungus Fusarium oxysporum and their
antimicrobial activity. Turk J Biol 42:54–62 https://doi.org/10.3906/biy-1710-2

15. Lara HH, Guisbiers G, Mendoza J et al (2018) Synergistic antifungal effect of
chitosan-stabilized selenium nanoparticles synthesized by pulsed laser
ablation in liquids against Candida albicans biofilms. IJN 13:2697 https://doi.
org/10.2147/IJN.S151285

16. Fayaz M, Tiwary CS, Kalaichelvan PT et al (2010) Blue orange light emission
from biogenic synthesized silver nanoparticles using Trichoderma viride.
Colloids Surf B: Biointerfaces 75:175–178 https://doi.org/10.1016/j.colsurfb.
2009.08.028

17. Uma Suganya KS, Govindaraju K, Ganesh Kumar V et al (2015) Blue green
alga mediated synthesis of gold nanoparticles and its antibacterial efficacy
against Gram positive organisms. Mater Sci Eng C 47:351–356 https://doi.
org/10.1016/j.msec.2014.11.043

18. Nie F, Ga L, Ai J (2019) One-pot synthesis of nucleoside-templated
fluorescent silver nanoparticles and gold nanoparticles. ACS Omega 4:7643–
7649 https://doi.org/10.1021/acsomega.9b00701

19. Patil SP, Kumbhar ST (2017) Antioxidant, antibacterial and cytotoxic
potential of silver nanoparticles synthesized using terpenes rich extract of
Lantana camara L. leaves. Biochem Biophys Rep 10:76–81 https://doi.org/10.
1016/j.bbrep.2017.03.002

20. Zhang Y, Yang J, Wu H, Shi C, Zhang C, Li D, et. al. (2014). Dynamic changes
in soil and vegetation during varying ecological-recovery conditions of
abandoned mines in Beijing. Ecol Eng 73, 676-683. https://doi.org/10.1016/j.
ecoleng.2014.09.113

21. Maurya H, Rao V (2019) The favorable role of alkaloids from Vitex negundo in
the management of human ailments. Annals of Clinical Pharmacology &
Toxicology 1:8–12

22. Patil SP, Laddha KS (2018) Extraction efficiency of agnuside from Vitex
negundo leaves using different techniques and its quantitative
determination by HPLC. Int J Health Sci Res 8(8):129–135

23. Singh P, Mishra G, Srivastava S, Srivastava S, Sangeeta, Jha KK, Khosa RL.
(2011). Phytopharmacological review of Vitex negundo (Sambhalu).
Pharmacologyonline 2: 1355-1385 Newsletter.

24. Gautam LN, Shrestha SL, Wagle P, Tamrakar BM (2008) Chemical
constituents from Vitex negundo (linn.) of Nepalese origin. Scientific
World 6(6):27–32

25. Wealth of India (1976) Raw Materials (Vol-x sp-w). CSIR, New Delhi, pp
522–524

26. Achari B, Chowdhury US, Dutta PK, Pakrash SC (1984) Two isomeric
flavanones from Vitex negundo. Phytochem 23(3):703–704

27. Laddaa PL, Magdum CS (2018) Antitubercular activity and isolation of
chemical constituents from plant Vitex negundo Linn. Iranian J Pharm Res
17(4):1353–1360

28. Banerji J, Das B, Chakraoarty R (1988) Isolation of 4, 4/-dimethoxy-transstilbe
and flavonoids from leaves and twings of Vitex negundo L. Indian J Chem
27:597–599

29. Wu JJ, Chen YR, Liao WP, Wu CT, Chen CY (2010) Construction of
nanocrystalline film on nanowire array via swelling electrospun
polyvinylpyrrolidone-hosted nanofibers for use in dye-sensitized solar cells.
ACS Nano 4:5679–5684 https://doi.org/10.1021/nn101282w

30. Choi D, Choi MY, Choi WM, Shin HJ, Park HK, Seo JS, Park J, Yoon SM, Chae
SJ, Lee YH, Kim SW, Choi JY, Lee SY, Kim JM (2010) Fully rollable transparent
nanogenerators based on graphene electrodes. Adv Math 22:2187–2192
https://doi.org/10.1002/adma.200903815

31. Ong BS, Li CS, Li YN, Wu YL, Loutfy R (2007) Stable, solution-processed,
high-mobility ZnO thin-film transistors. J Am Chem Soc 129:2750–2751
https://doi.org/10.1021/ja068876e

32. Han Z, Liao L, Wu Y, Pan H, Shen S, Chen J (2012) Synthesis and photocatalytic
application of oriented hierarchical ZnO flower-rod architectures. J Hazard
Mater 217:100–106 https://doi.org/10.1016/j.jhazmat.2012.02.074

33. Spencer MJS, Yarovsky I (2010) ZnO nanostructures for gas sensing:
interaction of NO2, NO, O, and N with the ZnO nanoparticles. Surface J
Phys Chem C 114:10881–10893 https://doi.org/10.1021/jp1016938

34. Ambika S, Sundrarajan M. (2015). Antibacterial behaviour of Vitex negundo
extract assisted ZnO nanoparticles against pathogenic bacteria, Journal of
Photochemistry and Photobiology B: Biology https://doi.org/10.1016/j.
jphotobiol.2015.02.020

35. Anbuvannana M, Ramesh M, Manikandan E, Srinivasan R (2018) Vitex
negundo leaf extract mediated synthesis of ZnO nanoplates and its
antibacterial and photocatalytic activities. Asian J Nanoscie Mat 2(1):99–110

36. Veena S, Devasena T, Sathak SSM et al (2019) Green synthesis of gold
nanoparticles from Vitex negundo leaf extract: characterization and in vitro
evaluation of antioxidant–antibacterial activity. J Clust Sci 30:1591–1597
https://doi.org/10.1007/s10876-019-01601-z

37. Zargar M, Hamid AA, Abu Bakar F, Shamsudin MN, Shameli K, Jahanshiri F,
Farahani F (2011) Green synthesis and antibacterial effect of silver
nanoparticles using Vitex negundo L. Molecules 16:6667–6676 https://doi.org/
10.3390/molecules16086667

38. Yu KF, Kelly KL, Sakai N, Tatsuma T (2008) Morphologies and surface
plasmon resonance properties of monodisperse bumpy gold nanoparticles.
Langmuir 24:5849–5854 https://doi.org/10.1021/la703903b

39. Vanheusden KV, Warren WL, Seager CH (1996) Mechanisms behind green
photoluminescence in ZnO phosphor powders. J Appl Phys 79:7983–7990
https://doi.org/10.1063/1.362349

40. Nasrollahzadeh M, Maham M, Sajadi SM (2015) Green synthesis of CuO
nanoparticles by aqueous extract of Gundelia tournefortii and evaluation of
their catalytic activity for the synthesis of N-monosubstituted ureas and
reduction of 4-nitrophenol. J Colloid Interface Sci 455:245–253 https://doi.
org/10.1016/j.jcis.2015.05.045

41. Laha D, Pramanik A, Maity J, Mukherjee A, Pramanik P, Laskar A, Karmakar P
(2014) Interplay between autophagy and apoptosis mediated by copper
oxide nanoparticles in human breast cancer cells MCF7. Biochim Biophys
Acta 1840:1–9 https://doi.org/10.1016/j.bbagen.2013.08.011

42. Tardito S, Marchio L (2009) Copper compounds in anticancer strategies.
Curr Med Chem 16:1325–1348 https://doi.org/10.2174/092986709787846532

43. Karthikarani S, Suresh G (2018) Green synthesis of copper oxide nanoparticles
using Ocimum sanctum and Vitex negundo leaf extract: the study of its
photocatalytic dye degradation activity. Int J Adv Eng Res Dev 5(1):821–836

44. Brolossy TAE, Abdallah T, Mohamed MB, Abdallah S, Easawi K, Negm S,
Talaat H (2008) Shape and size dependence of the surface plasmon
resonance of gold nanoparticles studied by Photoacoustic technique, Eur.
Phys. J Spec Top 153:361–364 https://doi.org/10.1140/epjst/e2008-00462-0

45. Khan ME, Khan MM, Cho MH (2015) Green synthesis, photocatalytic and
photo- electrochemical performance of an Au–graphene nanocomposite.
RSC Adv 5:26897–26904 https://doi.org/10.1039/C5RA01864A

46. Khan MM, Ansari SA, Lee J, Lee J, Cho MH (2014) Mixed culture
electrochemically active biofilms and their microscopic and
spectroelectrochemical studies, ACS Sustainable Chem. Eng. 2:423–432
https://doi.org/10.1021/sc400330r

47. Khan ME, Khan MM, Cho MH (2015) Biogenic synthesis of a Ag–graphene
nanocomposite with efficient photocatalytic degradation, electrical
conductivity and photoelectrochemical performance. New J Chem 39:8121–
8129 https://doi.org/10.1039/C5NJ01320H

48. Khan ME, Khan ASA, Ansari MO, Cho MH, Min B (2015) Visible light-induced
enhanced photoelectrochemical and photocatalytic studies of gold
decorated SnO2 nanostructures. New J Chem 39:2758–2766 https://doi.org/
10.1039/C4NJ02245A

Patil and Kumbhar Future Journal of Pharmaceutical Sciences            (2020) 6:90 Page 10 of 11

https://doi.org/10.1007/s10876-017-1207-z
https://doi.org/10.1007/s10876-017-1207-z
https://doi.org/10.1016/j.jallcom.2015.01.172
https://doi.org/10.1016/j.jallcom.2015.01.172
https://doi.org/10.1016/j.jlumin.2016.08.050
https://doi.org/10.1021/acsomega.9b04243
https://doi.org/10.1016/j.procbio.2011.06.008
https://doi.org/10.3906/biy-1710-2
https://doi.org/10.2147/IJN.S151285
https://doi.org/10.2147/IJN.S151285
https://doi.org/10.1016/j.colsurfb.2009.08.028
https://doi.org/10.1016/j.colsurfb.2009.08.028
https://doi.org/10.1016/j.msec.2014.11.043
https://doi.org/10.1016/j.msec.2014.11.043
https://doi.org/10.1021/acsomega.9b00701
https://doi.org/10.1016/j.bbrep.2017.03.002
https://doi.org/10.1016/j.bbrep.2017.03.002
https://doi.org/10.1016/j.ecoleng.2014.09.113
https://doi.org/10.1016/j.ecoleng.2014.09.113
https://doi.org/10.1021/nn101282w
https://doi.org/10.1002/adma.200903815
https://doi.org/10.1021/ja068876e
https://doi.org/10.1016/j.jhazmat.2012.02.074
https://doi.org/10.1021/jp1016938
https://doi.org/10.1016/j.jphotobiol.2015.02.020
https://doi.org/10.1016/j.jphotobiol.2015.02.020
https://doi.org/10.1007/s10876-019-01601-z
https://doi.org/10.3390/molecules16086667
https://doi.org/10.3390/molecules16086667
https://doi.org/10.1021/la703903b
https://doi.org/10.1063/1.362349
https://doi.org/10.1016/j.jcis.2015.05.045
https://doi.org/10.1016/j.jcis.2015.05.045
https://doi.org/10.1016/j.bbagen.2013.08.011
https://doi.org/10.2174/092986709787846532
https://doi.org/10.1140/epjst/e2008-00462-0
https://doi.org/10.1039/C5RA01864A
https://doi.org/10.1021/sc400330r
https://doi.org/10.1039/C5NJ01320H
https://doi.org/10.1039/C4NJ02245A
https://doi.org/10.1039/C4NJ02245A


49. Lara HH, Ayala-Nunez NV, Ixtepan-Turrent L, Rodriguez-Padilla C (2010)
Mode of antiviral action of silver nanoparticles against HIV-1. J
Nanobiotechnol 8:1 https://doi.org/10.1186/1477-3155-8-1

50. Moulin E, Sukmanowski J, Schulte M, Royer FX, Stiebig H (2008) Thin-film
silicon solar cells with integrated silver nanoparticles. Thin Solid Films 516:
6813–6817 https://doi.org/10.1016/j.tsf.2007.12.018

51. Nam JM, Park SJ, Mirkin CA (2002) Bio-barcodes based on oligonucleotide
modified nanoparticles. J Am Chem Soc 124:3820–3821 https://doi.org/10.
1021/ja0178766

52. Prabhu D, Arulvasu C, Babu G, Manikandan R, Srinivasan P (2013) Biologically
synthesized green silver nanoparticles from leaf extract of Vitex negundo L.
induce growth-inhibitory effect on human colon cancer cell line HCT15.
Process Biochem 48:317–324 https://doi.org/10.1016/j.procbio.2012.12.013

53. Kathireswari P, Gomathi S, Saminathan K (2014) Green synthesis of silver
nanoparticles using Vitex negundo and its antimicrobial activity against
human pathogens. Int.J.Curr.Microbiol.App.Sci. 3(8):614–621

54. Shabanzadeh P, Yusof R, Shameli K (2015) Modeling of biosynthesized silver
nanoparticles in Vitex negundo L. extract by artificial neural network. RSC
Adv 5:87277 https://doi.org/10.1039/c5ra11940e

55. Janakiraman M (2018) Fabrication of silver nanoparticles: using Vitex negundo L.
against cisplatin-induced nephrotoxicity in albino rat. Asian J Pharm Clin Res
11(10):498–503 https://doi.org/10.22159/ajpcr.2018.v11i10.28721

56. Murali AS, Pillai A, Sreehari H, Sarma S, Ajith P, Bindhya SV, Anil A, Chandran
S. (2019). Facile preparation of silver nanoparticles from Vitex negundo leaf
extract with multiple applications. IOP Conference Series: Materials Science
and Engineering https://doi.org/10.1088/1757-899X/577/1/012096.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Patil and Kumbhar Future Journal of Pharmaceutical Sciences            (2020) 6:90 Page 11 of 11

https://doi.org/10.1186/1477-3155-8-1
https://doi.org/10.1016/j.tsf.2007.12.018
https://doi.org/10.1021/ja0178766
https://doi.org/10.1021/ja0178766
https://doi.org/10.1016/j.procbio.2012.12.013
https://doi.org/10.1039/c5ra11940e
https://doi.org/10.22159/ajpcr.2018.v11i10.28721
https://doi.org/10.1088/1757-899X/577/1/012096

	Abstract
	Background
	Main body
	Conclusions

	Background
	Main text
	Morphology of VN leaves
	Phytochemistry of VN leaves
	Green synthesis of metallic nanoparticles using VN leaves
	Zinc oxide nanoparticles
	Copper oxide nanoparticles
	Gold nanoparticles
	Silver nanoparticles


	Conclusion
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

