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ABSTRACT

Paederia foetida L. is a tropical Asian plant containing bioactive
compounds and often used as functional food. The aim of this study was to
determine the antioxidant capacity and inhibitory activity of P. foetida leaves
extract on tyrosinase activity. In addition, the total phenolic content (TPC)
and total flavonoid content (TFC) were determined. TPC and TFC were
evaluated by the Folin-Ciocalteu and thefRluminum chloride (AlCIs)
colorimetric method, respectively. The 2,2-diphenyl-1-picrylhydrazyl
(DPPH), ferric reducing antioxidant power (FRAP), and cupric reducing
antioxidant capacity (CUPRAC) methods were used to determine antioxidant
capacity. Trolox equivalent antioxidant capacity (TEAC) and ascorbic acid
equivalent capacity (AEC) were used to express antioxidant capacity (AAEC).
The tyrosinase inhibitory activity was conducted by enzyme-linked
immunosorbent assay (ELISA) using L-tyrosine as a substrate and measured
at 490 nm by ELISA reader. TPC in the crude extract, fraction A, and fraction
B was 173.18 + 3.99, 553.95 + 5.70 and 405.37 + 33.90, respectively. TFC in
the crude extract, fraction A, and fraction B was 12.79 + 0,25, 143.16 + 9.27,
143.50 = 6.90, respectively. The best antioxidant capacity of the extract was
shown in the DPPH method (15.71 + 1.6 mg TEAC/g and 100.77 + 8.5 mg
AAEC/g). Meanwhile, fraction B showed the best antioxidant capacity by the
FRAP (11.48 + 1.5 TEAC/gand 839 + 1.2 mg AAEC/g) and CUPRAC (116.34 +
1.9 mg TEAC/g and 66.11 + 1.3 mg AAEC/g) methods. Tyrosinase inhibitory
activity exhibited that the ICso of fractions A (13.67 pg/mL) and B (13.37
Hg/mL) were not significantly different with the ICsp of arbutin. Our molecular
docking study showed that the arbutin could suppress the function of the
tyrosinase enzyme. Therefore, we assumed that the tyrosinase inhibitor effect
of both fractions was most likely due to the arbutin content.
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INTRODUCTION

Tyrosinase is a critical enzyme of the
biosynthetic melanin pathway and has been the

DOPA and the oxidation of L-DOPA to dopaquinone
by monophenolase and diphenolase activity
(Ramsden & Riley, 2014). Moreover, it is

obvious target for preventing the over-expression
of melanin in epidermal layers (Lin et al, 2012).
Furthermore, cessive accumulation of this
pigment can lead to the development of skin
disorders, including freckles, melanoma, blotches,
lentigo, efF) (Sarkar et al, 2013). Tyrosinase
catalyzes the hydroxylation of L-tyrosine to L-
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noteworthy that free radicals also play an essential
rolein melanin biosynthesis. Increasing the activity
of the free radicals in living systems can also lead to
the production of melanin (Alam et al., 2012; Cui et
al, 2018).

Many tyrosinase inhibitors have been
identified, but only a few are currently used in
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topical dermatological products due to a lack of
clinical efficacy, limiting their use in humans
(Masyita et al, 2021; Zolghadri et al, 2019).
Therefore, research on new agents, particularly
using natural products, is of utmost relevance.
Moreover, the utilization of natural products
add a not only economic value but also utilizes
organic waste (Fawwaz et al,, 2018; Fawwaz et al,,
2019).

Paederia foetida L. belongs to the Rubiaceae
family, which is also known as 'sembukan' in
Indonesia. The leaves of P. foetida have an odorous
sulfur-smelling (Wang et al, 2014). P. foetida
possesses pharmacological activities such as anti-
inflammatory, anti-arthritic, anti-cancer,
Ehtidiarrheal, and gastroprotective effects (Chung
et al, 2021; Kumar et al, 2015; Pradhan et al,
2019). However, the anti-melanogenic and
antioxidant activity of this plant have not been
thoroughly investigated. Therefore, this study aims
to investigate the antioxidant and inhibitory
activity of P. foetida leaves extract on tyrosinase.
The total phenolic and flavonoid content of the
extracts have also been analyzed because these two
components are closely related to the antioxidant
activity of natural products.

The P. foetida leaves extract antioxidant
[@Btivity was tested using three different methods:
2,2-diphenyl-1-picrylhydrazyl  (DPPH), ferric
reducing antioxidant power (FRAP), and cupric
reducing  antioxidant  capacity  (CUPRAC),
respectively. The inhibitory activity on tyrosinase
was conducted by enzyme-linked immunosorbent
assay (ELISA).

MATERIALS AND METHODS
General

The solvents and other chemicals used wefF})
of the analytical quality. Arbutin, trolox (6-
hydroxy-2,5,7,8-tetramethylchroman-2-carboxylic
acid), vitamin C, 2,2-Diphenyl-1-picrylhydrazyl
(DPPH), mushroom tyrosinase, and L-tyrosine
were purchased from Sigma-Aldrich (St. Louis, MO,
USA). 2,4,6-Tripyridyl-S-triazine (TPTZ) was
purchased from Merck Tbk (Jakarta, Indonesia). A
Millipore-Q50 Ultrapure water system was used to
obtain deionized water (Sartorius).

Sample preparation

The P. foetida leaves were collected from
Samata, Gowa, South Sulawesi, Indonesia on
February 2020 at 10.00 - 12,00 am to obtain
optimum compound level. The leaves were washed
in running water, cut into small pieces, and dried
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for thide days in an oven at 40-50°C. The dried
leaves were then ground with a blender and passed
through a 40/60 mesh, then stored in a container.
The plant identification was carried out at the
Botanical Laboratory, Department of Biology,
Mathematics, and Natural Sciences, Universitas
Negeri Makassar, Indonesia.

Extraction and fractionation

The extraction of P. foetida leaves was
conducted by the maceration method as described
previously (Rifai et al,, 2020). Maceration or cold
extraction was used because this method is
effective for compounds that are not heat resistant
(degraded due to heat), the equipment used is
relatively simple, inexpensive, and easy to obtain.
To obtain ethanol crude extract, the extract was
concentrated under reduced pressure at 50 °C. The
crude extract was mixed with water (250 mL). The
mixture was extracted with hexane and ethyl
acetate in that order. To remove particles, all crude
extracts were filtered separately through Whatman
No. 41 filter paper. To obtain the dry extract, the
particle-free extract was concentrated under
reducdffpressure.

Vacuum liquid chromatography (VLC) was
used for the fractionation of extract. The ethyl
acetate extract (15 g) was re-dissolved in ethyl
acetate and mixed with 30 g silica gel. The solvent
was evaporated and grounded in a mortar tdbtain
a homogenous powder. The column (12 x 40 cm)
was packed with 900 g silica gel on top of the silica
gel-containing extract and covered with sea sand to
ballast the sample (Seelinger et al, 2012). The
mobile phases were a mixture of chloroform and
methanol (20:1, 15:1, 10:1, 5:1, 3:1, 1:1, 1:3, 1:5,
1:10, 1:15, 1:20) paf8kd through by application of
reduced pressure. After checking the collected
fractions by thin layer chromatography (TLC),
those with similar bands were recombined,
resulting in two combined fractions (fractions A
and B).

Thin layer chromatography

The fractionation was controlled by TLC.
The stationary phase was [ Blte silica GF254, and
the mobile phase was the mixture of hexane and
ethyl acetate (3:1). Spots on the plate were
detected blh before and after a 10% sulphuric
acid spray. The sprayed plate was heated at 100°C
for five minutes before the compounds were
detected using UV254 and visible light. Unless
otherwise specified, the plate was treated with 7 uL
of extract or fraction solution.
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Total phenolic content (TPC)

TPC was evaluated by the Folin-Ciocalteu
method according to the previous study with slight
modifications (Nayaka, Fidrianny, Sukrasno,
Hartati, & Singgih, 2020). Gallic acid (30-125
pg/mL) was used as a standard substance. The
absorbances were measured at 765 nm after 30
Elinutes incubation at 45 °C. The results were
expressed as g of gallic acid equivalents (GAE) per
100 g extract (g GAE/100 g).

Total flavonoid content (TFC)

TFC was determined by the aluminum
chloride (AlCls) colorimetric method (Chang et al,
2002). Quercetin (10-50 pg/mL) was used as a
reference standard to obtain a calibration curve.
Following the 30 min incubation at room
temperature, the absorbances were measured at
415 nm. TFC were expressed as g of quercetin
equivalents (QE) per 100 g extract (g QE/100 g).

DPPH radical-scavenging activity

DPPH radical-scavenging activity was
determined as described previously with slight
modification (Fawwaz et al,, 2021). The samples (5
E2/mL) were correctly diluted and separately
added to 5 mL of freshly prepared 0.1 mM DPPH
solution in methanol. The samples were then
vortexed and incubated at room temperature for
50 minutes, protected from light. The absorbances
at 517 nm were measured after the incubation
period. The standard substances (0-100 pg) were
trolox and vitamin C, respectively. The results were
given in milligrams of trolox and vitamin C
equivalents per gram of dry weight (DW).

Ferric reducing antioxidant power

The FRAP method was performed as
described previously with slight modifications
(Nadri et al., 2014). Briefly, 50 pL of samples were
mixed with 3 mL of FRAP reagent (acetate buffer
pH 3.1: 0.02 M FeCls: 0.01 M TPTZ = 10:1:1). The
absorbances were measured at 595 nm after a 6-
minutes incubation at 37 °C. The standard
substances (0-100 pg) were trolox and vitamin C,
respectively. The results were given in milligrams
of trolox equivalent antioxidant capacity (TEAC)
and ascorbic acid equivalent capacity (AAEC) per
gram of DW.

Cupricreducing antioxidant capacity

The working solutfn for the CUPRAC assay
was made by combining 1 mL of 10 mM CuClg, 7.5
mM neocuproine, and 1 M ammonium acetate
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buffer (pH 7.0) solutions. After thorough mixing,
0.5 mL of sample solution was added, and the final
volume was 4.1 mL with a 1:9 water-acetone
mixture. After 30 minutes of incubation at room
temperature, the absorbances were measured at
450 nm. (Nadri et al, 2014). The standard
substances (0-100 pg) were trolox and vitamin C,
respectively. Theresults were reported as mg TEAC
dan AAEC per g of DW.

Mushroom tyrosinase inhibitor activity

The previously described method was
used to assess tyrosinas@@activity (Chen et al,
2015). Briefly, 80 mL of 67 mM potassium
phosphate buffer (NaHzP0O4-NazHPO4, pH 6.8), 25
mL of the desired inhibitor concentration, and 125
mL of 5 mM L-tyrosine were mixed and added to
eachwell of a 96-well ELISA plate before incubating
at 25 °C for 5 minutes. Then, to a final volume of 250
mL, 20 mL of 1250 U/mL mushroom tyrosinase
solution was added to each well and incubated at
25 °C for 5 minutes. Furthermore, the absorbances
were measured at 490 nm with a microplate
reader. In this study, arbutin was used as a control.

Figure 1. The tertiary structure of tyrosinase. The
structures of alpha-helix and beta-sheet are
displayed by cyan and red colors in cartoon models,
respectively.

Molecular docking

Molecular docking employed the AutoDock
Vina package to assess the ligand-receptor complex
(Morris et al., 2009; Trott & Olson, 2010). The
molecule of arbutin was retrieved from the
PubChem database (CID: 440936). The ligand was
downloaded and saved to the sdf extension. In
receptor preparation, the three-dimensional (3D)
structure of tyrosinase was obtained from the RCSB
Protein Data Bank (PDB) database (PDB ID: 2Y9X)
(Figure 1). The polar hydrogen and Kollman's
united atom charges were computed to the
receptor. Afterward, the receptor was saved in
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pdbqt format.All the docking results were
processed and visualized in Open-Source PyMOL v
2.3 software (Arwansyah et al, 2021; Delano,
2020).

Statistical analysis

The presented data are the means and
standard deviations (SD) of at least three
independent experiments. GraphPad Prism 8.0 was
used for statistical analysis. Two-way ANOVA was
used to analyze group differences, followed by
Tukey's multiple-comparison test.

Table I. Total phenolic and flavonoid content of P.
foetida leaves extract

P . Total phenolic Total flavonoid
aederia
foetida content content

(8GAE/100g) (gQE/100g)
Extract 173.18+3.99 12.79 £0,25
Fraction A 553.95x5.70 143.169.27
Fraction B 405.37 +33.90 143.50+ 6.90
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Figure 2. (A) Total phenolic andfif) total flavonoid
content of P. foetida extract. ***p = 0.0002, ****p <
0.0005, not significant (ns) p = 0.5.

[BESULTS AND DISCUSSION
Total phenolic and flavonoid content
Determining total phenclic and flavonoid
content in P. foetida leaves showed that fractions A
and B had higher phenolic and flavonoijcontent
than that of crude extract (Table I). The total
phenolic content in fraction A was significantly
higher than that of fraction B. However, fractions A
and B had the same total flavonoid content
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(Figure 2). A previous study found that the total
phenolic content of methanolic extract of P. foetida
dried and fresh leaves were 35.52 and 62.64 mg
ferulic acid equivalent/g sample, respectively
(Osman et al, 2009). Another study exhibited that
ethanolic extract of P. foetida leaves wvaried
between 195 - 4.07 mg GAE/g (Shaswat et al,
2018). Our study exhibited that the total flavonoid
content of P. foetida leaves extract is much lower
than that of the total flavonoid content. In contrast,
Shaswat etal. found that the total flavonoid content
of P. foetida leaves extract was higher than that of
the total flavonoid (Shaswat et al., 2018). These
results indicate that the chemical compound of P.
foetida leaves extract varies greatly depending on
the growth site, the preparation of the extract, and
the equivalency used for calculation.

Antioxidant capacity

The antioxidant capacity determination
exhibited that fractions A and B had better
antioxidant capacity than extracts based on the
FRAP and CUPRAC methods (Table 1I). However,
the DPPH method showed that the extract has a
better antioxidant capacity than the two fractions.
Between fractions A and B, we can state that
fraction B has better antioxidant activity than
fraction A (Figure 3). The higher levels of phenolic
compounds in P. foetida extract corflate with its
antioxidant capacity. These findings are consistent
with those of the previous study (Afroz et al, 2006;
Holmes, 1892).

Trolox is a water-soluble vitamin E analog.
It, like vitamin E, is an antioxidant that is used in
biological or biochemical applications to reduce
oxidative stress or damage. (TEAC) is a Trolox-
based  antioxidant  strength  measurement
measured in Trolox Eq@Ehlents (TE), eg.
micromolTE/100 g. Because measuring individual
antioxidant components of a complex mixture
(such as blueberries or tomatoes) is difficult,
Trolox equivalency is used as a standard
for the antioxidant capacity of such a mixture
(Pellegrini et al., 1999). Vitamin C (ascorbic acid) is
a water-soluble vitamin. Vitamin C is an antioxidant
vitamin that can protect against a variety of
extracellular free radicals (KaZmierczak-Baranska
etal, 2020).

The antioxidant capacity test using the
DPPH method showed that the extract had the
highest antioxidant capacity compared to both
fractions A and B. This indicated that the extract
had a greater ability as a proton radical scavenger
or as a hydrogen donor (Ibrahim etal., 2015).
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Table II. Antioxidant capacity of P. foetida leaves extract.

Sample mg TEAC/g DW mg AAEC/g DW
P DPPH FRAP CUPRAC DPPH FRAP CUPRAC
Extract 1571+ 1.6 641+03 65.05+55 100.77 + 8.5 4.35+0.3 325320

Fraction A 1.02+x1.6 70001 725919 2396+83 4.82x0.1 365313
Fraction B 039+0.3 1148+1.5 11634+ 19 2080+16 8.39+1.2 66.11+13

A 3k 3k 3k 3k B % % % % C % %
ns -
e 15— * % 150 A
20y FEEX [ |
x 2 = ns
5 154 5 10+ ne %'CS 1007 I_I
o o =
2 §- | | 2
g 10+ 8 g
3 5 54 o 50+
° ° °
~ 54 = =
£ g £
0- 0- 0-

&

A S ¥ 2 S 2
° P & &
¢ ) LA 9

)
*
*
*
*

-]

E 45-

%k % % %k
1501 | . 80 sk ok
10~ |

100+

504

mg ascorbic acid equivalent

=)
L

me ascorbic acid equivalent
o (3]
L ]

mg ascorbic acid equivalent

n Fe o
=) (=] ) =

1 1 ] 1
E

> v @ > v @ S ¥y 9
L9
& &S & & & &S
a* o ,b"'\ g ,ac}\ & a°+ £ .zf}
Fo& & & ¢« & &«
o 9

Figure 3. Antioxidant capacity of P. foetida extract. (A) DPPH assay, (B) FRAP assay, (C) CUPRAC assay
(using Trolox as reference stafffiird). (D) DPPH assay, (E) FRAP assay, (F) CUPRAC assay (using ascorbic
acid as reference standard). ** p < 0.005, ****p < 0.0005, not significant (ns) p > 0.5.
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Figure 4. Mushroom tyrosinase inhibitory activity of Paederia foetida extract. ***p < 0.0001,***p = 0.0001,

not significant (ns) p = 0.5.

Table I1I. Hydrogen bonds of ligand in complex with tyrosinase obtained by molecular docking.

Residue AA Distance Distance Donor Donor Acceptor
H-A (A) D-A(A) Angle Atom Atom

280 MET 31 3.65 117.37 4276 [03] 2281[02]

260 ASN 217 296 137.56 4281 [03] 2129 [02]

268 ARG 273 3.21 110.77 2195 [N] 4290[03]

280 MET 31 3.65 117.37 4276 [03] 2281[02]

Table IV. The hydrophobic interactions of ligand in complex with tyrosinase obtained by molecular docking.

Residue Amino acid

Distance

Ligand atom Protein atom

283A VAL

3.89

4285 2302

Meanwhile, both fractions showed the ability of
antioxidants to reduce Fe3+ ions to Fe?* which was
marked by a change in color from green to blue so
that the antioxidant power of a compound was
analogous to the reducing ability of the compound.
The cupric method shows the ability of the sample
to reduce Cu? complexes to Cu* complexes, which
is characterized by a color change from blue to
yellow at the spot compounds that have
antioxidant activity (Alam et al., 2013). In this case
the method of measuring antioxidant activity will
detect different characteristics of the sample, this
explains that different methods of measuring
activity will refer to the observation of different
mechanisms of action of antioxidants.

Mushroom tyrosinase inhibitor activity

To investigate the inhibitory effects of the
samples on mushroom tyrosinase, the ICso values
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were determined. We found that fractions A and B
were not significantly different in inhibiting the
nushmom tyrosinase, with [Cso values 13.67
pg/mL and 13.37 pg/mL, respectively (Figure 4).
Furthermore, the ICso of arbutin exhibited not
significantly different toward those fractions A and
B. Overall, our {fBbults suggested that P. foetida
leaves extract may be considered a promising
candidate for use as a skin whitening ingredient
and hyperpigmentation disorders. These results
agree with those of a previous study, in which P.
foetida leaves extract hold§fBreat potential as an
anti-melanogenic effect via MAPK signaling-
mediated MITF downregulation (Chung et al,
2021).

Molecular docking
Based on the tyrosinase test, the ICso value
was not significantly different between arbutin and
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the two fractions. Therefore, we assumed that the
tyrosinase inhibitor effect of both fractions was
most likely due to the arbutin content. The ability
ofarbutin to suppress the function of the tyrosinase
enzyme can be proven through molecular docking
analysis, which shows that the energy required to
form the arbutin-tyrosinase complex is minimal (-
5.4 kcal/mol). In addition, the interaction between
the ligand-receptors is in the form of hydrogen and
[E3drophobic bonds. The detailed information on
the hydrogen bond and hydrophobic interactions
between ligand and receptor were summarized in
Tables 3 and 4, respectively. The binding pose of
ligands into the site of the receptor was visualized
in Figure 5. Based on these results, we strongly
encourage further research to isolate important
chemical components that play a role in inhibiting
the action of the tyrosinase enzyme, such as
arbutin.

Figure 5. The binding poses between ligand and
receptor. The conformation pose of each complex is
visualized by PLIP program (Salentin, Schreiber,
Haupt, Adasme, & Schroeder, 2015) combined with
Pymol v 2.3 program packages.

CONCLUSION

In conclusion, P. foetida leaf extract showed
significant antioxidant capacity and tyrosinase
inhibitory activity. These activities are closely
related to the sample's high phenolic and flavonoid
content. Thus, P. foetida leaf extract has great
potential in preventing hyperpigmentation
disorders and antioxidant activity. However,
further research is needed to identify the main
chemical components in P. foetida leaf extract
responsible for its antioxidant and anti-
melanogenic effects.

REFERENCES

Afroz, S., Alamgir, M., Khan, M. T, Jabbar, S., Nahar,
N., & Choudhuri, M. S. (2006). Antidiarrhoeal
activity of the ethanol extract of Paederia

Volume 34 Issue 1 (2023)

foetida Linn. (Rubiaceae). f Ethnopharmacol,
105(1-2), 125-130.
doi:10.1016/j.jep.2005.10.004

Alam, N, Yoon, K. N, Lee, ]. S, Cho, H.],, & Lee, T. S.
(2012). Consequence of the antioxidant
activities and tyrosinase inhibitory effects of
various extracts from the fruiting bodies of
Pleurotus ferulae. Saudi ] Biol Sci, 19(1), 111-
118.d0i:10.1016/j.sjbs.2011.11.004

Alam, M.N,, Bristi, N.J, Rafiquzzaman, M. (2012).
Review on in vivo and in vitro methods
evaluation of antioxidant activity. Saudi
Pharm ], 21(2):143-152
doi:10.1016/j.jsps.2012.05.002.

Arwansyah, A., Arif, A. R, Syahputra, G., Sukarti, S,
& Kurniawan, I. (2021). Theoretical studies
of Thiazolyl-Pyrazoline derivatives as
promising drugs against malaria by QSAR
modelling combined with molecular docking
and molecular dynamics simulation.
Molecular Simulation, 47(12), 988-1001.
doi:10.1080,/08927022.2021.1935926

Chang, C. C, Yang, M. H,, Wen, H. M,, & Chern, J. C.
(2002). Estimation of total flavonoid content
in propolis by two complementary
colorimetric methods. Journal of Food and
Drug Analysis, 10,178-182.

Chen,W.C,, Tseng, T.S., Hsiao, N. W,, Lin, Y. L., Wen,
Z. H, Tsai, C. C, ... Tsai, K C (2015).
Discovery of highly potent tyrosinase
inhibitor, T1, with significant anti-
melanogenesis ability by zebrafish in vivo
assay and computational molecular
modeling. Sci Rep, 5, 7995.
doi:10.1038/srep07995

Chung, Y. C, Lee, J. N, Kim, B. S, & Hyun, C.-G.
(2021).  Anti-Melanogenic  Effects of
Paederia foetida L. Extract via MAPK
Signaling-Mediated MITF Downregulation.

Cosmetics, 8(1), 22. Retrieved from
https://www.mdpi.com/2079-
9284 /8/1/22

Cui, H. X, Duan, F. F, Jia, S. S, Cheng, F. R., & Yuan,
K. (2018). Antioxidant and Tyrosinase
Inhibitory Activities of Seed Oils from
Torreya grandis Fort. ex Lindl. Biomed Res
Int, 2018, 5314320.
doi:10.1155/2018/5314320

Delano, D. L. (Producer). (2020). The PyMOL
Molecular Graphics System, Version 2.3.
(2020).

Fawwaz, M., Baits, M,, Saleh, A, Irsyaq, M. R, &
Pratiwi, R. E. (2018). Isolation of
glucosamine HCl from Penaeus monodon.

109




International Food Research Journal 25(5),
2173-2176.

Fawwaz, M., Pratama, M., Hasrawati, A., Widiastuti,
H., & Abidin, Z. (2021). Total Carotenoids,
Antioxidant and Anticancer Effect of
Penaeus monodon Shells Extract.
Biointerface Research in Applied Chemistry,
11(4), 11293 - 11302.
doi:https://doi.org/10.33263 /BRIAC114.1
129311302

Fawwaz, M, Vemilia, P, Mutmainnah, [., & Baits, M.
(2019). Scylla serrata Forskal as natural
source of glucosamine hydrochloride.
Journal of Research in Pharmacy, 23(2), 259-
266.

Holmes, E. (1892). Malay materia medica. Bull
Pharm, 6, 108-117.

Ibrahim, M.M. Al Sahli, AA, Alaraidh, LA, Al-
Homaidan, A.A., Mostafa, E.M,, El-Gaaly, G.A.
(2015). Assessment of antioxidant activities
in roots of Miswak (Salvadora persica)
plants grown at two different locations in
Saudi Arabia. Saudi | Biol Sci, 22(2):168-75.
doi: 10.1016/j.5jbs.2014.11.019.

Kumar, V., Al-Abbasi, F. A, Ahmed, D, Verma, A,
Mujeeb, M, & Anwar, F. (2015). Paederia
foetida Linn. inhibits adjuvant induced
arthritis by suppression of PGE(2) and COX-
2 expression via nuclear factor-«B. Food
Funct, 6(5), 1652-1666.
doi:10.1039/c5f000178a

Kazmierczak-Baranska, ], Boguszewska, K,
Adamus-Grabicka, A, Karwowski B.T.
(2020). Two Faces of Vitamin C-
Antioxidative and Pro-Oxidative Agent.
Nutrients, 21;12(5):1501. doi:
10.3390/nul2051501.

Lin, Y.-S, Chen, S.-H, Huang, W.-], Chen, C-H,
Chien, M.-Y,, Lin, S-Y, & Hou, W.-C. (2012).
Effects of nicotinic acid derivatives on
tyrosinase inhibitory and antioxidant
activities. Food Chemistry, 132(4), 2074-
2080.
doi:https:
11.12.052

Masyita, A, Salim, E., Asri, R. M., Nainu, F, Hori, A,
Yulianty,R., ... Kuraishi, T.(2021). Molecular
modeling and phenoloxidase inhibitory
activity of arbutin and arbutin undecylenic
acid ester. Biochemical and PBiophysical
Research Communications, 547, 75-81.
doi:https://doi.org/10.1016/j.bbrc.2021.02
006

Morris, G. M., Huey, R, Lindstrom, W,, Sanner, M. F,,

doi.org/10.1016/j.foodchem.20

110

Tyrosinase Inhibitory and Antioxidant Activity

Belew, R. K, Goodsell, D. S, & Olson, A. ].
(2009). AutoDock4 and AutoDockTools4:
Automated docking with selective receptor

flexibility.  fJournal of Computational
Chemistry, 30(16), 2785-2791.
doi:https: //doi.org/10.1002 /jcc.21256

Nadri, M.H.,Salim, Y., Basar, N., Yahya, A., & Zulkifli,
R. M. (2014). Antioxidant activities and
tyrosinase inhibition effects of Phaleria
macrocarpa  extracts. Afr | Tradit
Complement Altern Med, 11(3), 107-111.
doi:10.4314 /ajtcam.v11i3.16

Nayaka, N. M. D. M. W, Fidrianny, 1., Sukrasno,
Hartati, R, & Singgih, M. (2020). Antioxidant
and antibacterial activities of multiflora
honey extracts from the Indonesian Apis
cerana bee. Journal of Taibah University

Medical Sciences, 15(3), 211-217.
doi:https://doi.org/10.1016/j.jtumed.2020.
04.005

Osman, H,, Rahim, A. A,, Isa, N. M., & Bakhir, N. M.
(2009). Antioxidant Activity and Phenolic
Content of Paederia foetida and Syzygium
aqueum. Molecules, 14(3).
doi:10.3390/molecules14030970

Pradhan, N., Parbin, §., Kausar, C., Kar, S,
Mawatwal, S, Das, L, Patra, S. K. (2019).
Paederia foetida induces anticancer activity
by modulating chromatin modification
enzymes and altering pro-inflammatory
cytokine gene expression in human prostate
cancer cells. Food Chem Toxicol 130, 161-
173.do0i:10.1016/j.fct.2019.05.016.

Pellegrini, R.N., Pannala, A., Yang, M., Rice-Evans, C.
(1999). Antioxidant activity applying an
improved ABTS radical cation
decolorization assay. Free Radical Biol Med.,,
26,1231-1237).

Ramsden, C. A, & Riley, P. A. (2014). Tyrosinase: the
four oxidation states of the active site and
their relevance to enzymatic activation,
oxidation and inactivation. Bioorg Med
Chem, 22(8), 2388-2395.
doi:10.1016/j.bmc.2014.02.048

Rifai, Y., Mukhriani, Djabir, Y. Y, & Alam, G. (2020).
Chemometric  Analysis  of  Arbutin
Derivatives from Paederia foetida and Vitis
vinifera with Fourier Transform Infrared
(FTIR). Pharmacognosy Journal, 12(3), 436-
441.

Salentin, S, Schreiber, S, Haupt, V. ], Adasme, M. F,
& Schroeder, M. (2015). PLIP: fully
automated  protein-ligand  interaction
profiler. Nucleic Acids Res, 43(W1), W443-

Volume 34 Issue 1 (2023)




Mukhriani

447.doi:10.1093 /nar/gkv315

Sarkar, R, Arora, P, & Garg, K. V. (2013).
Cosmeceuticals for Hyperpigmentation:
Whatis Available? J Cutan Aesthet Surg, 6(1),
4-11.d0i:10.4103/0974-2077.110089

Seelinger, M. Popescu, R, Seephonkai, P,
Singhuber, |., Giessrigl, B, Unger, C, . . .
Krupitza, G. (2012). Fractionation of an
Extract of <i>Pluchea odorata</i> Separates
a Property Indicative for the Induction of
Cell Plasticity from One That Inhibits a
Neoplastic  Phenotype.  Evidence-Based
Complementary and Alternative Medicine,
2012,701927. doi:10.1155/2012,/701927

Shaswat, 0., Adarsha, R., Alokesh, R, & Sudipta, R.
(2018). Extraction of Total Phenolics,
Flavonoids and Tannins from Paederia
foetida L. Leaves and their Relation with
Antioxidant  Activity.  Pharmacognosy
Journal, 10(3). Retrieved from

Volume 34 Issue 1 (2023)

http: //fulltxt.org/article/521

Trott, 0., & Olson, A. ]. (2010). AutoDock Vina:
Improving the speed and accuracy of
docking with a new scoring function,
efficient optimization, and multithreading.
Journal of Computational Chemistry, 31(2),
455-461.
doi:https://doi.org/10.1002/jcc.21334

Wang, L, Jiang, Y, Han, T, Zheng, C, & Qin, L.
(2014). A phytochemical, pharmacological
and clinical profile of Paederia foetida and P.
scandens. Nat Prod Commun, 9(6), 879-886.

Zolghadri, S., Bahrami, A, Hassan Khan, M. T,
Munoz-Munoz, ]., Garcia-Molina, F., Garcia-
Canovas, F., & Saboury, A. A. (2019). A
comprehensive review on tyrosinase
inhibitors. Journal of enzyme inhibition and
medicinal ~ chemistry, 34(1), 279-309.
doi:10.1080/14756366.2018.1545767

111




Tyrosinase Inhibitory and Antioxidant Activity of Paederia

foetida L.

ORIGINALITY REPORT

14, 11« 114 6

SIMILARITY INDEX INTERNET SOURCES PUBLICATIONS STUDENT PAPERS

PRIMARY SOURCES

othes.univie.ac.at

Internet Source

2%

Submitted to SDM Universitas Gadjah Mada

Student Paper

(K

Charles E. Lamien, Aline Meda, Janet Mans,
Marco Romito, Odile G. Nacoulma, Gerrit |.
Viljoen. "Inhibition of fowlpox virus by an
agqueous acetone extract from galls of Guiera
senegalensis J. F. Gmel (Combretaceae)",
Journal of Ethnopharmacology, 2005

Publication

T

Submitted to University of Ulster

Student Paper

(K

o

scholarsjunction.msstate.edu

Internet Source

T

Budiman Yasir, Abdul Rohman.
"OPTIMIZATION OF PAGODA
(CLERODENDRUM PANICULATUM L.)
EXTRACTION BASED BY ANALYTICAL

T



FACTORIAL DESIGN APPROACH, ITS
PHYTOCHEMICAL COMPOUND, AND
CYTOTOXICITY ACTIVITY", Egyptian Journal of
Chemistry, 2022

Publication

Nai-Wan Hsiao, Tien-Sheng Tseng, Yu-Ching
Lee, Wang-Chuan Chen et al. "Serendipitous
Discovery of Short Peptides from Natural
Products as Tyrosinase Inhibitors", Journal of
Chemical Information and Modeling, 2014

Publication

T

Submitted to Universitas Negeri Surabaya The

State University of Surabaya
Student Paper

T

Arwansyah Arwansyah, Abdur Rahman Arif,
Gita Syahputra, Sukarti Sukarti, Isman
Kurniawan. "Theoretical studies of Thiazolyl-
Pyrazoline derivatives as promising drugs
against malaria by QSAR modelling combined
with molecular docking and molecular
dynamics simulation", Molecular Simulation,
2021

Publication

T

journals.plos.org

Internet Source

%

You Chul Chung, Jung No Lee, Bong Seok Kim,
Chang-Gu Hyun. "Anti-Melanogenic Effects of
Paederia foetida L. Extract via MAPK

%



Signaling-Mediated MITF Downregulation”,

Cosmetics, 2021

Publication

mail.phcogj.com

Internet Source

—
N

(K

en.wikipedia.org

Internet Source

—
W

T

kb.psu.ac.th

Internet Source

B

T

perpus.unsika.ac.id

Internet Source

—
U1

(K

Exclude quotes On

Exclude bibliography On

Exclude matches

< 25 words



