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Abstract: Many recent studies have suggested that activation of the aryl hydrocarbon
receptor (AhR) reduces immune responses, thus suppressing allergies and autoimmune
diseases. In our continuing study on natural AhR agonists in foods, we examined the
influence of 37 health food materials on the AhR using a reporter gene assay, and found
that aqueous ethanol extracts of cassia seed and rosemary had particularly high AhR
activity. To characterize the AhR-activating substances in these samples, the chemical
constituents of the respective extracts were identified. From an active ethyl acetate fraction
of the cassia seed extract, eight aromatic compounds were isolated. Among these
compounds, aurantio-obtusin, an anthraquinone, elicited marked AhR activation.
Chromatographic separation of an active ethyl acetate fraction of the rosemary extract gave
nine compounds. Among these compounds, cirsimaritin induced AhR activity at 10–102 μM,
and nepitrin and homoplantagenin, which are flavone glucosides, showed marked AhR
activation at 10–103 μM.
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1. Introduction
The aryl hydrocarbon receptor (AhR) is a ligand-dependent transcription factor that is present in
mammalian cells and tissues. The AhR has also been referred to as dioxin receptor because it binds
environmental pollutants (e.g., dioxins) and is involved in biotoxicity linked to xenobiotic AhR ligand
exposure in animals, including cancer, reproductive impairment, and immunological impairment [1–3].
Although studies have identified numerous xenobiotic ligands for the AhR, such as dioxins, the essential
functions of the AhR are largely unknown; therefore, the AhR is still regarded as an orphan receptor.
Functional elucidation of AhR activation by non-toxic ligands such as food constituents has been
reported in recent years [4–6]. The AhR has been identified as a target of several signaling pathways
that cross-talk with its own regulatory pathway, such as proteasomal degradation, redox-sensitive
transcription factors, and mitogen-activated protein kinases (MAPKs) [7,8]. Several studies have also
found that the AhR plays an important role in immune system function [9–12]. For example, activation
of the AhR is associated with various effects on dendritic cells (DCs) and regulatory T cells and has
been shown to mediate the Th1/Th2 cell balance. These cells play a major role in the development of
food allergies, an increasing health problem in both humans and animals. Despite existing knowledge
regarding the risk factors of and cellular mechanisms underlying food allergies, no approved
treatments are yet available. Activation of the AhR by dioxin-like compounds has been shown to
suppress allergic sensitization by reducing the absolute number of precursor and effector T cells,
preserving CD4+ CD25+ Foxp3+ Treg cells, and affecting DCs and their interactions with effector T cells.
Additionally, tranilast, an anti-allergy drug, has been shown to cause significant upregulation of
microRNA (miR)-302 by activation of the AhR [13]. Thus, dietary ligands of the AhR may have
anti-inflammatory, anti-allergy, anti-cancer, and immunoregulatory effects. However, while although
the role of the AhR in the response to environmental toxins is widely accepted, its broader role in
adapting the response to natural ligands is limited. Therefore, it is necessary to characterize various
natural AhR ligands.
In the current study, we sought to further characterize AhR agonists present in foods. We examined
the AhR activities of 37 health food materials using an in vitro reporter gene assay called the chemicalactivated luciferase gene expression (CALUX) assay [14–16]. Active sample extracts were
subsequently fractionated, and chromatography was performed to characterize the fractions containing
AhR activity and associated individual constituents.
2. Results and Discussion
2.1. AhR Activities of Health Food Materials
The in vitro AhR activation potencies of 37 samples, including the fruits and herbs listed in Table 1,
were estimated using the CALUX assay, and the results are shown in Figure 1. Of the samples tested,
sample 5 (cassia seed extract) showed the most remarkable induction of luciferase activity, followed
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by sample 33 (rosemary extract), with luciferase activity producing more 8,000 relative light units
(RLU). Samples 12 (Eleutherococcus senticosus rhizome), 16 (fenugreek), 19 (giant crape-myrtle), 29
(parsley), 30 (perilla herb), and 37 (yarrow) also exhibited luciferase activity higher than 3,000 RLU.
The data suggest that cassia seed and rosemary may contain significant natural AhR agonists.
Table 1. List of health food materials used for the estimation of AhR activity
No.
Materials
1
Ashitaba (Japanese name) (Angelica keiskei)
2
Aloe (Aloe arborescens)
3
Amachazuru (Japanese name) (Gynostemma pentaphyllum)
4
Bitter melon (Momordica charantia)
5
Cassia seed (Cassia obtusifolia)
6
Celery (Apium graveolens)
7
Coix seed (Coix lacryma-jobi)
8
Cornus fruit (Cornus officinalis)
9
Crataegus fruit (Crataegus cuneata)
10
Echinacea (Echinacea purpurea)
11
Elder (Sambucus racemosa)
12 Eleutherococcus senticosus rhizome (Eleutherococcus senticosus)
13
Eucalyptus leaf (Eucalyptus globulus)
14
Eucommia bark (Eucommia ulmoides)
15
Fennel (Foeniculum vulgare)
16
Fenugreek (Trigonella foenum-graecum)
17
Field horsetail (Equisetum arvense)
18
Garcinia (Garcinia verrucosa)
19
Giant crape-myrtle (Lagerstroemia speciosa)
20
Ginger (Zingiber officinale)
21
Ginkgo (Ginkgo biloba)
22
Gymnema (Gymnema sylvestre)
23
Kaki persimmon (Diospyros kaki)
24
Lemon balm (Melissa officinalis)
25
Lemon grass (Cymbopogon citratus)
26
Linden (Tilia europaea)
27
Maca (Lepidium meyenii)
28
Mugwort (Artemisia indica)
29
Parsley (Petroselinum crispum)
30
Perilla herb (Perilla frutescens)
31
Plantago herb (Plantago asiatica)
32
Rabdosia herba (Rabdosia japonica)
33
Rosemary (Rosmarinus officinalis)
34
Sesame (Sesamum indicum)
35
Star anise (Illicium verum)
36
Sweet hydrangea leaf (Hydrangea macrophylla)
37
Yarrow (Achillea millefolium)
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Figure 1. Induction of luciferase activity by health food materials in the CALUX assay.
The numbers on the x-axis describe the components listed in Table 1. Sample extracts were
used at a final concentration of 100 μg/mL. Results are expressed as means ± SDs.
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2.2. Identification and AhR Activity of Constituents
To characterize the active components in sample 5 (cassia seed extract), the extract was first
partitioned with organic solvent for separation into n-hexane-, ethyl acetate-, and water-soluble
fractions. As shown in Figure 2a, AhR activity was present only in the ethyl acetate extract, which was
separated by chromatography over Sephadex LH-20 with ethanol to afford 10 fractions (Frs. 1–10).
Figure 2. Induction of luciferase activity by cassia seed extracts in the CALUX assay.
(a) Extracts from cassia seed. (b) Fractions from ethyl acetate extracts. Sample extracts
were used at a final concentration of 100 μg/mL. Results are expressed as means ± SDs.
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Fractions 2, 3, and 5, which exhibited marked AhR activation (Figure 2b), were purified by
preparative TLC to afford eight compounds: chryso-obtusin (1), obtusifolin (2), obtusin (3), aurantioobtusin (4), obtusin 2-O-glucoside (5), aurantio-obtusin 6-O-glucoside (6), nor-rubrofusarin 6-Oglucoside (7), and 6-hydroxymusizin 8-O-glucoside (8). Among these isolates, aurantio-obtusin (4)
elicited marked AhR activation, followed by obtusifolin (2) and obtusin (3). In contrast, the glycosides
[obtusifolin 2-O-glucoside (5), aurantio-obtusin 6-O-glucoside (6), nor-rubrofusarin 6-O-glucoside (7),
and 6-hydroxymusizin 8-O-glucoside (8)] showed only slight activation of AhR (Figure 3). The
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influence of this glycosidic feature on the activity of the related anthraquinones was similar to our
previous findings that the AhR activity of isoflavones tended to be weakened by glycosidation [4]. It is
notable that the presence of a hydroxyl group at C-8 on the anthraquinone skeleton is necessary for
AhR activation.
Figure 3. Induction of luciferase activity in the CALUX assay of compounds isolated from
cassia seeds. 1, chryso-obtusin; 2. obtusifolin; 3. obtusin; 4. aurantio-obtusin; 5. obtusin
2-O-glucoside; 6. aurantio-obtusin 6-O-glucoside; 7. nor-rubrofusarin 6-O-glucoside;
8. 6-hydroxymusizin 8-O-glucoside. * p < 0.05 vs. IAA.
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Additionally, aurantio-obtusin (4), which was the most active compound, had a hydroxyl group at
C-7 and C-9, which may also contribute to AhR activation. However, to discuss the structure-activity
relationships in anthraquinones, additional data from more compounds are required. The results of the
present study revealed that AhR activation by the cassia seed extract is associated with anthraquinones
and that aurantio-obtusin (4) may be an important natural AhR agonist.
For the rosemary extract, AhR activation was also shown by the ethyl acetate-soluble fraction
(Figure 4a). To identify the active compounds present, the ethyl acetate extract was subjected to
chromatographic purification and chromatographed over a Sephadex LH-20 column with ethanol to
afford eight fractions (Frs. 1–8). Fractions 2–8, which exhibited marked AhR activation (Figure 4b),
were purified using a MCI-gel CHP-20P and YMC gel ODS-AQ column to give rosmarinic acid (11) as
a major component and other eight compounds, i.e., vanillic acid (9), caffeic acid (10), cirsimaritin (12),
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ladanein (13), salvigenin (14), nepitrin (15), homoplantaginin (16), and 6ʺ-O-(E)-feruloylnepitrin (17),
as UV-sensitive constituents (Figure 5).
Figure 4. Induction of luciferase activity by rosemary extracts in the CALUX assay. (a)
Extracts from rosemary. (b) Fractions from ethyl acetate extracts. Sample extracts were
used at a final concentration of 100 μg/mL. Results are expressed as means ± SDs.
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Figure 5. Induction of luciferase activity by compounds isolated from rosemary. The
CALUX assay was used to measure luciferase activity. 9. vanillic acid; 10. caffeic acid; 11.
rosmarinic acid; 12. cirsimaritin; 13. ladanein; 14. salvigenin, 15: nepitrin, 16.
homoplantaginin; 17. 6ʺ-O-(E)-feruloylnepitrin; IAA. indole 3-acetic acid. * p < 0.05 vs. IAA.
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The ability of compounds 9–15, isolated from rosemary extract, to activate the AhR were examined
using reporter gene assays. As shown in Figure 5, cirsimaritin (12) and ladanein (13) exhibited
significant AhR activation at 10–102 μM. In contrast, compounds 12–14 induced cell death at 103 μM
(Figure 5). Moreover, nepitrin (15) and homoplantagenin (16), which are flavone glucosides, showed
marked AhR-binding activity at concentrations ranging from 10–103 μM lower than those required for
binding by indole 3-acetic acid (IAA), a typical natural AhR ligand [8].
As mentioned earlier, AhR activation tends to be weakened by glycosidation of the parent AhR
ligand. This tendency has been observed even for flavonoid ligands [4]. In the present study, nepitrin (15)
and homoplantagenin (16), which are flavone glucosides, were found to have noticeable AhR activity.
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Some compounds characterized as potential AhR agonist candidates in the current study have been
reported to have various biological functions beneficial to human health. For example, lipolytic,
antilipogenic, and antiproliferative activities have been identified as biological properties of
cirsimaritin (14) [17], and nepitrin (15) has been reported to have anti-inflammatory and
gastroprotective activity [18,19]. Recently, several studies have reported that activation of AhR may be
involved in various immune responses as described above; therefore, natural AhR ligands are expected
to have beneficial regulatory roles in humans, mediating anti-allergy and anti-cancer effects. Further
studies on AhR-activating ingredients derived from natural foods may clarify both the physiological
significance of the AhR and the benefits derived from food constituents.
3. Experimental
3.1. General
1

H- and 13C-NMR spectra (500 MHz for 1H and 126 MHz for 13C) were recorded on a Bruker
AVANCE 500 instrument (Bruker BioSpin, Billerica, MA, USA), and chemical shifts are given in
ppm values relative to those of the solvents [chloroform-d (δH 7.26; δC 77.16), methanol-d4 (δH 3.30;
δC 49.0), dimethylsulfoxide (DMSO)-d6 (δH 2.50; δC 39.5), and acetone-d6 (δH 2.04; δC 49.0)] on a
tetramethylsilane scale. The standard pulse sequences programmed for the instrument (AVANCE 500)
were used for each 2D measurement (COSY, HSQC, and HMBC). JCH was set at 10 Hz in HMBC.
Electrospray ionization (ESI)-MS, and high-resolution (HR) ESI-MS spectra were obtained using a
micrOTOF-Q (Bruker Daltonics, Billerica, MA, USA) mass spectrometer with acetonitrile as the
solvent. UV spectra were recorded on a Shimadzu UVmini-1240 system (Shimadzu, Kyoto, Japan).
The reversed-phase (RP) HPLC conditions were as follows: column, L-column ODS (5 μm, 150 ×
2.1 mm i.d.) (Chemicals Evaluation and Research Institute, Tokyo, Japan); mobile phase, 5% acetic
acid (solvent A) and acetonitrile (solvent B) (0–30 min, 0%–50% B in A; 30–35 min, 50%–85% B in
A; 35–40 min, 85%–85% B in A); injection volume, 2 μL; column temperature, 40 °C; flow rate,
0.3 mL/min; and detection, 200–400 nm. TLC was performed on Silica Gel 60 F254 plates (Merck,
Darmstadt, Germany), and the spots were visualized under a UV lamp (254 nm). Column chromatography
was conducted using Sephadex LH-20 (GE Healthcare, Little Chalfont, England), MCI Gel CHP-20P
(75–150 μm) (Mitsubishi Chemical Co., Tokyo, Japan), YMC GEL ODS-AQ (AQ12S50) (YMC Co.,
Ltd., Kyoto, Japan), and Silica Gel 60 (Nacalai Tesque, Kyoto, Japan) columns.
3.2. Samples and Reagents
The reagents used in the present study were purchased from Wako Pure Chemical Industries, Ltd.
(Osaka, Japan) and Nacalai Tesque, and 37 health food materials, as shown in Table 1, were obtained
from Uchida Wakanyaku Ltd. (Tokyo, Japan), Tochimoto Tenkaido Ltd. (Osaka, Japan), and Nagaoka
Perfumery Ltd. (Osaka, Japan). The species were identified by the Herbarium of the College of
Pharmaceutical Sciences, Matsuyama University, where the voucher specimens were deposited. All
other chemicals were of analytical reagent grade.
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3.3. Extraction
The health food samples were prepared as follows: The materials (1 g) were homogenized in
aqueous ethanol [ethanol/water (4:1)] (30 mL) for 10 min and filtered. The filtrates were concentrated
under reduced pressure and freeze-dried.
3.4. Isolation of Compounds from Cassia Seeds
Cassia seeds (400 g) purchased from Uchida Wakanyaku Ltd. were homogenized in 80% ethanol
[ethanol/H2O (8:3)] (4 L), and a concentrated solution (ca. 0.15 L) was extracted successively with
n-hexane (0.45 L) and ethyl acetate (0.45 L) to obtain the respective n-hexane (6.14 g), ethyl acetate
(1.54 g), and water (34.47 g) extracts.
The ethyl acetate extract (0.7 g) was chromatographed over a Sephadex LH-20 column with ethanol
to give 10 fractions (Frs. 1–10). Frs. 2 and 3 (50 mg) were subjected to preparative TLC [ethyl
acetate/methanol (3:1), n-hexane/ethyl acetate/acetic acid (10:5:2), and then chloroform/methanol
(95:5)] to give chryso-obtusin (1) (2 mg), obtusifolin (2) (2 mg), obtusin (3) (2 mg), aurantio-obtusin
(4) (2 mg), and obtusin 2-O-glucoside (5) (2.6 mg). Fr. 5 (100 mg) was similarly purified with
preparative TLC [chloroform/methanol/H2O (14:6:1)] to afford aurantio-obtusin 6-O-glucoside (6)
(2.7 mg), nor-rubrofusarin 6-O-glucoside (7) (11 mg), and 6-hydroxymusizin 8-O-glucoside (8) (2.1 mg).
Fr. 4 (180 mg) was subjected to column chromatography over silica gel 60 (ϕ 2.0 × 20 cm) with
chloroform/methanol (9:1) to give obtusin 2-O-glucoside (5) (4.1 mg). These known compounds were
identified by direct comparison with valid standards or by comparison of their spectral data with those
reported in the literature [20,21].
3.5. Isolation of Compounds from Rosemary
Rosemary leaves (526 g) provided by Nagaoka Perfumery Co. Ltd. were homogenized in 80%
ethanol (ethanol/H2O 8:2) (5 L), and a concentrated solution (ca. 0.15 L) was extracted successively
with n-hexane (4 L), ethyl acetate (4 L), and n-butanol (4 L) to give the respective n-hexane (6.14 g),
ethyl acetate (1.54 g), n-butanol (14.84 g), and water (34.47 g) extracts. The ethyl acetate extract (1 g)
was chromatographed over Sephadex LH-20 with ethanol to give eight fractions (Frs.1–8). Frs. 2–8
(876 mg in total) were combined and further subjected to column chromatography over YMC GEL
ODS-AQ and MCI Gel CHP-20P columns with aqueous methanol to yield vanillic acid (9) (2 mg),
caffeic acid (10) (2 mg), rosmarinic acid (11) (82.8 mg), cirsimaritin (12) (2 mg), ladanein (13) (2 mg),
salvigenin (14) (1.5 mg), nepitrin (15) (13.5 mg), homoplantaginin (16) (6 mg), and 6ʺ-O-(E)feruloylnepitrin (17) (2 mg). These compounds were identified by direct comparison with authentic
specimens or by comparison of their spectral data with those reported in the literature [22–25].
3.6. Estimation of AhR Ligand Activity
The extracts and compounds were dissolved in DMSO and evaluated for AhR-binding activity
using a luciferase assay (CALUX assay). The CALUX assay for AhR ligand activity was conducted as
follows. Mouse hepatoma H1L1 cells (ca. 1.5 × 105 cells/well) were cultured in 96-well culture plates,
and the samples were dissolved in DMSO and then added at final concentrations of 1–102 μg/mL (or
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μM in compound)] in three steps in fractions. The final DMSO concentration was 1% in the cell
culture medium. The plates were incubated at 37 °C in 5% CO2 for 24 h for optimal expression of
luciferase activity. After incubation, cell viability was confirmed using a microscope. Subsequently,
the medium was removed and the cells were lysed. After addition of luciferin as the substrate,
luciferase activity was determined using a luminometer (Centro LB960; Berthold, Bad Wildbad,
Germany) and recorded as RLUs. The values represent the mean ± SD of at least two or three
independent determinations for each experiment. Statistical significance was analysed using the
Student’s t test.
4. Conclusions
In this study, we examined the effects of 37 health food materials on AhR activity using a reporter
gene assay and found that cassia seed and rosemary extracts elicited notable AhR activation. To
characterize the AhR-activating substances within these extracts, the respective extracts were subjected
to fractionation followed by estimation of AhR activity. Eight compounds were isolated and identified
from the active fractions of the cassia seed extract. Among them, aurantio-obtusin (4), an
anthraquinone, was characterized as an effective AhR-activating ligand. In rosemary, nine compounds
were isolated from the active extract. Nepitrin (15) and homoplantagenin (16), which are flavone
glucosides, showed marked AhR-binding activity.
Acknowledgments
This work was supported in part by a Health and Labour Sciences Research Grant from the
Ministry of Health, Labour and Welfare of Japan, as well as Grants-in-Aid for Scientific Research (C)
(No. 23500989).
Author Contributions
The listed authors contributed as follows: MT and HT carried out the extraction and isolation. MY
and TY participated in the structural elucidation. MN and HH conducted the CALUX assay and
analyzed the data. TT, RM, and RT helped interpreting the results. YA organized the study and
participated in the structural elucidation. All authors approved the final version.
Conflicts of Interest
The authors have declared that there are no conflicts of interest associated with this study.
References
1.

2.

Machala, M.; Vondráček, J.; Bláha, L.; Ciganek, M.; Neča, J. Aryl hydrocarbon receptormediated activity of mutagenic polycyclic aromatic hydrocarbons determined using in vitro
reporter gene assay. Mutat. Res. 2001, 31, 347–364.
Fujii-Kuriyama, Y.; Mimura, J. Molecular mechanisms of AhR functions in the regulation of
cytochrome P450 genes. Biochem. Biophys. Res. Commun. 2005, 338, 311–317.

Molecules 2014, 19
3.
4.

5.
6.

7.

8.

9.

10.

11.

12.

13.
14.

15.

16.
17.

4965

Nebert, D.W.; Dalton, T.P. The role of cytochrome P450 enzymes in endogenous signalling
pathways and environmental carcinogenesis. Nat. Rev. Cancer. 2006, 6, 947–960.
Amakura, Y.; Tsutsumi, T.; Sasaki, K.; Nakamura, M.; Yoshida, T.; Maitani, T. Influence of food
polyphenols on aryl hydrocarbon receptor-signaling pathway estimated by in vitro bioassay.
Phytochemistry 2008, 69, 3117–3130.
Ashida, H.; Nishiumi, S.; Fukuda, I. An update on the dietary ligands of the AhR. Expert Opin.
Drug Metab. Toxicol. 2008, 4, 1429–1447.
Wang, H.K.; Yeh, C.H.; Iwamoto, T.; Satsu, H.; Shimizu, M.; Totsuka, M. Dietary flavonoid
naringenin induces regulatory T cells via an aryl hydrocarbon receptor mediated pathway.
J. Agric. Food Chem. 2012, 60, 2171–2178.
Tan, Z.; Chang, X.; Puga, A.; Xia, Y. Activation of mitogen-activated protein kinase (MAPKs) by
aromatic hydrocarbons: role in the regulation of aryl hydrocarbon receptor (AHR) function.
Biochem. Pharmacol. 2002, 64, 771–780.
Kawajiri, K.; Kobayashi, Y.; Ohtake, F.; Ikuta, T.; Matsushima, Y.; Mimura, J.; Pettersson, S.;
Pollenz, R.S.; Sakaki, T.; Hirokawa, T.; et al. Aryl hydrocarbon receptor suppresses intestinal
carcinogenesis in ApcMin/+ mice with natural ligands. Proc. Natl. Acad. Sci. USA 2009, 106,
13481–13486.
Kimura, A.; Naka, T.; Nohara, K.; Fujii-Kuriyama, Y.; Kishimoto, T. Aryl hydrocarbon receptor
regulates Stat1 activation and participates in the development of Th17 cells. Proc. Natl. Acad. Sci. USA
2008, 105, 9721–9726.
Quintana, F.J.; Basso, A.S.; Iglesias, A.H.; Korn, T.; Farez, M.F.; Bettelli, E.; Caccamo, M.;
Oukka, M.; Weiner, H.L. Control of Treg and TH17 cell differentiation by the aryl hydrocarbon
receptor. Nature 2008, 453, 65–71.
Veldhoen, M.; Hirota, K.; Westendorf, A.M.; Buer, J.; Dumoutier, L.; Renauld, J.; Stockinger, B.
The aryl hydrocarbon receptor links TH17-cell-mediated autoimmunity to environmental toxins.
Nature 2008, 453, 106–110.
Kiss, E.A.; Vonarbourg, C.; Kopfmann, S.; Hobeika, E.; Finke, D.; Esser, C.; Diefenbach, A.
Natural aryl hydrocarbon receptor ligands control organogenesis of intestinal lymphoid follicles.
Science 2011, 334, 1561–1565.
Hu, W.; Zhao, J.; Pei, G. Activation of aryl hydrocarbon receptor by tranilast, an anti-allergy
drug, promotes miR-302 expression and reprogramming. J. Biol. Chem. 2013, 288, 22972–22984.
Tsutsumi, T.; Amakura, Y.; Nakamura, M.; Brown, D.J.; Clark, G.C.; Sasaki, K.; Toyoda, M.;
Maitani, T. Validation of the CALUX bioassay for the screening of PCDD/Fs and dioxin-like
PCBs in retail fish. Analyst 2003, 128, 486–492.
Overmeire, I.V.; Clark, G.C.; Brown, D.J.; Chu, M.D.; Cooke, W.M.; Denison, M.S.; Baeyens, W.;
Srebrnik, S.; Goeyens, L. Analysis of Ah receptor pathway activation by brominated flame
retardants. Environ. Sci. Policy 2001, 4, 345–357.
Han, D.; Nagy, S.R.; Denison, M.S. Comparison of recombinant cell bioassays for the detection
of Ah receptor agonists. BioFactors 2004, 20, 11–22.
Moghaddam, G.; Ebrahimi, S.A.; Rahbar-Roshandel, N.; Foroumadi, A. Antiproliferative activity
of flavonoids: Influence of the sequential methoxylation state of the flavonoid structure.
Phytother. Res. 2012, 26, 1023–1028.

Molecules 2014, 19

4966

18. Agarwal, O.P. The anti-inflammatory action of nepitrin, a flavonoid. Agents Actions 1982, 12,
298–302.
19. Nugroho, A.; Kim, M.H.; Choi, J.; Beak, N.I.; Park, H.J. In vivo sedative and gastroprotective
activities of Salvia plebeian extract and its composition of polyphenols. Arch. Pharm. Res. 2012,
35, 1403–1411.
20. Li, X.C.; Dunbar, D.C.; Elsohly, H.N.; Jacob, M.R.; Nimrod, A.C.; Walker, L.A.; Clark, A.M.
A new naphthopyrone derivative from Cassia quinquangulata and structural revision of
quinquangulin and its glycosides. J. Nat. Prod. 2001, 64, 1153–1156.
21. Yun-Choi, H.S.; Kim, J.H. Potential inhibitors of platelet aggregation from plant sources, V.
Anthraquinones from seeds of Cassia obtusifolia and related compounds. J. Nat. Prod. 1990, 53,
630–633.
22. Begum, S.; Wahab, A.; Siddiqui, B.S.; Qamar, F. Nematicidal constituents of the aerial parts of
Lantana camara. J. Nat. Prod. 2000, 63, 765–767.
23. Ly, T.N.; Shimoyamada, M.; Yamauchi, R. Isolation and characterization of rosmarinic acid
oligomers in Celastrus hindsii Benth leaves and their antioxidative activity. J. Agric. Food Chem.
2006, 54, 3786–3793.
24. Wang, M.; Li, J.; Rangarajan, M.; Shao, Y.; LaVoie, E.; Huang, T.C.; Ho, C.T. Antioxidative
phenolic compounds from sage (Salvia officinalis). J. Agric. Food Chem. 1998, 46, 4869–4873.
25. Pèrez-Fons, L.; Garzón, M.T.; Micol, V. Relationship between the antioxidant capacity and effect
of rosemary (Rosmarinus officinalis L.) polyphenols on membrane phospholipid order. J. Agric.
Food Chem. 2010, 58, 161–171.
Sample Availability: Samples of the compound 11 are available from the authors.
© 2014 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access article
distributed under the terms and conditions of the Creative Commons Attribution license
(http://creativecommons.org/licenses/by/3.0/).

