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Biotransformation is often used to improve chemical activity.
We evaluated the antimicrobial activity of rhapontigenin,
converted from rhapontin after treatment with Pectinex.
Rhapontigenin showed 4–16 times higher antimicrobial
activity than rhapontin. The activity was higher against
Gram-positive strains than Gram-negative strains. Minimum
inhibitory concentrations (MICs) of rhapontigenin, retinol,
and five antibiotics were determined by the microbroth
dilution method for antibiotic-sensitive and -resistant
Propionibacterium acnes. We also investigated the in vitro
antibacterial activity of rhapontigenin in combination
with antibiotic against antibiotic-resistant P. acnes. The
antibiotic combination effect against resistant P. acnes
was studied by the checkerboard method. The combination
formulations (rhapontigenin and clindamycin, retinol and
clindamycin) showed synergistic effects on the inhibition of
the growth of clindamycin-resistant P. acnes. It is predictable
that the combination of antibiotics with rhapontigenin
is helpful to treat acne caused by antibiotic-resistant
P. acnes. The antibacterial activity of rhapontigenin was
enhanced by biotransformation.
Keywords: Rhapontigenin, P. acnes, biotransformation,
checkerboard test

Rhapontin (rhaponticin), which has a stilbene moiety, is
a major component of Rheum undulatum root extract.
Rhapontin glucoside is hydrolyzed into rhapontigenin, the
aglycone of rhapontin, by glucosidase. In a previous study,
rhapontigenin showed antioxidant activity by scavenging
reactive oxygen species (ROS), 1,1-diphenyl-2-picrylhydrazyl
(DPPH), and hydrogen peroxide (H2O2) [33]. The scavenging
effect of rhapontigenin was greater than rhapontin.
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Rhapontigenin also protected the membrane lipid peroxidation
and cellular DNA damage induced by H2O2. Another study
reported rhapontigenin had anticancer activity [29].
Enzymatic conversion of prodrugs improves bioavailability
[13], whereas biotransformation of enzymes with glucosides
into aglycones improves their biological activities [14, 18,
20]. Rhapontigenin, converted from rhaponticin by intestinal
microflora, showed improved antithrombic and antiallergic
activities [11, 21]. Phenolic compounds have antimicrobial
activity [7, 23, 28], which may be improved by removing
glucosides through biotransformation [26].
Propionibacterium acnes belongs to the human cutaneous
normal flora and is a major etiologic agent of acne vulgaris
[32]. Retinoids such as retinoic acid, retinol, and retinaldehyde
are most commonly used to treat acne and to prevent skin
aging because of their antioxidant activity [22]. However,
their main side effect is skin irritation [3]. Clindamycin is
the most frequently used topical anti-P. acnes agent. However,
extensive use of the antibiotic has caused the occurrence of
widespread resistance in cutaneous Propionibacterium [19].
One strategy to prevent antibiotic resistance is the use of
combination antibiotic therapy [30].
The aim of the present study was to evaluate the in vitro
antimicrobial activity of rhapontigenin produced from
rhapontin by biotransformation and to investigate the
synergistic effects of rhapontigenin combined with clindamycin
against clindamycin-resistant P. acnes.
MATERIALS AND METHODS
Bacterial Strains
Gram-negative strains Escherichia coli ATCC 25922 and Pseudomonas
aeruginosa ATCC 27853, and Gram-positive strains Staphylococcus
aureus ATCC 25923 and Enterococcus faecalis ATCC 29212, were
used. Anaerobic Gram-positive Propionibacterium acnes KCTC 3314
was obtained from the Korean Collection for Type Culture (Daejon,
Korea). P. acnes CCARM 9010 (clindamycin-resistant strain) was
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obtained from the Culture Collection of Antimicrobial Resistant
Microbes (Seoul, Korea). P. acnes strains were cultured in GAM
broth (Nissui, Tokyo, Japan) at 37oC for 48 h in an anaerobic gasgenerating pouch (GasPak EZ; Becton, Dickinson and Company,
Sparks, MD, U.S.A.). Other strains were cultured in Mueller-Hinton
broth (Difco, U.S.A.) at 37oC for 18-24 h.
Antibiotics and Chemicals
Clindamycin, penicillin G, chloramphenicol, erythromycin, and retinol
were purchased from Sigma (St. Louis, MO, U.S.A.). Ampicillin
was purchased from USB (Cleveland, OH, U.S.A.). FM4-64 was
purchased from Molecular Probe (Eugene, OR, U.S.A.).
Preparation of Rhapontigenin
The root of Rheum undulatum (48 kg) was extracted with methanol
(160 l). The extract was distilled at 75oC and suspended in 40 l of
water. Ethylacetate (80 l) was added and mixed for 30 min, and then
left for 2 h at room temperature. The water layer was separated and
left for 16 h at room temperature, followed by filtration. The filtered
material was washed with water (10 l) and ethylacetate (10 l) and
vacuum dried for 30 h at 50oC, which yielded 1 kg of crude rhapontin.
Rhapontin (30 g) was dissolved in dimethylsulfoxide (DMSO), and then
1.5 l of acetate buffer (pH 4.0) and 100 ml of Pectinex (Novozymes,
Denmark) were added and the reaction was incubated for 2 h at 55oC
with shaking at 100 rpm. Water (150 ml) was added and the reaction
mixture was left overnight at 4oC, followed by filtration. The filtered
material was vacuum dried for 30 h at 50oC, yielding 11.8 g of
rhapontigenin. The bioconversion process of rhapontin to rhapontigenin
is shown in Fig. 1. Rhapontin and rhapontigenin were identified using
HPLC (LCQ Advantage MAX; Thermo Electron, U.S.A.), MALDIMass (Voyager-DE STR Biospectrometry Workstation; Applied
Biosystems Inc., U.S.A.), and 1H NMR (Varian 400-MR, 500 MHz;
Varian Inc., U.S.A.) data [9]. Authentic rhapontin was purchased from
Sigma. The identified compounds were deposited in the Department
of Chemical Engineering and Biotechnology, Korea Polytechnic
University.
Determination of Growth Inhibition
Clindamycin-sensitive and -resistant P. acnes strains were adjusted
to the McFarland 0.5 standard and used to inoculate GAM agar

Fig. 1. Biotransformation of rhapontin into rhapontigenin.
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plates. Disks (6 mm diameter) containing 128, 256, and 384 µg of
rhapontigenin or DMSO only were placed on the plates. The GAM
agar plates were incubated in an anaerobic gas-generating pouch at
37oC for 48 h. The inhibition zone was determined by measuring its
diameter.
Determination of Minimum Inhibitory Concentrations (MICs)
MICs of rhapontin and rhapontigenin were determined by the CLSI
(formerly NCCLS) microbroth dilution method [17]. Rhapontin and
rhapontigenin were dissolved in DMSO. A dilute suspension of
bacteria was inoculated into each well of a 96-well microplate, each
containing a different concentration of rhapontin or rhapontigenin. We
performed doubling dilutions of the antimicrobial agents. The range
of dilutions was 2,048 µg/ml to 0.5 µg/ml in the culture broth. A
final concentration of 1×105 CFU/ml of test bacteria was added to each
dilution. The plates for P. acnes were incubated in an anaerobic gasgenerating pouch at 37oC for 48 h, where the incubation atmosphere
contained 5% CO2. The plates for the other test strains were incubated
at 37oC for 18-24 h. MIC was defined as the lowest concentration
of antimicrobial agent that inhibited bacterial growth, as indicated
by the absence of turbidity. Antimicrobial agent-free broths containing
5% DMSO were incubated as growth controls. Minimum bactericidal
concentration (MBC) of rhapontigenin against P. acnes was determined
by inoculating onto GAM agar plates 10 µl of medium from each of
the wells from the MIC test that showed no turbidity. MBCs were
defined as the lowest concentration of antimicrobial agent for which
there was no bacterial growth on the plates.
Checkerboard Titrations
For the checkerboard titration, the concentrations tested for rhapontigenin,
retinol, and clindamycin ranged from seven 2-fold serial dilutions
below the MIC to the MIC for the test strains. GAM broth was used
for the checkerboard tests and a final concentration of 1×105 CFU/ml
was inoculated. MICs of the combinations were determined after
incubation at 37oC for 48 h. Fractional inhibitory concentration
(FIC) indices, determined by averaging all of the FIC values of
wells along the growth-no-growth interface, were calculated at
48 h. An index of less than 0.5 was considered as synergism, and of
greater than 2.0 as antagonism [24].
All experiments were independently repeated three times and the
data in tables are expressed as the mean value of the results.
Confocal Microscopy
To examine cell morphology changes after exposure to rhapontigenin,
confocal microscopy was performed. Each strain was grown to midexponential phase, in Luria-Bertani (LB) broth for E. coli and in
GAM broth for P. acnes, and then treated with rhapontigenin at
MIC (256 and 128 µg/ml for E. coli and P. acnes, respectively) or
with DMSO as a control for 3 h at 37oC. A 1-ml sample was
transferred to a microtube, pelleted by centrifugation, washed once
in phosphate-buffered saline (PBS), and resuspended in 100 µl of
PBS containing 10 µM FM4-64 (558/734 for excitation/emission).
The samples were incubated in the dark with rotation for 30 min at
37oC. Each sample was pelleted by centrifugation, washed twice in
PBS, repelleted, and resuspended in 100 µl of PBS. Ten µl was
placed onto a slide, allowed to air dry in the dark, covered with a
cover slip, and mounted. Samples were visualized with a confocal
laser scanning microscope (LSM 5 Exciter, Carl-Zeiss).
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Table 1. MIC values of rhapontin and rhapontigenin against the
test strains.
Strain

Rhapontin (µg/ml) Rhapontigenin (µg/ml)

Gram-positive
S. aureus
E. faecalis
P. acnes
P. acnes (R)a
Gram-negative
E. coli
P. aeruginosa

≤1,024
≤1,024
≤1,024
≤1,024

≤128
≤64
≤128
≤128

≤1,024
≤1,024

≤256
≤256

Fig. 2. Inhibition zone of P. acnes ATCC 6919 (A) and P. acnes
CCARM 9010 (B) by rhapontigenin 128 µg/ml (b), 256 µg/ml
(c), 384 µg/ml (d), and DMSO only (a).

a

Clindamycin-resistant strain

RESULTS
Antimicrobial Activity of Rhapontigenin
Rhapontigenin was converted from rhapontin (Fig. 1). To
investigate the antimicrobial activity of rhapontigenin, we
examined its growth inhibition effect against Gram-positive
and Gram-negative test strains. The MICs of rhapontin and
rhapontigenin against the test strains are shown in Table 1.
Rhapontigenin showed 4-16 times higher antimicrobial
activity than rhapontin. Rhapontin showed no difference in
MIC values between Gram-positive and Gram-negative
strains. In contrast, rhapontigenin showed lower MIC values
against Gram-positive strains than Gram-negative strains.
Thus, the inhibition activity of rhapontigenin was higher in
Gram-positive strains than in Gram-negative strains. The
MIC values against clindamycin-sensitive and -resistant P.
acnes strains were not different, although the clindamycinresistant strain showed slightly more resistance to
rhapontigenin in the inhibition zone test (Table 2, Fig. 2).
Rhapontigenin acted in a concentration-dependent manner.
The MICs and MBCs of rhapontigenin and retinol against
P. acnes, along with ampicillin, penicillin G, chloramphenicol,
erythromycin, and clindamycin, are shown in Table 3.
Retinol is the most commonly used antioxidant showing
anti-P. acnes. Under the conditions used, there was no
difference between clindamycin-sensitive and -resistant
strains in their degree of sensitivity to rhapontigenin,
which were ≤128 µg/ml and ≤512 µg/ml for MIC and
Table 2. Growth inhibition of rhapontigenin against the P. acnes
strainsa.
Rhapontin (µg)
128 256 348
P. acnes
P. acnes (R)b
a

-c
-

-

-

Rhapontigenin (µg)
128

c

384

15.7±0.6 24.3±1.2 29.0±1.7
14.3±1.2 23.7±1.2 28.0±2.0

The unit of the inhibition zone is in millimeters.
Clindamycin-resistant strain.
No inhibition zone.

b

256

MBC, respectively. The MICs of retinol were ≤8 µg/ml
and ≤16 µg/ml against clindamycin-sensitive and -resistant
strains, respectively. The MICs of clindamycin were
≤0.0625 µg/ml and ≤32 µg/ml against clindamycin-sensitive
and -resistant P. acnes, respectively.
Synergistic Effect of Rhapontigenin and Antibiotic
The efficacy of combination of rhapontigenin was evaluated
against only clindamycin-resistant P. acnes, a major
etiologic agent of acne, and compared with that of retinol,
because the growth of sensitive strains is easily inhibited
with a very low concentration of clindamycin alone. For
the test, checkerboard tests were performed with clindamycin
and rhapontigenin or retinol. The results of the checkerboard
tests are summarized in Table 4. All the combinations were
synergistic according to the FIC index. From the most
synergistic concentrations of antibiotic in the checkerboard
results, the concentrations of clindamycin combined with
rhapontigenin or retinol required 4 µg/ml and 2 µg/ml to
inhibit antibiotic-resistant P. acnes, respectively, which
were less than an eighth and sixteenth of the amount
(32 µg/ml) required using clindamycin alone, respectively.
In this case, the amounts of rhapontigenin and retinol
Table 3. Antimicrobial activity of rhapontigenin, retinol, and
other antibiotics against clindamycin-sensitive and -resistant P.
acnes.
Antimicrobial
agent
Rhapontigenin
Retinol
Chloramphenicol
Erythromycin
Penicillin G
Ampicillin
Clindamycin

Clindamycinsensitive strain

Clindamycinresistant strain

MIC
(µg/ml)

MBC
(µg/ml)

MIC
(µg/ml)

MBC
(µg/ml)

≤128
≤8
≤0.25
≤0.0625
≤0.0625
≤0.0625
≤0.0625

≤512
≤256
≤0.5
≤0.0625
≤0.0625
≤0.0625
≤0.0625

≤128
≤16
≤0.5
≤512
≤0.0625
≤0.0625
≤32

≤512
≤512
≤0.5
≤1,024
≤0.0625
≤0.0625
≤64
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Table 4. Checkerboard results for clindamycin-resistant P. acnes.
Drug combination
RHA/CLI
REL /CLI
RHA /REL

FIC index

Most synergistic concentration (µg/ml)

Maximum concentration tested (µg/ml)

0.133-0.531
0.070-0.531
0.375-1.125

1/4
0.125/2
16/4

128/32
16/32
128/16

Abbreviations: RAH, rhapontigenin; REL, retinol; CLI, clindamycin.

required to inhibit antibiotic-resistant P. acnes were also
reduced from 128 µg/ml to 1 µg/ml and from 16 µg/ml to
0.125 µg/ml, respectively. In the case of combining
rhapontigenin with retinol, the amount of rhapontigenin
was reduced to an eighth of the amount required when
used alone and the amount of retinol required was 4 µg/ml.
Confocal Microscopy
Phenolic compounds disrupt cell membrane, and rhapontigenin
is a phenolic compound. We used confocal microscopy to
obtain images of cells after treatment with rhapontigenin to
assess whether the inhibitory activity was associated with
cell membrane disruption. We used FM4-64, a widely used
fluorescent dye for plasma membrane staining. Microscopic
observations revealed the membranes of cells treated with
rhapontigenin were disrupted (Fig. 3A and 3B, b) compared
with untreated cell membranes (Fig. 3A and 3B, a). Cells
treated with rhapontigenin (Fig. 3A and 3B, b) were also
elongated compared with untreated cells (Fig. 3A and 3B, a).
P. acnes is markedly pleomorphic and often stains unevenly,
as shown in Fig. 3B. P. acnes cells treated with rhapontigenin

Fig. 3. Confocal microscopy of E. coli (A) and P. acnes (B)
untreated (a) and after treatment with rhapontigenin (b).
The fluorescence images stained with FM4-64. Arrows indicate cells with
membrane damage.

produced many unstained cell debris (Fig. 3B, b). E. coli
treated with rhapontigenin showed a regular cell shape,
although the cells became longer. On the other hand, P.
acnes showed a more irregular cell shape and irregular
staining pattern. This might cause the difference in viability
between the two strains.

DISCUSSION
Flavonoids, extracted from plant materials, generally contain
glycosides. Flavonoid aglycones exhibit more antimicrobial
activity than their corresponding glycosides [31]. Therefore,
biological activities, such as antimicrobial action, can be
improved by eliminating glycosides through a bioconversion
process. Phenolic compounds isolated from Dalea spinosa
potentiated antibiotic activity against multidrug resistant S.
aureus by inhibiting the efflux pump mechanism [1]. 6Oxophenolic triterpenoids showed antimicrobial activity
against Gram-positive Bacillus subtilis and caused cell
membrane alterations [6]. Rhaponticin has inhibitory activity
against nitric oxide production and its glucoside moiety
reduced the activity, suggesting the aglycone form plays an
important role in its inhibitory activity [10]. The glucoside
moiety of rhaponticin also reduced its scavenging activity
[15]. In the present study, rhapontigenin prepared from
rhapontin by bioconversion showed 4-16 times higher
antimicrobial activity, suggesting the glucoside structure
interferes with antimicrobial activity. Phenolic compounds
extracted from honey showed antimicrobial and antioxidant
activity; generally, Gram-positive bacteria were more
sensitive to the compounds than Gram-negative bacteria
[8]. Phenolic antioxidants used as food additives are more
effective against Gram-positive than against Gram-negative
bacteria [27], which is consistent with our results. In
addition, the MICs of rhapontigenin against antibioticsensitive and -resistant P. acnes were the same, which
means that P. acnes did not cause resistance against
rhapontigenin (Table 1). Although phenolic compounds
are produced for protection against microbial infection in
plants, there are contradicting reports on the relationship
between the structure of such compounds and their
antimicrobial activity. Flavonoids lacking hydroxyl groups
on their B ring showed higher activity than those with
hydroxyl groups [2]. On the other hand, free hydroxyl
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groups of flavonoids were reported to be necessary for
antimicrobial activity [16]. Although we could not clearly
elucidate its inhibitory mechanism against P. acnes, we
assume that rhapontigenin has the same mechanism of
inhibition as other phenolic compounds have.
Clindamycin is a commonly used topical antibiotic for
treatment of acne. Clindamycin-resistant strains of P. acnes,
however, have been isolated worldwide [4]. The use of
combination treatments of topical antibiotics is preferred to
enhance the inhibitory activity and to reduce the incidence
of antibiotic-resistant P. acnes. In the present study, the
three combination formulations (clindamycin with either
rhapontigenin or retinol; and rhapontigenin and retinol)
exhibited a synergistic inhibition of P. acnes growth.
Although the combination of rhapontigenin and retinol
showed synergistic effect, the combination is less effective
than those of clindamycin and rhapontigenin or retinol.
Cell shape influences cell growth and survival. Cell
morphology changed after exposure to rhapontigenin,
which may have affected cell viability, resulting in growth
inhibition. Several antibacterial inhibitory mechanisms of
phenolic compounds are proposed, such as disruption of
the cytoplasmic membrane, change in the permeability of
the membrane, and inhibition of the membrane respiratory
chain [12, 25, 27]. Lipophilic compounds easily bind to
cell membranes, changing membrane properties. Membrane
damage blocks its proper function, a proposed mechanism
of the antimicrobial action of phenolic compounds [5]. The
images from confocal microscopy showed rhapontigenin
disrupted cell membranes, possibly owing to the hydroxyl
groups and lipophilic groups of rhapontigenin. In addition,
the structure of rhapontigenin is simpler than rhapontin,
which causes less steric hindrance in penetrating cell
membranes. These factors may have contributed to the
increased inhibition in bacterial cell growth found in
rhapontigenin treatment. We found rhapontigenin disrupted
cell membranes to some extent and changed cell morphology,
factors which may decrease cell viability in bacterial
strains. Clindamycin is a bacteriostatic antibiotic that
interacts with 23S rRNA in 50S ribosomal subunits and
inhibits protein synthesis. Retinol has been considered
as an anti-infective agent, but the mechanism of the
antimicrobial activity has not been fully elucidated. The
synergistic effect in combination of rhapontigenin with
clindamycin, shown in Table 4, might be based on the
cooperation action of the membrane disruption of rhapontigenin
and the inhibition of the protein synthesis of clindamycin.
Rhapontigenin is lipid-soluble and it provides an advantage
to be used for the treatment of acne, because lipid-soluble
compounds are generally used to treat acne. Further studies
are needed to elucidate the clear inhibitory mechanism of
rhapontigenin.
In conclusion, rhapontigenin possesses antioxidant
activity and antimicrobial activity against P. acnes, an

etiologic agent of acne. Moreover, the antimicrobial activity
of rhapontigenin was enhanced by appropriate combination
with a topical antibiotic. Those activities of rhapontigenin
were improved by removing glucosides from rhapontin
through biotransformation.

Acknowledgment
This work was supported by a Korea University Grant.

REFERENCES
1. Belofsky, G., R. Carreno, K. Lewis, A. Ball, G. Casadei, and
G. P. Tegos. 2006. Metabolites of the “Smoke tree”, Dalea
spinosa, potentiate antibiotic activity against multidrug-resistant
Staphylococcus aureus. J. Nat. Prod. 69: 261-264.
2. Chabot, S., R. Bel-Rhlid, R. Chenevert, and Y. Piche. 1992.
Hyphal growth in vitro of the VA mycorrhizal fungus,
Gigaspora margarita Becker & Hall, by the activity of
structurally specific flavonoids compounds under CO2-enriched
conditions. New Phytol. 122: 461-467.
3. Chivot, M. 2005. Retinoid therapy for acne. Am. J. Clin.
Dermatol. 6: 13-19.
4. Coates, P., S. Vyakrnam, E. A. Eady, C. E. Jones, J. H. Cove,
and W. J. Cunliffe. 2002. Prevalence of antibiotic-resistant
propionibacteria on the skin of acne patients: 10-Year surveillance
data and snapshot distribution study. Br. J. Dermatol. 146: 840848.
5. Davidson, P. M. and A. L. Branen. 1981. Antimicrobial activity of
non-halogenated phenolic compounds. J. Food Prot. 44: 623-632.
6. de León, L. and L. Moujir. 2008. Activity and mechanism of
the action of zeylasterone against Bacillus subtilis. J. Appl.
Microbiol. 104: 1266-1274.
7. Devi, K. P., N. Suqanthy, P. Kesika, and S. K. Pandian. 2008.
Bioprotective properties of seaweeds: In vitro evaluation of
antioxidant activity and antimicrobial activity against food borne
bacteria in relation to polyphenolic content. BMC Complement.
Altern. Med. 8: 38-48.
8. Estevinho, L., A. P. Pereira, L. Moreira, L. G. Dias, and E.
Pereira. 2008. Antioxidant and antimicrobial effects of phenolic
compounds extracts of Northeast Portugal honey. Food Chem.
Toxicol. 46: 3774-3779.
9. Jeon, M., K. Lee, Y. H. Lim, and J. K. Kim. 2009.
Rhapontigenin production by bioconversion and inhibition of
melanin synthesis. Kor. J. Microbiol. Biotechnol. 37: 49-54.
10. Kageura, T., H. Matsuda, T. Morikawa, I. Toguchida, S.
Harima, M. Oda, and M. Yoshikawa. 2001. Inhibitors from
Rhubarb on lipopolysaccharide-induced nitric oxide production
in macrophages: Structural requirements of stilbenes for the
activity. Bioorg. Med. Chem. 9: 1887-1893.
11. Kim, D. H., E. K. Park, E. A. Bae, and M. J. Han. 2000.
Metabolism of rhaponticin and chrysophanol 8-O-beta-Dglucopyranoside from the rhizome of Rheum undulatum by
human intestinal bacteria and their anti-allergic actions. Biol.
Pharm. Bull. 23: 830-833.

ANTIBACTERIAL ACTIVITY OF RHAPONTIGENIN AGAINST P. ACNES

12. Kubo, I., K. I. Fujita, K. I. Nihei, and A. Nihei. 2004.
Antibacterial activity of alkyl gallates against Bacillus subtilis.
J. Agric. Food Chem. 52: 1072-1076.
13. Liederer, B. M. and R. T. Borchardt. 2006. Enzymes involved
in the bioconversion of ester-based prodrugs. J. Pharm. Sci. 95:
1177-1195.
14. Marotti, I., A. Bonetti, B. Biavati, P. Catizone, and G. Dinelli.
2007. Biotransformation of common bean (Phaseolus vulgaris L.)
flavonoid glycosides by Bifidobacterium species from human
intestinal origin. J. Agric. Food Chem. 55: 3913-3919.
15. Matsuda, H., T. Morikawa, I. Toguchida, J. Y. Park, S. Harima,
and M. Yoshikawa. 2001. Antioxidant constituents from Rhubarb:
Structural requirements of stilbenes for the activity and structures
of two new anthraquinone glucosides. Bioorg. Med. Chem. 9:
41-50.
16. Mori, A., C. Nishino, N. Enoki, and S. Tawata. 1987. Antibacterial
activity and mode of action of plant flavonoids against Proteus
vulgaris and Staphylococcus aureus. Phytochemistry 26: 22312234.
17. National Committee for Clinical Laboratory Standards. 1997.
Methods for antimicrobial susceptibility testing of anaerobic
bacteria: Tentative Standard M11-A4. National Committee for
Clinical Laboratory Standards, Villanova.
18. Nielsen, I. L., W. S. Chee, L. Poulsen, E. Offord-Cavin, S.
E. Rasmussen, H. Frederiksen, et al. 2006. Bioavailability is
improved by enzymatic modification of the citrus flavonoid
hesperidin in humans: A randomized, double-blind, crossover
trial. J. Nutr. 136: 404-408.
19. Oprica, C. and C. E. Nord. 2005. European surveillance study
on the antibiotic susceptibility of Propionibacterium acnes.
Clin. Microbiol. Infect. 11: 204-213.
20. Otieno, D. O. and N. P. Shah. 2007. A comparison of changes
in the transformation of isoflavones in soymilk using varying
concentrations of exogenous and probiotic-derived endogenous
β-glucosidases. J. Appl. Microbiol. 103: 601-612.
21. Park, E. K., M. K. Choo, H. K. Yoon, and D. H. Kim. 2002.
Antithrombotic and antiallergic activities of rhaponticin from
Rhei Rhizoma are activated by human intestinal bacteria. Arch.
Pharm. Res. 25: 528-533.
22. Pechère, M., L. Germanier, G. Siegenthaler, J. C. Pechère, and
J. H. Saurat. 2002. The antibacterial activity of topical retinoids:
The case of retinaldehyde. Dermatology 205: 153-158.
23. Pereira, J. A., A. P. Pereira, I. C. Ferreira, P. Valentão, P. B.
Andrade, R. Seabra, L. Estevinho, and A. Bento. 2006. Table

24.

25.

26.

27.
28.

29.

30.

31.

32.

33.

87

olives from Portugal: Phenolic compounds, antioxidant potential,
and antimicrobial activity. J. Agric. Food Chem. 54: 84258431.
Pillai, S. K., R. C. Moellering, and G. M. Eliopoulos. 2005.
Antimicrobial combinations, pp. 365-440. In V. Lorian (ed.).
Antibiotics in Laboratory Medicine. Lippincott Williams &
Wilkins, PA, U.S.A.
Puupponen-Pimiä, R., L. Nohynek, H. L. Alakomi, and K. M.
Oksman-Caldentey. 2005. Bioactive berry compounds - novel
tools against human pathogens. Appl. Microbiol. Biotechnol. 67:
8-18.
Puupponen-Pimiä, R., L. Nohynek, S. Ammann, K. M. OksmanCaldentey, and J. Buchert. 2008. Enzyme-assisted processing
increases antimicrobial and antioxidant activity of bilberry. J.
Agric. Food Chem. 56: 681-688.
Racchach, M. 1984. The antimicrobial activity of phenolic
antioxidants in foods: A review. J. Food Safety 6: 141-170.
Rauha, J. P., S. Remes, M. Heinonen, A. Hopia, M. Kahkonen,
T. Kujala, K. Pihlaja, H. Vuorela, and P. Vuorela. 2000.
Antimicrobial effects of Finnish plant extracts containing
flavonoids and other phenolic compounds. Int. J. Food Microbiol.
56: 3-12.
Roupe, K. A., G. L. Helms, S. C. Halls, J. A. Yáñez, and N. M.
Davies. 2005. Preparative enzymatic synthesis and HPLC analysis
of rhapontigenin: Applications to metabolism, pharmacokinetics
and anti-cancer studies. J. Pharm. Pharm. Sci. 8: 374-386.
Sobieszczyk, M. E., E. Y. Furuya, C. M. Hay, P. Pancholi, P.
Della-Latta, S. M. Hammer, and C. J. Kubin. 2004. Combination
therapy with polymyxin B for the treatment of multidrug-resistant
Gram-negative respiratory tract infections. J. Antimicrob. Chemother.
54: 566-569.
Tsuchiya, H., M. Sato, T. Miyazaki, S. Fujiwara, S. Tanigaki,
M. Ohyama, T. Tanaka, and M. Iinuma. 1996. Comparative study
on the antibacterial activity of phytochemical flavanones against
methicillin-resistant Staphylococcus aureus. J. Ethnopharmacol.
50: 27-34.
Vowels, B. R., S. Yang, and L. L. Leyden. 1995. Induction of
proinflammatory cytokines by a soluble factor of Propionibacterium
acnes: Implications for chronic inflammatory acne. Infect.
Immun. 63: 3158-3165.
Zhang, R., K. A. Kang, M. J. Piao, K. H. Lee, H. S. Jang, M. J.
Park, et al. 2007. Rhapontigenin from Rheum undulatum protects
against oxidative stress-induced cell damage through antioxidant
activity. J. Toxicol. Environ. Health A 70: 1155-1166.

