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1) Yokote S., Setoguchi R., Shimizu E., Mishima N., Kawahara K., Kuniyasu A., Shirasaki T.,
Takahama K., Konno K., Kawai N., Yamaoka K., Kinoshita E., Nakayama H.: A synthetic
approach to develop peptide inhibitors selective for brain-type sodium channels on the basis
of pompilidotoxin structure. Heterocycles, 79,925-933 (2009).

Abstract: To develop inhibitors that are selective for brain-type sodium channels, several peptides were

synthesized on the basis of pompilidotoxin structure. A peptide having N-terminal 7 amino acids and its

homologs in which Phe’ is substituted into more hydrophobic amino acids, selectively inhibit sodium
current of brain-type sodium channels.
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2) Sousa J. C., Berto R. F., Gois E. A., Fontenele-Cardi N. C., Honério-Juninior J. E. R., Konno
K., Richardson M., Rocha M. F. G., Camargo A. C. M., Pimenta D. C., Cardi B. A., Carvalho
K. M.: Leptoglycin: a new Glycine/Leucine-rich antimicrobial peptide isolated from the skin
secretion of the South American frog Leptodactylus pentadactylus (Leptodactylidae). Toxicon,
54, 23-32 (2009).
Abstract: Antimicrobial peptides are components of innate immunity that is the first-line defense
against invading pathogens for a wide range of organisms. Here, we describe the isolation, biological
characterization and amino acid sequencing of a novel neutral Glycine/Leucine rich antimicrobial peptide
from skin secretion of Leptodactylus pentadactylus named leptoglycin. The amino acid sequence of the
peptide purified by RP-HPLC (C18 column) was deduced by mass spectrometric de novo sequencing and
confirmed by Edman degradation: GLLGGLLGPLLGGGGGGGGGLL. Leptoglycin was able to inhibit
the growth of Gram-negative bacteria Pseudomonas aeruginosa, Escherichia coli and Citrobacter
freundii with minimal inhibitory concentrations (MICs) of 8 uM, 50 uM, and 75 uM respectively, but it
did not show antimicrobial activity against Gram-positive bacteria (Staphylococcus aureus, Micrococcus
luteus and Enterococcus faecalis), yeasts (Candida albicans and Candida tropicalis) and dermatophytes
fungi (Microsporum canis and Trichophyton rubrum). No hemolytic activity was observed at the 2—200
1M range concentration. The amino acid sequence of leptoglycin with high level of glycine (59.1%) and
leucine(36.4%) containing an unusual central proline suggests the existence of a new class of Gly/Leu-rich
antimicrobial peptides. Taken together, these results suggest that this natural antimicrobial peptide could
be a tool to develop new antibiotics.

3) Yamasaki K., Tagami T., Kawaguchi M., Okihashi M., Takatori S., Sakagami Y., Sekita S.,
Satake M.: Simple and rapid analysis of aristolochic acid contained in crude drugs and
Kampo formulations with solid-phase extraction and HPLC photodiode-array detection. J.
Nat. Med., 63, 451-458 (2009).

Abstract: Simple and rapid analysis of aristolochic acid (AA) in crude drugs and Kampo extracts using a

solid-phase extraction method and HPLC-PDA analysis was investigated. Extraction of AA from samples

was accomplished by adding methanol containing 1% ammonia. The addition of ammonia ionized the AA
of acidic substances so that they adhered to an acrylamide copolymer of a strong anion exchange resin

(Sep-Pak QMA) coupled to diol silica easily. Furthermore, a mixture of acetonitrile—water—phosphoric

acid (75:25:2, v/v) was effective in isolating AA from its carrier. Since almost all interfering peaks

originating from contaminants in crude drugs and Kampo extract formulations could be removed, a

satisfactory HPLC chromatogram of AA was obtained. A good result was also obtained when

Aristolochiaceae and crude drugs containing AA were tested. Particularly in the case of the medicinal

parts of Asarum, several interfering peaks and a ghost peak detected near the AA peak were eliminated.

The AA contents of two Kampo extract formulations, tokishigyakukagoshuyushokyoto and

ryutanshakanto, were calculated by HPLC analysis. The AA content (the sum of AA-I and AA-II) was

1.25-6.13 mg per daily dose. From an additional recovery experiment for Kampo formulations, high
recovery rates of AA were obtained. Neither LC/MS nor special instrumentation was necessary. Our
results suggest that this simple, quick, and sensitive analytical method to detect AA in crude drugs and

Kampo extract formulations would be valuable in safety inspections of AA in crude drugs and their

products.
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1) Konno K., Picolo G., Machado M., Sciani J. M., Conceigdo I. M., Oliveira V., Melo R. L., Cury Y.,
Hayashi M. A. F.: Bradykinin-related peptides from the venom of the solitary wasp Cyphononyx
Sfulvognathus: XVI World Congress of the International Society on Toxinology, 2009, 3, Recife,
Brazil.

2) Kazuma K., Noda N.: The roll of UDP-glucose:anthocyanin 3’,5’-O-glucosyltransferase in
polyacylated anthocyanin biosynthesis in the blur petals of butterfly pea: 5th International
Workshop on Anthocyanins, 2009 in Japan, 2009, 9, £ i 2.
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5) Konno K., Schiavon E., Stevens M., Zaharenko A. J., Tytgat J., Wanke E., Kawai N.:
Pompilidotoxins, peptide neurotoxins in solitary wasp venom blocking sodium channel
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1) Dr. Yara Cury: Butantan Institute, Sao Paulo, Brazil
“Structure-activity relationship studuies of crotalphine, an analgesic peptide from South American
rattlesnake”
2) Dr. Andre Junqueira Zaharenko: University of Sao Paulo, Sao Paulo, Brazil
“Low molecular weight bioactive compounds in sea anemone venom”
3) Prof. Enzo Wanke: University of Milan-Bicocca, Milan, Italy
“Electrophysiological studies of pompilidotoxins, peptide neurotoxins in solitary wasp venoms”
4) Prof. Jan Tytgat: University of Leuven, Leuven, Belgium
“Electrophysiological studies of peptide neurotoxins from venomous animals”
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