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TABLE I Modification of carboxyl groups of trypsin with MR in the presence

and absence of B-naphthamidine

B-NA MR Carboxyl Relative enzymatic activity
esters BAEE .  BGEE

0 mM 0.1 M 16 52.5% 86.8%

50 Ggl 13 70.0 89.7

0 0.2 17 21.4 38.0

50 0.2 1.0 ] A 1.5 ] 98.5

©

__'(:C)Z
C2H5
CoHe— o@ BEY
C2H5

Y Meerwein reagent (MR)
__'(:CDz'(:Zf*5

NH3

®
NH,

B-naphthamidine (B-NA)

a competitive inhibitor
of trypsin catalysis
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Neurobiology: Nakayama et al

Proc. Natl. Acad. Sci. USA 79 (1982)

Table 1. Purification of the TTX-binding component-immune complex

FRACTION

[PHITTX bound, Protein, % initial
pmol mg Specific activity*  binding activity
1% Lubrol extract 7,179 324 22 100
Preparation I 3,861 7.8 495 54
Preparation I (concentrated by
ultrafiltration) 1,872 2.9 646 26
Protein A-Sepharose
Total 1,604 22
pH 7.5 elution 1,069 — —
H 6 elution 535 — — 1.5
DEAE-Sephadex (1 ml)
Total 220 3.1
Fraction™ 17 96 0.053 1,811 (2,898)%
18 48 0.032 1,500 (2,400)*
19 30 0.016 1,875 (3,000)* —
20 20 0.011 1,818 (2.909)* A B C o ele
* Expressed as pmol of [*HITTX bound per mg of protein. Me x 1073
* Fractions from 0.4 M NaCl elution. I H.
#Calculated by assuming a 1:1 complex of TTX binding component (M,, 250,000) L ~ 200
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|dentification of TTX binding site by Photoaffinity Labeling
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(2) ESI-MS/MS analysis of FNAK-labeled peptide of serum albumin
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(2) ESI-MS/MS analysis of FNAK-labeled peptide of serum albumin
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FNAK labeled Lys-414 and Lys-541 in the site-2 drug binding site of serum albumin

K. Kawahara, K. Masuda, M. Ishiguro, H. Nakayama, et al. Biochem. J. (2002)
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Photoaffinity labeling with [3H]GB
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ACAT Inhibitors as Anti-Atherogenic Drugs

Long-awaited promising candidates for 20 years

Recent examples to decelerate the development

1. Avasimibe (Pfizer, CI-1011) 2003
Increase CYP3A4 activity in liver, to reduce the effectiveness of Lipitor
J Pharmacol Exp Ther (2003)

2. Pactimibe (Sankyo, CS-505) 2005
No apparent reduction/ rather increase in vascular atherome
by IVUS measurement after ACTIVATE study  New Engl J Med (2006)
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Maillard Reaction and AGE In vivo
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LPS / IFNy treatment induces apoptosis in MG5 microglia
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Induction of mMRNAs for iNOS and CHOP by LPS and IFNy in MG5 cells
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Possible mechanism for enhancing the clearance activity
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