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Structural modifications of Reheccamycin, an antitumor 
antibiotic without activity against protein kinase C. are 
described. The inhibitory potencies of the derivatives 
against this enzyme are presented. 

I BioMed. Chem. 1994.2, I9 I 

Expression of Mouse Gal~l,4GlcNAc c&,6_Sialyltransferase in an Insoluble 
Form in Escherichia coli and Partial Renaturation 
Tosbiro Hamamoto, Young-Cboon Lee, Nobuyuki Kurosawa, Takashi Nakaolca, Naoya Kojima and Shuicbi Tauji 
Glyeo Molecular Biology, Frontier Research Program, The Institute of Physical and chemical Research 
(RIKEN), 2-1 Hirosawa, Wako, Saitama 351-01,JAPAN 

Mouse Galpl,4GlcNAc a2,6_sialyltransferase was produced in an insoluble form in Esc~richia coli, 
solubilized in 8M urea and renatured. The substrate specificity and kinetic parameters, except for 
the specific activity, of the renatured enzyme were similar to those of the enzyme obtained from rat. 
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Design, Synthesis and Evaluation of Bouvardin, Deoxybouvardin and RA-I 
- XI-V Pharmacophore Analogs, Dale L. Boger* and Michael A. Patane, 
Department of Chemistry, The Scripps Research Institute, 10666 North Torrey 
Pines Road, La Jolla, California 92037, Qing Jin and Paul A. Kitos, 
Department of Biochemistry, The University of Kansas, Lawrence, Kansas 
66045 

The synthesis and in vitro cytotoxic evaluation of a key set of 
cycloisodityrosine subunit analogs of deoxybouvardin and U-VII are detailed 
and constitute a complete investigation of the natural product pharmacophore. 

RATIONAL DFSIGN OF HIGH AFFlNlTY TACHYKININ 
NK, RECEPI’OR ANTAGONISTS 
S. Boyle, S. Guard, J. Hodgson, D.C. Horwell, W. Howson*, 
J. Hughes, A. M&night, K. Martin, MC. Pritchard, 
K.J. Watling, G.N. Woodruff. Parke-Davis Neuroscience 
Reservch CentmA ddenbrookes Hospital Site, Hills Road* 
Cam bridge CB2 ZQB, U.K. The rational discovery of a 
selective, high affinity (l+ 1.4 nM) NK, receptor antagonist 

(19) from Leu-Met-Gln-Trp-Phe-GlyNHs (SC) is described 
using a general strategy for peptoid design. 
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Mokcular Basis for Sequence Selective DNA Alkylation by (+)- and enf-(-)-CC- 
1065 and Related Agents: Alkylation Site Models that Accommodate the Ofiet 
AT-rich Adenine N3 Alkylation Selectivity, Dale L. Boger,* Douglas S. Johnson, 
Weiya Yun and Christine M. Tarby, Department of Chemtitry, The Scripps Research 
Institute, 10666 North Torrey Pines Road, La Jolla, Carifornia 92037. 

A detailed evaluation of the DNA akylation selectivity of (+)-CC-1065, e&(-)-CC- 
1065 and a series of aborted and extended analogs possessing the CPI alkylation subunit 
is detailed and the refinement of a model that accommodates the offset AT-rich adenine 
N3 alkylation selectivity of the enantiomeric agents is presented. 

AntitpmorAgGllbJ- CLI. Bk(helenalinyi)Gh8tte and Bis&osdantodiol-B) 
Glutarate, Potent Inhibitors of Human DNA Top~~~~ II 

Biohfed. Chem. 1994,2,137 

Chrmg-Hsiung Chen, t LX&g Yzmg,t Thomas Tang-Ymg Lee,t*S Ya-Ching Sk%, t De-Cbeng 2hang.t De-Ji Pan,t Andrew T. 
McPhail,# Donald R. McPha&# h-Yin Liu.0 De-Hua Li.5 Yang-C% Cheng, 0 and Kuo-Hsiung Leetp * 
tNatwa1 Proakts Laboratory, Division of Medicinal Chemistry and Natural Products, Wwol of Phanwcy, University of North 
Carolina, Chapel Hill, North Carolina 27599, #Department of Chemistry, Paul M. Gross Chemical Laborator.~, Duke University, 
Durham, North Carolina 27705, #Department of Pharmacology, Yale University School of bfeakine. New Haven, Connecticut 
@510, and &ool of Medicine, University of North Carolina, Chapel Hill, Nortk Carolina 27599. 
Abstract - Evahation of a number of cytotoxic antitumor sesqui~w &tones and their derivatives has led to the discovery of 
bis@elenaliuyl)glutarate (4) and bis(iso&nmdiol-B)glWrate (10) as potent inhiiitors of human-derived v II. Unlike 
etopo&k which inhibits by preventing the DNA rejoining process, wnpouads 4 and 10 inhibit topoisomerase II without causing 
DNA breakage. The structure-activity n&tionships of 4,10, and related compounds are discussed. 
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