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Integrins are cell surface receptors that play a central role in
cell-cell interactions and signaling and, thus, are involved in
numerous disease states, such as cancer, inflammation, arthritis,
and wound scarring [1,2]. Inhibitors of integrin function are
interesting as pharmaceuticals against these diseases, but should
bind specifically to an integrin subtype to have the required
effect.

The integrin molecule is a heterodimer composed of a
particular combination of � and � chains that determines its
binding specificity. Of the 26 integrin heterodimers identified
so far, �1�1, �2�1, �10�1 and �11�1 are the only ones that
bind collagen. The � chains of these integrins have an inserted
200 residue sequence (the I domain) that is responsible for
recognition of native collagen [3]. �1�1 and �2�1 are the most
studied collagen-binding integrins, while �10�1 and �11�1
were discovered more recently. The crystal structures of ?1 and
�2 I domains have been solved [4,5,6] as well as a complex
structure of �2 I domain bound to a collagen-like peptide [7].

Emsley et al. (2000) observed large conformational changes
in the �2 I domain upon binding of the collagen-like peptide.
Our aim is to study how peptide and small molecular inhibitors
bind to I domains of collagen-binding integrins and whether any
conformational changes occur upon binding.
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The enzyme nicotinic acid mononucleotide
adenylyltransferase (NaMN AT; EC 2.7.7.18) is essential for
the synthesis of nicotinamide adenine dinucleotide and is a
potential target for antibiotics. It catalyzes the transfer of an
adenyl group from ATP to nicotinic acid mononucleotide to
form nicotinic acid adenine dinucleotide. We determined the
three-dimensional structure of NaMN AT at 1.70 Å resolution
by the multiwavelength anomalous diffraction method. In order
to determine the structure of NaMN AT from Pseudomonas
aeruginosa, we have crystallized it by hanging drop
vapour-diffusion method at 291 K. The crystal of NaMN AT is
tetragonal, belonging to the space group P4322 with unit cell
parameters of a = b = 65.02, c = 109.80 Å. The presence of one
monomer in the asymmetric unit gives a reasonable VM of 2.15
Å3 Da-1, with a solvent content of 42.7%. The overall protein
structure is similar to that of NaMN AT from E. coli. The
present structural study is expected not only to reveal the mode
of binding of the natural substrate NaMN or ATP, but also to
provide further information about the role of active-site
residues.
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