conference abstracts

04-Crystailography of Biological Small Molecules

method using the program Multan 84 and refined
by the block full-matrix '"cascade" technigue to
a conventional R value of 0.0714 for 8468 inde-
pendent reflections with F>4s(F). The enniatin
B molecules resemble each other in common fea-
tures, but differ in detail. Two molecules,
designated C and D, are in slightly distorted

conformations compared with those 1in the
crystallohydrate and the Na, Ni complex (P-
conformation). The conformations of the two

other molecules, A and B, are guite different
and have not been previously seen in either
crystal form or in solution. All molecules are
asymmetric with a pseudo-equatorial trans or
gauche-orientation of the isopropyl radicals
and with various arrangements of the carbonyl
groups - up, down, inside or outside the ring.
The N-methylamide and ester groups have nearly
planar trans configurations. The bond lengths
and angles in all the molecules do not differ
very much from those found in other cyclic
depsipeptides. The changes in the geometrical
parameters of the enniatin B molecule between
the present structure and the crystalline com-
plexes with water and with Na, Ni ions are
discussed. The conformational flexibility of
the enniatin B molecule, important for its bi-
ological activity, is adduced. The molecules
pack in two somewhat distorted hexagonal lay-
ers, separated by approximately c¢/2 and with
alternate disposition of the polar molecular
discs. This results in the appearance of non-
crystallographic symmetry elements and in the
possibility, after a shift of the two layers,
of the formation of enniatin B channels run-
ning through the crystal.

PS-04.01.27 THE CRYSTAL AND MOLECULAR STRUC-
TURE OF N-METHYL-11-HYDROXY-1,2,10-TRIMETHOXY
APORPHINE. By A. Hamid Othman and lkram M. Said,
Department of Chemistry, Universiti Kebangsaan Malaysia, 43600
Bangi, Malaysia.

The above mentioned compound, an alkaloid was extracted from
fresh leaves and bark of Dehassia incrassata and its crystal and
molecular structure has been determined from three dimensional X-
ray diffraction data for 2914 unique reflections taken on a CAD-4
diffractometer. Crystal data: CygH,;NOy, M= 340, orthorhombic
P2,2,2,, a=7.549(2), b =9.937(3), ¢ = 23.376(6), V = 1753.5 A3
,AM(MoK,) =0.7107 A, De=1.29 gem?3, u=0.964 cm’!, Z = 4.

The structure was solved by direct method and refined by full
matrix least-squares procedures. All calculations were done using
XTAL 3.0 program system (Hall, SR. and Stewart, J.M., (1990) Eds.
X1al3.0 Reference Manual, Universities of Westemn Australia and Maryland) on
a PC-AT microcomputer. The final R value was 0.064 and R,, =
0.071 for 1884 I > 3a(l) reflections. The final cycle of refinement
gave R = 0.089, for all the 2914 reflections. The molecule contains
two planar aromatic rings with inter-planar angle of 32.80. The
bonds and angles and intermolecular contact distances all have
regular and acceptable values.-
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04.02 - Structure of Nucleic Acids and Nucleic
Acid Complex

MS-04.02.01Structural study of DNA/RNA and their
complexes with antitumor drugs by x-ray crystallography
Andrew H.-J. Wang, Division of Biophysics and
Department of Cell & Structural Biology, University of
Ilinois at Urbana-Champaign, Urbana, IL 61801, USA

Our lab has been Investigating the problems
associated with the structure and dynamics of DNA/RNA
and their complexes with antitumor drugs. We are
particularly interested in the unusual DNA structures,
possibly preferred by certain sequences. In addition, we have

studied the interactions of several types of antitumor drugs -

(including minor groove binder, intercalator, nucleoside
analog) with DNA oligonucleotides. In this paper, I will
focus on the structural analyses of several complexes of
anthracycline drugs and DNA. For example, the
interactions of cyanomorpholinyladriamycin, a promising
potent adriamycin derivative, with DNA have been
analyzed using the structure obtained from the high
resolution (better than 2 A) x-ray diffraction analysis. We
also study the binding of other anthracyclines (e.g.,
aclacinomycin A and nogalamycin) with DNA
oligonucleotides by NMR. The structures derived from the
solid state and solution state are then compared carefully to
understand the forces that are used to stabilize the structure
and the mechanism of the drug binding. (Supported by
NIH.)

MS-04.02.02 Structural on DNA Minor-Groove
Recognition by Drugs.

C.M. Nunn, N. Spink, D.G. Brown, K.J. Edwards and 8. Neidle.

CRC Biomolecular Structure Unit, Institute of Cancer Research, 15 Cotswold

Road, Sutton, Surrey SM2 5NG, UK.

Studies

Compounds that interact in the minor-groove of B-form DNA,
primarily at AT-rich regions, have usage in both animal and veterinary
medicine. For example, the bis-phenylamidinium compound pentamidine, is
one of the agents of choice in the treatment of pneumocystis carinii, the
opportunistic infection that affects about 70% of AIDS patients. We have
been studying the interactions of this and other compounds with DNA
sequences, in part to provide a rational basis for the discovery of new maore
effective agents, and in part to develop building blocks for the recognition of

. specific DNA sequences. A number of structure analyses of such drugs

complexed with DNA sequences have now been performed by us. Several of
these have been reported by us in the recent literature. These structures are
currently forming the basis of molecular modelling studies which are
resulting in the rational design of new analogues with defined sequence
recognition properties.

The X-ray analyses of the drug-oligonucleotide complexes have
revealed a number of new aspects of minor-groove recognition.

(1) Water molecules can play an active role in drug-DNA recognition,
mediating between them. They can also help to maintain the drug in
its bound state; a novel type of “spine of hydration" has recently been
observed in one of these complexes.

(i) The hydrophobic nature of the minor groove walls plays an
important role in drug binding.

(iii) The effects of sequence on structure are important for defining the
nature of a drug complex. In particular, the effects of changes in
parameters such as roll and propeller twist can determine which
particular base pairs are recognised by a drug.
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