Book reviews

Methods and Principles in Medicinal Chemistry (Volume 2): Chemometric Methods in Molecular Design
edited by Han van der Waterbeernd, VCH, 1995. DM 198 (xix + 359 pages) ISBN 3527 30044 9

here are very few books on chemo-
metrics directed at the QSAR practi-
tioner, so it was with great anticipation
that I picked up this volume for review
and I was not disappointed. The editor
has done an excellent job in identifying
the key practical tools required by the
modern QSAR expert and:in assembling
an impressive team-of authors to explain
their use. Four major topics are covered:
derivation of descriptors suitable for SAR
. studies; exploration of 2 series with
experimental design; series optimization
and finally statistical validation.

The book is probably at its weakest in
the discussion of the derivation of descrip-
tors. Certain relevant areds are covered
well, such as whole molecule and sub-
stituent parameters and topologieal descrip-
tors; but no attempt is made to cover the
more interesting topic of 3D spatial param-
eters, such as those used for comparative
molecular field analysis (CoMFA). This
omission is excusable as this topic has
recently been covered fully elsewhere!.

The chapters on experimental design

are well written and informative, and some

very good practical guides for the synthetic
chemist are provided. However, it
becomes evident on reading that we are
still at an early stage in our understanding
of how to design the best set of com-
pounds for synthesis. The importance of
such designs is explained, as are the sta-
tistical techniques to be used. However,
the selection of the best parameters to
employ in designing a set of compounds
is still not fully understood. This is a big
problem, but the reader is left with the
impression: that it is one that cannot be
ignored by the drug designer.

The book is very strong in its treatment
of series exploration and optimization,
covering not only the derivation of a quan-
titative model, but also the search in data
for patterns that may be useful to guide
drug design. Hansch analysis is given
superficial coverage (this area is reviewed
fully in the first volume of the series®), and
the book concentrates instead on the more
recent advances of principal components
and factor analysis, partial least squares
(PLS), non-linear mapping, cluster analy-
sis, discriminant analysis and pattern

Classics in Total Synthesis: Targets, Strategies, Methods
edited by K.C. Nicolaou and E.J. Sorensen, VCH, 1996. DM 78 (xxii + 798 pages) ISBN 3 527 29231 4

lassics in Total = Syntbesis: is .a

thorough compilation and an in-
depth discussion of some of the pioneer-
ing achievements in natural products syn-
thesis of the past four decades. Natural
products synthesis is a multifaceted disci-
pline that integrates synthetic organic
methodology with transition-metal and
inorganic chemistry. The daunting task of
covering such a topic is successfully ex-
ecuted by Nicolaou and Sorensen. They
provide a historical perspective under-
pinning the text and highlight advances
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in synthetic methods that are coupled
with paralle] leaps in synthetic strategy.
The book offers a detailed and scholarly
description of the construction of 36
important natural products commencing
with the 1954 strychnine synthesis by
Woodward and closing with the 1995 syn-
thesis of brevetoxin by Nicolaou, Foreach
of the targets, the authors delineate the
biological and structural features that
define each molecule as an important can-
didate for total synthesis. Following these
introductory comments, a retrosynthetic
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recognition..  Most -of these  chapters
explain each topic simply, although a sta-
tistical knowledge is required, and are
exemplified with practical examples.

Finally, the section on statistical vali-
dation; which is written by the recognized
leading experts in the field, is a fitting
crescendo for: the book and should be
required reading for any scientist embark-
ing on QSAR.

This book is.a healthy mix of theory
and practical examples-and is almost a
QSAR practitioner's manual. It should be
widely read by computer-aided drug
designers and the more mathematically
minded medicinal chemists;.it is highly
recommended.

lain M. McLay
Rhéne Poulenc Rorer
Dagenbam, UK RM10 7XS
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analysis is presented that provides intel-
lectual grounding for the ensuing detailed
description of the synthetic scheme. A dis-
cussion of methodology that defines the
successful synthetic strategy is included
within each chapter. This particular aspect
of the book is noteworthy and highly in-
formative. In addition, the individual syn-
theses have been selected as case studies
that serve to highlight revolitionary ad-
vances insynthetic methodology, including
cyclic, acyclic and macrocyclic stereo-
control as well as asymmetric catalysis,
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free radical chemistry, pericyclic reac-
tions, biomimetic synthesis, glycosidation
methods, photochemistry, tandem reac-
tions and organometallic chemistry.-A
useful appendix to chapter 22 includes an
extensive outline of key  advances in
enantioselective, catalytic reactions.

The book should be a welcome addi-
tion to the library of any chemist inter-
ested in an exhilarating guided tour of a

selection of noteworthy natural products
syntheses. Asan anthology of someof the
pioneering advances in organic chem-
istry, Classics in Total Syntbesis has great
pedagogical value and should serve asan
ideal textbook for a graduate course. It
masterfully highlights the synthetic chem-
istry of natural products as a fountain of
inspiration, innovation and creativity for
organic chemists. Moreover, as noted in

UPDATE

the foreword by Corey, the treatise suc-
cessfully underscores the importance of
synthetic chemistry and its relevance to
biology, human medicine, health and
education.

EM. Carreira
California Institute of Technology
Pasadena, CA, USA

In short...

California-based Sequus Pharmaceuticals report that their drug Caelyx/Doxil (Doxorubicin-HCI), used to treat
Kaposi’s sarcoma (KS) in AIDS patients, showed a 58.7% total response rate versus 23.3% in a 241-patient trial com-
paring Caelyx with the combination bleomycin and vincristine (BV). Presented at the July Vancouver XI International
Conference on AIDS, the data showed seven complete responses (5.8%) and 64 partial responses (52.9%) in 121
patients receiving Caelyx versus one complete response (0.8%) and 27 partial responses (22.5%) in 120 patients given
BV. The mean response time was 49 days in the Caelyx group and 57 days in the BV group. Caelyx received EU
approval in June after 222 days of active review. By comparison, the FDA cleared the drug for AIDS-KS in patients with
disease progression after therapy in November 1995 after a 14-month accelerated review.

GlaxoWellcome’s Epivir received marketing approval from the European Commission for nucleoside analogue
lamivudine (3TC) to be used in combination with other retroviral agents for HiV-infected adults and children over 12
with CD4 counts of 500 cells/mm? or less, In July, an interim analysis of an international clinical endpoint study in
Canada, Australia, Europe and South Africa (CAESAR) showed a 54% reduction in the rate of progression to AIDS and
death for HIV-infected patients who took the drug compared with placebo, although that data was not a factor in the
Commission’s decision, according to GlaxoWellcome.

Pharmacia & Upjohn have obtained the right to market, manufacture and distribute the cidofovir injection product
Vistide in all countries except the US, under a deal estimated at $60 million. Gilead Sciences will continue to market
the product in the US. Gilead obtained FDA approval for the use of Vistide in AIDS patients with CMV retinitis in June
1996.

The French health authorities have approved Ciba’s oral aromatase inhibitor letrozole (Femera®) for use for the treat-
ment of advanced breast cancer in post-menopausal women after standard anti-oestrogen therapy. After approving the
drug in less than three months, France will serve as a reference state in the mutual recognition procedure. Concerned
member states now have a total of 90 days to agree upon a final Summary of Product Characteristics. A US NDA for the
same indication was filed with the FDA in mid-July.

Rhéne-Poulenc Rorer have submitted marketing applications for Campto (irinotecan/CPT-11) in 13 European
countries. Licensed by RPR from Yakult Honsha, the drug is indicated for advanced metastatic colorectal cancer
unresponsive to treatment with 5-Fluorouracil (5-FU) and folinic acid. The dossier has been filed under the mutual
recognition procedure with France as a reference state. Yakult's US licensee Pharmacia & Upjohn received an FDA
accelerated approval for Camptosar in June as a second-line treatment of colorectal cancer.
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