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Taxol®: Science and Applications. Edited by Mat-
thew Suffness. CRC Press, Boca Raton, FL. 1995. 426
pp. 18.5 x 26 cm. ISBN 0-8493-8382-X. $129.95.

This is an excellent book describing almost everything
about taxol (paclitaxel) from discovery to clinical studies.
The editor, Matthew Suffness, who devoted himself to
the development of this potent anticancer drug over a
20 year period at the National Cancer Institute and
brought it to fruition, passed away last June due to fatal
complications after a bone-marrow transplant to treat
leukemia. The book starts with the introductory section
by Suffness and Wall on the discovery and development
of taxol and by Hartzell, Jr. on a brief history of the
yew tree, which provides a good overview. Then, four
sections follow: “Supply of Taxol”, “Biology of Taxol”,
“Chemistry of Taxol”, and “Clinical Studies”. For Sup-
ply of Taxol, plantation, cell culture, and chemical
synthesis and semisynthesis are described. The chapter
by Holton et al. on the semisynthesis of taxol concisely
reviews different approaches including his own process
that has been adopted for industrial production of taxol.
Wender et al. discuss a variety of approaches to the
construction of baccatin skeletons. The only chapter
lacking here is the total synthesis of taxol. This
reviewer felt a bit strange why Suffness did not include
a chapter describing two successful total syntheses
achieved by Holton and Nicolaou a year before the
publication of this book. For Biology of Taxol, biosyn-
thesis, preclinical antitumor activity, biopharmaceutics,
and the use of taxol in cell biology are discussed. The
chapter by Floss et al. on the biosynthesis of taxol is
intriguing. Straubinger et al. describe the issues on the
formulation of this very hydrophobic anticancer drug.
Vallee's chapter illustrates interactions of taxol with
tubulin and microtubules in relation to taxol’s mecha-
nism of action. In the Chemistry of Taxol section,
detection, isolation, structure, and chemistry of natural
taxoids and medicinal chemistry are described. King-
ston gives a concise and well-organized review on
naturally occurring taxol-like compounds (taxoids). The
chapter on the medicinal chemistry of taxol by Georg
et al. is excellent and is the highlight of this section,
which compiles all important structure—activity rela-
tionship (SAR) studies up to the summer of 1994. The
final section discusses the clinical studies of taxol.
Arbuck and Blaylock present an excellent chapter
illustrating exciting clinical results and issues in the
development of this drug with critical eyes. This
chapter also describes the clinical results of the related
anticancer drug taxotere (docetaxel).

Iwao Ojima

Distinguished Professor

Department of Chemistry

State University of New York at Stony Brook
Stony Brook, New York 11794-3400
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Cancer Chemotherapeutic Agents. William O. Foye,
Editor. American Chemical Society, Washington, D.C.
1995. xx + 698 pp. 18.5 x 26 cm. ISBN 0-8412-2920-
1. $149.95.

This book consists of chapters contributed by experts
in the area of medicinal chemistry and pharmacology
of cancer chemotherapeutic agents and represents an
extensive treatise on the subject. The text begins with
two general chapters, and the first chapter consists of
an introduction and historical perspective. Chapter 2
was written by investigators at the National Cancer
Institute (NCI) and provides an overview of the in vitro
antitumor screen used by the Developmental Thera-
peutics Program, NCI. Also, this chapter discusses the
application of the in vitro assay results to the prediction
of biochemical mechanisms of action using the COM-
PARE algorithm.

The remaining 14 chapters address specific classes
of anticancer agents, and many of the chapters are
subdivided into distinct sections based upon chemical
type or biological activity. Each of the chapters and
sections is organized similarly and emphasizes the
chemistry and biochemical mechanisms of the cancer
chemotherapeutic agents. Each chapter begins with a
brief introduction of the class of agents and then follows
with discussions on the synthesis and chemistry, anti-
cancer activity, biochemical mechanism of action, me-
tabolism, clinical use, and references. Chapters 3 and
4 provide extensive descriptions on antimetabolites and
agents that react with DNA, respectively, and were
written by experts from Southern Research Institute.
Each chapter contains several sections grouped accord-
ing to chemical type. For example, chapter 3 on
antimetabolites includes sections on fluoropyrimidines,
thiopurines, 2'-deoxyribonucleoside analogues, folic acid
analogues, and antifolates. Chapter 4 is divided into
sections on different classes of alkylating agents. Chap-
ters 5—8 address cancer chemotherapeutic agents that
interact with DNA and DNA—protein complexes. Chap-
ter 5 discusses topoisomerase Il inhibitors, chapter 6
describes inhibitors of DNA-transcribing enzymes such
as the actinomycins, chapter 7 reviews camptothecins
and related analogues that inhibit topoisomerase I, and
chapter 8 describes DNA minor-groove-binding agents.
Antimitotic agents and bleomycins are the subjects of
the next two chapters (9 and 10). Steroidal and non-
steriodal agents that block steroid hormone action in
breast cancer and prostate cancer are presented in
chapter 11. Other approaches in cancer chemotherapy
comprise the remaining chapters and include photody-
namic therapy (chapter 12), immunomodualtion (chap-
ter 13), cytotoxins (chapter 14), radiation sensitizers and
protectors (chapter 15), and oligonucleotides and poly-
nucleotides (chapter 16). The last chapter discusses
antitumor antibiotics not covered in previous chapters.

Overall, the book is well organized and well written.
Each chapter contains numerous structures, synthetic
schemes, and illustrations of chemical and/or biochemi-
cal mechanisms. Several halftone illustrations and a
few color pictures of space-filling models are also
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included in the book to illustrate biochemical mecha-
nisms. References are provided at the end of each
section in a chapter. However, the referenced citations
do not include publication titles for journal articles. The
book concludes with an extensive index.

In summary, this book represents an extensive trea-
tise on the medicinal chemistry and pharmacology of
cancer chemotherapeutic agents. This text is recom-
mended as a reference book for medicinal chemists
involved in drug design, discovery, and development in
cancer chemotherapy. It is also recommended as a
valuable resource for institutional libraries and acade-
micians involved in teaching and research in the areas
of cancer research and cancer therapy.

Robert W. Brueggemeier

Medicinal Chemistry and Pharmacognosy
College of Pharmacy

The Ohio State University

Columbus, Ohio 43210-1291
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Percutaneous Penetration Enhancers. Edited by
Eric W. Smith and Howard I. Maibach. CRC Press,
New York. 1995. 500 pp. 16.5 x 24 cm. ISBN 0-8493-
2605-2. $125.00.

One of the most recent developments in drug delivery
is the development to the marketplace of transdermal
delivery systems capable of avoiding the first-pass effect
and effectively delivering drugs for sustained periods
of time directly through the skin into the systemic
circulation. Many of the newer such formulations under
development are for drugs which do not penetrate the
skin well. To overcome this limitation, a great deal of
research has been targeted toward the development of
percutaneous penetration enhancers which can aid the
delivery of such drugs.

This book is divided loosely into sections covering
introductory topics and background information, skin
hydration, and the use of a variety of agents as penetra-
tion enhancers including alcohols, glycols, amines and
amides, dimethyl sulfoxide, Azone, pyrrolidones, sur-
factants, polymers, fatty acids, ureas, terpenes, lipo-
somes, and cyclodextrins. In addition, chapters on
iontophoresis, electroporation, delipidization, ion pair-
ing, and ultrasonic penetration enhancement discuss
some of the newer approaches to transdermal drug
delivery. Finally, there are a number of chapters
concerned with the analytical methodology used in this
field and two concluding chapters on new approaches
for the future.

Each of the contributions to the book is written by a
leading expert in the field, and the scope of the volume
encompasses the entire transdermal drug delivery
enhancer field. Each paper is fully documented with a
complete bibliography, and the volume contains a
detailed subject index.

The book will be especially useful for pharmaceutical
scientists, polymer chemists, bioengineers, pharmacolo-
gists, and physicians working in the areas of both
transdermal drug delivery and sustained release of
drugs or who have a difficult molecule to deliver for a
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therapeutic goal, particularly those drugs with a high
first-pass effect. Mark Chasin

Purdue Research Center
99-101 Sawmill River Road
Yonkers, New York, 10701
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CNS Neurotransmitters and Neuromodulators
Glutamate. Edited by Trevor W. Stone. CRC Press,
Boca Raton, FL. 1995. 380 pp. 18.5 x 26 cm. ISBN
0-8493-7631-9. $159.95.

This volume, consisting of 21 chapters, presents a
broad review of the state of the art of understanding
excitatory amino acid (EAA) neurotransmission. As
noted by the editor, the target audience is any active
neuroscientist attempting to “keep abreast of topics not
in their immediate sphere of interest”. Given the
explosive growth of information in the field of EAAs,
the utility of this book extends to individuals actively
engaged in this area of research and would prove
particularly useful as core reference work.

Though not explicitly divided, the book broadly con-
tains five sections. The first of these (chapters 1-3)
covers the synthesis, metabolism, uptake, release, and
subcellular localization of glutamate and were written
by some of the true fathers to EAA research (Storm-
Mathisen et al., Fonnum and Hassel, Nicholls). The
second section (chapters 4—9) includes contributions on
the molecular biology, pharmacology, physiology, and
regional distribution of glutamate receptor subtypes.
This is followed by three chapters on glutamate-
activated second-messenger systems as well as the
downstream biochemical transduction systems operated
by EAAs. Chapters 12—17 discuss the role of glutamate
in epilepsy, neurodegeneration, plasticity, and early
gene expression, whereas the contributions by Witkin
(chapter 19) and Lalonde (chapter 20) detail the behav-
ioral consequences of NMDA and non-NMDA receptor
manipulation. Rounding out the 21 papers are discus-
sions by Reynolds on polyamines and glutamate and by
Cowell on the relationship between EAA neurotrans-
mission and the hypothalamo—pituitary—gonadal axis.

The text is well illustrated as needed, and each
chapter is extensively referenced (from 95 to 331 cita-
tions). Quite surprisingly, references are remarkably
current with the most recent being late 1994. Chapter
length ranges from 10 to 27 pages; each chapter is
clearly subdivided and begins with an individual table
of contents. The index of 8 pages is adequate to locate
key topics.

In short, this book admirably achieves its goal of
providing a convenient one-stop overview of EAA neu-
rotransmission. If there is a criticism, this is that
chapters are so concisely written that scientists com-
pletely unfamiliar with the territory and nomenclature
might at first find the volume somewhat onerous.
Nevertheless, CNS Neurotransmitters and Neuromodu-
lators Glutamate is highly recommended for the library
of any department engaged in neurobiological research.

John Wm. Ferkany

Oceanix Biosciences Corp.
Hanover, Maryland 21076
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Endothelin Receptors. From the Gene to the
Human. Edited by Robert R. Ruffolo, Jr. CRC Press
Inc., Boca Raton, FL. 1995. 285 pp. 16 x 24 cm. ISBN
0-8493-5938-4. $169.95.

Since the discovery of the potent vasoconstrictor
endothelin in 1988, considerable research interest has
been generated in both academic and industrial labo-
ratories studying cardiovascular disease. This work
attempts to review the massive literature (over 5000
references to date) that has been generated by research-
ers relating to the molecular biology, biochemistry,
medicinal chemistry, and pharmacology of endothelin.
In general, the authors perform an admirable job of
covering the literature through 1994.

This book is an addition to the series Pharmacology
and Toxicology: Basic and Clinical Aspects, which was
edited by Mannfred A. Hollinger. Consisting of eight
chapters, each one is contributed by experts in the field,
all of whom are researchers from SmithKline Beecham
Pharmaceuticals. The chapters include (1) Introduc-
tion: Endothelin Receptors, (2) Endothelin Receptor
Subclassification, (3) Molecular Biology of Endothelin
Receptors, (4) Signal Transduction Process Involved in
Endothelin-Mediated Responses, (5) Endothelin Recep-
tor Antagonists, (6) Functions Mediated by Peripheral
Endothelin Receptors, (7) Endothelin in the Central
Nervous System, and (8) The Role of Endothelin in
Human Disease: Implications and Potential Therapeu-
tic Intervention. The text is followed by a complete and
very useful index.

Most of the chapters are quite comprehensive and
well referenced. In fact, chapter 6 contains over 600
literature citations. However, some of the chapters are
less exhaustive in their breadth. For example, chapter
5 on endothelin receptor antagonists makes only a
relatively cursory review of the prior literature, while
a significant amount of the discussion is devoted to the
development and structure—activity relationships (SAR)
of a series of indanecarboxylic acid endothelin receptor
antagonists. With this in mind, this book is still unique
in comparison to previous works due to its broadness
of scope by attempting to review the importance of
endothelin from the molecular basis to the potential
clinical applications. The authors are to be commended
for their overall fine effort. Perhaps the most significant
contribution of this book is found in chapter 8 in which
the potential therapeutic utility of endothelin antago-
nists and ECE (endothelin-converting enzyme) inhibi-
tors is addressed. This chapter represents one of the
most comprehensive reviews of the therapeutic implica-
tions for endothelin that has been published to date.

This book is recommended as an addition to the
libraries of institutions and individual researchers
actively studying the physiological and/or pathophysi-
ological role of endothelin. However, the relatively high
cost of this book will probably limit its broader distribu-
tion.

Wayne L. Cody

Department of Chemistry

Parke-Davis Pharmaceutical Research
Division of Warner-Lambert Company
Ann Arbor, Michigan 48105
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Antibiotics. A Multidisciplinary Approach. By
Giancarlo Lancini, Francesco Parenti, and Gian Gual-
berto Gallo. Plenum Press, New York. 1995. ix + 278
pp. 15.5 x 23.5 cm. ISBN 0-306-44924-2. $59.50.

The book Antibiotics. A Multidisciplinary Approach
is the English translation of an Italian edition, pub-
lished in 1993, which itself was a revised and updated
version of a book the authors first published in 1977.
The book is divided into 10 chapters, starting with a
general overview of antibiotics (chapter 1) and moving
onto the activity of antibiotics (chapter 2), mechanism
of action of antibiotics (chapter 3), and resistance of
microorganisms to antibiotics (chapter 4). Chapter 5,
the longest chapter (66 pages) in the book, deals with
structure—activity relationships (SAR) of the different
classes of antibiotics, and chapter 6 provides a general
overview of the biosynthesis and genetics of antibiotic
production. Chapter 7, which deals with the discovery
and development of new antibiotics, outlines the chal-
lenges, strategic approaches, and logistical consider-
ations encountered in the development of a new drug.
Chapter 8 briefly discusses the basic therapeutic con-
cepts and principles of antibiotic use, and chapter 9
concludes with a short discussion of antibiotics and
producer organisms. Finally, chapter 10 is devoted to
a list of references for further reading.

This book, which is clearly written and well organized,
provides a broad and balanced overview of the antibiot-
ics field, ranging from the molecular biology and bio-
synthesis of antibiotics to the SAR and industrial
development of these agents. Noticeably lacking, how-
ever, were any references within the chapters, although
presumably further information could be obtained by
referring to chapter 10 which is devoted to references
for further reading. Chapter 5, which reviews the SAR
of antibiotics, will be of particular interest to medicinal
chemists, although the information is already somewhat
dated due to the rapid advances in this field. This book
will be of interest and value both to those individuals
actively involved in the anti-infective area as well as to
novices wanting to learn more about antibiotics and
should be a welcome addition to institutional and
personal libraries alike.

Richard L. Elliott

Pharmaceutical Discovery
Abbott Laboratories
Abbott Park, Illinois 60064-3500
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Annual Reports in Medicinal Chemistry. Volume
30. Editor-in-Chief: James A. Bristol. Academic Press,
Inc., San Diego, CA. 1995. xi + 387 pp. 17 x 25 cm.
ISBN 0-12-040530-X. $70.00 (pbk).

Volume 30 retains the well-known format of its
predecessors. Accordingly, as in Volume 29, it is divided
into seven sections: (1) Central Nervous System Dis-
eases, (I1) Cardiovascular and Pulmonary Diseases, (111)
Cancer and Infectious Diseases, (IVV) Immunology, En-
docrinology and Metabolic Diseases, (V) Topics in Biol-
ogy, (VI) Topics in Drug Design and Discovery, and (VII)
Trends and Perspectives. Each section is edited by an
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industrial authority in the specified area of drug re-
search. The first four sections are disease-oriented and
consist of four to six chapters; the final three sections
are topical, and each has four chapters. Each chapter
is 10 pages or less and is comprehensively referenced.

The first section, Central Nervous System Diseases
(edited by David W. Robertson), is comprised of chapters
that introduce and update: Recent Progress in Seroto-
nin (5-HT)1a Receptor Modulators; Centrally Acting
Analgesics; Heterogeneity of Corticotropin Releasing
Factor Receptors: Multiple Targets for the Treatment
of CNS and Inflammatory Disorders; Emerging Op-
portunities in Neuroinflammatory Mechanisms of Neu-
rodegeneration; Nicotinic Acetylcholine Receptors: Mo-
lecular Biology, Chemistry and Pharmacology; and
Neuronal Calcium Channels. Section |1, Cardiovascular
and Pulmonary Diseases (edited by Annette M. Doher-
ty), has first-time chapters on Vascular Proliferative
Disease; Anticoagulant Strategies Targeting Thrombin
and Factor Xa; and Potassium Channel Openers. An
update chapter describes Progress in the Development
of Endothelin Receptor Antagonists. Section I11, Cancer
and Infectious Diseases (edited by Jacob J. Plattner),
consists of updating chapters on Antibacterial Agents
and Antiviral Agents plus initial presentations on
Bacterial Virulence as a Potential Target for Therapeu-
tic Intervention; Retinoids for the Treatment of Onco-
logical Diseases; Biological Response Modification by
pB-p-Glucans; and Therapy of Helicobacter pylori Infec-
tions: Current Status and Future Directions. Section
1V, Immunology, Endocrinology and Metabolic Diseases
(edited by William K. Hagmann), consists of the follow-
ing chapters: Recent Advancements in the Discovery
and Development of Agents for the Treatment of Dia-
betes; Gonadotropin Releasing Hormone Antagonists;
Selective Cyclooxygenase Inhibitors; (3-Selective Adr-
energic Receptor Antagonists; The T Cell-Antigen Pre-
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senting Cell Interaction as a Site for Immunosuppres-
sive Interventions; and Chemokines as Therapeutic
Targets. Section V, Topics in Biology (edited by John
C. Lee), continues to emphasize currently important
new biology with chapters on Gene Therapy: Progress,
New Directions, and Issues; SH2 and SH3 Domains:
Choreographers of Multiple Signaling Pathways; Pro-
grammed Cell Death Mediated by Members of the TNF
Receptor Family; and Tyrosine Kinase Induced Mito-
genesis: Breaking the Link with Cancer. New chapters
in Section VI, Topics in Drug Design and Discovery
(edited by Michael C. Venuti), are: Catalytic Antibodies;
Structure-Based Design from Flexible Ligands; Applica-
tions of Biosensor Technology in Drug Discovery; and
Catalytic RNA (Ribosomes) as Drugs. The final section,
Trends and Perspectives (edited by James A. Bristol),
has the following chapters: Potential Use of Thalido-
mide in HIV/AIDS; Educating Medicinal Chemists;
Research Investments in Managed Care, Cost-Contain-
ment, Oligopsony; and the annual To Market, To
Market—1994, which this year describes the 44 new
chemical entities introduced for human therapeutic use
into the world market for the first time in 1994.

This volume, like its predecessors, provides up-to-date
and critical reviews of important topics in medicinal
chemistry. Again, increased emphasis is given to new
areas in the biological sciences that promise to provide
the basis for novel future drug therapies. This book,
which is provided to all members of the American
Chemical Society Division of Medicinal Chemistry, is
an important addition to the libraries of all medicinal
chemists, as well as to those of all scientists and
researchers concerned with the design, discovery, and
development of new drug therapies.
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