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Progress in Drug Research. Vol. 5. Io. Jucker, 13d. Birkhiuser
Verlag, Basel, Switzerland, 1963. 654 pp. Swiss Franes 124,

The fifth volume of this series contains three chupters: The
effects of struetural alteration on the anti-infliinmatory proper-
ties of livdroeortisone by 1.. H. Sarett, A. Patchett, and R, Stecl-
man (142 pages, 371 ref.); Analgesia and addiction by L. B.
Mellet and T, A. Woods (111 pages, 199 ref.): and Phenothiazines
and azaphenothiazines as therapeutic agents (E. Schenker and
11, Herbst, in German, 337 pages, 6,800 ref.).  An author and
title index for Vol. 1-5 ig appended.  Pach chapter is dis-
tingnished by completeness, by progressing from descriptive
chewieal aud biological data to seaurching inqguiries into the
mechanismg of action on a wolecular tevel, and by reviewing
cliniral applications in the light of structural modifications. Al
three chapters feature well written historical introductions which
leadd us from chanee ob-ervations by wmystery-story-like path-
wavs to the decisive discoveries.  Many of these facts have not
heen presented acenrately before,

The momunental chapter on phenotlindnes iz the most de-
seriptive of the three but will remain the factual reference work
in this field for a long time. The review of potent analgetics
has gathered much material from earlier review articles and books
but goes well bevond them in its interpretation of theories of
mnalresia and addietion. The chapter on hvdrocortisone and
its many anti-inflinatory congeners fills a much-needed gap in
steroid cornapilations.  Most reviews of steroid chemistry and
pharmacology have covered so many arens of this diversified
fieid that details had to be treated by reference rather than by
discussion.  The original grouping for even a justifiention tor
congeners of hydrorortisone makes interesting reading, The
Mercek seientists offer a critical and probing survey of all pertinent
fnets nnd ideas both on the “how’* «nd the “why" of steroid anti-
intlimmatory activitv.  Although the interpretation of steroid
receptors remaing speculative, the nuthors have penetrated as
deeply as facts, reasoning, and scientific hoping will permit at
present. "These pages should he read as a model as to what
contemporary knowledge can do with the concepts of biorecep-
tors.

It is not too mueh to say that this is one of the best volumes
ol the series. If future volimes are to bhe wmeasured by its
standards, they will offer the most penetrating reviews of medici-
nal science available today.
UNIVBRSITY 0F VIRGINIA Avrrep Buroen
CHARLOTTESVILLE, VIRGINIA

Grundlagen der Arzneimittelforschung und der synthetischen
Arzneimittel. By Jaxkos Bitcm., Birkhdnser Verlag, Busel
and Stuttgart, 1963. 744 pp. Swiss Franes 96.

Although adeguute texts and reference hooks covering all
phases of the cheinistry of drugs have been availuble in English,
no such compendinm has appeared in Germnan in recent years.
Professor Biichi, who has just been celebrated in European
medicinal journals as an outstanding modern pharmaceutical
chemist on that continent, has returned this compliment by
writing a large, learned, yet very readable book on the funda-
mentals of the science of drugs.  The second part of the title, in-
volving synthetic drugs, points to the older preoccupatiom of
pharmaceutical chemiecal research und edueation: the applica-
tion of organie chemistry to the preparation of medicinal agentg.
But Prof. Biichi has taken a significant step forward. He recog-
nizes that the synthesis and inanufacture of drugs are activities
of organic chemistry and make such eompounds available for
study and therapy, but do not contribute in any way to the
understanding of drug action; nor do they help in the coneeption
ol new structures of potential medicinal interest. The present
haok deviates, therefore, from previous texts on drug chemistry:
it does not report or discuss synthetic inethods by which drugs are
prepared but is concerned with the discovery of drugs, with their
properties and their mode of action. The organically trained
pharinaceutical chemist may pout over this lack of synthetie or
degradative chemical information, but he should realize that to be
a medicinal chemist, one has to lean towards more than pure
arganie ehemistry.

This pioneering step in designing the book is connterbalanced
by the inclusion of 43 pages on physical pharmaey (pp. 239-247,
289-324) whieh has only a peripheral value to drug design. On
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the positive side, the book is the first of its kind to devote a full
chapter on drng metabolism and the impact of biochemdeal altera-
tion on activity.,  To the medicinal chemist this area is of ever-
growing interest, and a compact survey of this work is hightyv
welcome.  The nonpharmacologist will be glad 1o find an ex-
cellent giiaple chapter on biological methads of evaluation of
drugs, and a earefully conceived short section on clinienl trinls
retlecting the Intest regulations and difficulties imposed on such
experiments.

Professor Bitelu is an authority on the relation of physieal
properties qnd pharmacologienl netivity, and the chapter de-
voted to this topie (120 pp.) goes well bevond the scope of sindlar
reviews.  Ro does the chapter (60 pp.ton the mechanism of drug
setion which describes what we know of biologienl, cethuliar, sl
biochemienl receptor sites, modes of drug-receptor internctions.
and the moderate amount of enzyie chemistry a wedicina!l
chenist vughtt to know.

The main portions of the book deal with structure—ctivity re-
lationships ind their application to the design of new medicinal
agents.  Metabolite antagonism is treated somewhat as o step-
child, but the anthor has sneceeded in stressing other aspeets
suggestive of new and needed researches, even in therapentic
fields in which the cause of the disorder is not understiod.  The
novel subdivision of the book and the extensive lterature cover-
age make for refreshing und nseful reading.

American medicinal chemists will perhaps wish that the bk
were written in English.  But even if that wish could be -
cotunodated by translation, the tect would have to be adjusted
extensively to American usage, especially in drug nomenclature.
Most drugs are given Furopean registered trade mauues i the
present. volume rather than generic names.  Many new drogs
of the last five vears in rapidly woving fields (antineoplastic
agents, psyvchotherapentic  drugs, ete; are not mentioned.
Nevertheless, the new organization of the maerind, and the
enthusiastic persuasion of the ethically satistving mission of
medicinal science should make every medicinal ciiemisgt want o
reqsd this baok.

University or VikciNta Avrred Burernr

CUHARLOTTISVILLE, VIRGINIA

Entstehung, Wachstum und Chemotherapie maligner Tumoren.
By DietricH Scuminn, University of Bonn. Lditio Cantor,
Aulendorf 1. Wiirttemberg, Germany. 209 pp. 17 X 24
em., 62 figures, DM 28

This small book attempts to give an all-too brief survey of
eancerogenesis and all types of therapies of malignancies. Tt is
addressed to the medieal student and practitioner; the oncologi-
cal seientist will not derive too much benefit from the over-all
sketehy presentation of data. Perhaps the best portions of the
book deal with animal experimentation, and with @ review of
exogenous carcinogens from radiation through every type of
chemical to tars from tobaceo smoke and smog.  There is a good
chapter on malignant growth phases, and on metastasis. The
chapter on the radiological therapy of cancer is reasonably sude-
quate but the section on the huge modern effort in tumor chewn-
therapy is not. 1t reflects the gap between experhnental and
chnieal therapy ns seen by a chnieal pathologist,  Perhaps such
conservatism is as it should be, but it does not ingpire confidence
in researchi in a field where clinienl faiture is still the current end
of the road.

There is an nuthorindex but no subject index.
UNIVERSITY OF VIRGINIA ALPRED DBURGER
CHARLOTTESVILLE, VIRGINIA

Metabolic Inhibitors. A Comprehensive Treatise. Vol. .
Edited by R. M. HocusteEr and J. H. QuasrenL.  Acadewic
Press, Inc., New York, N. Y. xx =+ 669 pp. $26.00 isul-
seription price for each of two projected volumes $22.00;.

The inhibition of nietabolic pathways, enzyies, and espeeinlly
of metabolites is one of the few defendable upproaches to drug
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design open to the medicinal chemist. Those who still argue
that even this working hypothesis is tenuous will change their
minds after contemplating the massive evidence presented in the
first of the t'wo volumes of this treatise. The subtitle “‘compre-
hensive’’ is no exaggeration. The careful preparation of each
chapter, the measured clear judgement accorded to each fact
stressing specificity and multiple actions, and the extensive and
up-to-date literature coverage justify this designation. Smaller
earlier monozxraphs on biological and metabolic antagonism will
be superseded by these books,

It has been suggested that many medical sciences should be
grouped together in a department of metabolite antagonism.
The titles of the chapters of the present book support such a view.
They are (with authors): amino acid analogues (W. Shive and
C. G. Skinner); polypeptides and proteins as inhibitors (E. J.
Modest, G. L. Foley, and S. Farber); hexose and pentose ana-
logues (R. M. Hochster); fatty acids and their analogues (P. G.
Scholefield); phospholipids (J. B. Davenport); purine analogues
(G. H. Hitchings and G. B. Elion); pyrimidine analogues
(R. W. Brockman and E. P. Anderson); nucleicacids and nucleo-
proteins (K. A. O. Ellem and J. S. Colter); inhibition of amino
acid decarboxylases (W. G. Clark); inhibitors, antagonists and
inactivators in the etiology of diabetes mellitus in man (A.
Mirsky); antagonists to fat-soluble (J. Green) and water-soluble
(D. W. Wooley) vitamins; sulfonamides and folic acid antagonists
(T. H. Jukes and H. P. Broquist); thyroxine analogues (S. B.
Barker); inhibitors of steroid actions and cholesterol and steroid
biosynthesis (R. I. Dorfman). The list of illustrious experts
writing about their long-time major fields of interest is assurance
of high standards. The only unsatisfactory chapter which could
be termed sketchy is“the last one; it barely touches upon the
feverish activity in its field. Lest someone be disappointed by
the absence of some major classes of anti-drugs, the titles of the
chapters should be read with care. For example, only structural
analogues of thyroxine are discussed in Barker’s chapter while the
bulk of antithyroid agents has not been mentioned.

The aim of this book is to present truly biochemically proven
antagonists, and not just over-all structural analogues, some
statements of Woolley’s notwithstanding. A biochemically based
defirition of antagonists has long been needed; it should not dis-
courage blue-sky dreaming about structural analogies but should
require substantiation of these assumptions by enzymatic or
biological experimentation. Every organic chemist who toys
with the potential biological effects of structural analogs of
metabolites should study this volume. So should biochemists
and medical scientists, as well as microbiologists, nutritionists,
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botanists and others who wish to read about methodology,
theory, and available results in this sprawling field of work.

UNIVERSITY OF VIRGINIA
CHARLOTTESVILLE, VIRGINIA

ALFRED BURGER

Medicinal Chemistry. Vol. VI. Edited by Ernest E.
CampaioNE anp WaLTER H. HarTUung., Prepared under the
auspices of the Division of Medicinal Chemistry of the Ameri-
can Chemical Society. John Wiley and Sons, Inc., New York
and London. 1963, x 4+ 356 pp. 22.5 X 24.5cm. $10.00.

In the sixth volume of this series, whose first volume appeared
in 1951, the tradition of unequalled completeness in a relatively
restricted field of therapeutic agents is continued in three chap-
ters: non-barbiturate hypnotics (245 pp., 723 references ) (K. W.
Wheeler); spinal cord depressants derived from polyols (43 pp.,
77 ref.) (E. J. Pribyl); and X-ray contrast media (58 pp., 207
ref.) (J. O. Hoppe). Each chapter contains a brief historical
review, a statement of the chemistry and physical properties of
the compounds involved, a section on structure-activity relation-
ships, and surveys of the pharmacolozy and uses of the materials.
The bulk of the chapters consists of tables listing every compound
with the respective activity, from the early 1900’s to 1960. It
may be assumed that no compound listed under pertinent refer-
ence terms in almost any journal has been overlooked. On
the other hand, this indiscriminate completeness has been
achieved at the expense of selectivity. No one can do much
with a statement in the literature that a compound is a ‘slight
hypnotic,”” without any additional data, and it is doubtful
whether such compounds should have been included. Also, one
would wish for the more abundant use of generic instead of trade-
marked names in a scientific publication beamed at chemists and
biologists. But these are minor faults. The great advantage
of this series is the hope that further literature searches for the
compounds under discussion should not be necessary.

With the appearance of other excellent reviews, though not as
complete, one may wonder whether the editors of the various
series could not coordinate their efforts to avoid substantial
duplication. Also, these other series of review volumes on
medicinal chemistry have whetted the reader’s taste for a more
enjoyable style that goes beyond the strict account of established
facts. Editors of future volumes may well consider such a
recommendation to their authers.

UNIVERSITY OF VIRGINIA ALFRED BURGER

CHARLOTTESVILLE, VIRGINIA

Additions and Corrections

1961, Voluine 3
J. D.P. Graham and G. W, L. James.

Page 490. In Table I, the legend for compound Ly should
read R’ = R’ = CH—=CHCH,.

1963, Volume 6

G. Brooke Hoey, Robert D. Rands, George DeLaMater,
Douglas W. Chapman, and Philip E. Wiegert: Synthesis of
Derivatives of Isophthalamic Acid as X-Ray Contrast Agents.

Page 24.
Alfred Burger, Robert T. Standridge, and E. J. Ariens:

Cyclopropyl and Cyclobutyl Analogs of Phenyl-Substituted
Medicinal Agents.

In column 2, line 1, for isothalamic read iothalamie.

Page 221. In the abstract, line 2, for N-methylsaccinimide
read N-methylsuccinimide. In column 2, line 11, for presumable
read presumably.

Puge 224, In column 2, line 66, for ethyl actetate read ethyl
cyanoacetate.
Page 225. In column 2, line 50, for ether read acetone; in line

68 for azine read azo compound.

L. Goldman and J. W. Marsico: Synthesis and Reactions of
3’-Amino-3’-deoxyribosides of 6-Chloropurine.

Page 414. The structural formulas in column 1 should be
included in footnote 27.

Page 417. The structural formulas at the top of column 1
should be included in footnote 40 on page 4186,



