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Karolinska Institute!, Stockholm, Sweden

CONTENTS(Section Headings): Mathe
matical Modeling in Drug Design and Utili
zation. Biochemical Modulation of Drug
Activity. Initiation of Cell Differentiation.
Targeting with Monoclonal Antibodies.
NewDrugs in Development. Oncogenes as
a Target for Drug Design.
1987, 560pages, $59.00, ISBN: 0-12-326020-5
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Volume II
edited by Kenneth R. KÃ¤se
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Worcester
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University of Wisconsin, Madison

CONTENTS:Relationship of Microdosimetric Techniques to Applications in Bio
logical Systems. Neutron Spectroscopy.
lonization Chambers. Advancesin Calorimetry for Radiation Dosimetry. External
Beta-Photon Dosimetry for Radiation Pro
tection. Each chapter includes references.
Index.
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CutaneousMelanoma

From the Reviews:
"... now a standard reference, and any
cancer
research laboratory
quite incomplete
without it.or
" clinic is
â€”SCIENCE
CONTENTSOFVOLUME48: Herpes sim
plex Type 2 Virus and Cervical Neoplasia.
Human Papillomaviruses and Genital
Cancer. Cellular Events during Hepatocarcinogenesis in Rats and the Question of
Premalignancy. Oncotrophoblast Gene Ex
pression: Placenta! Alkaline Phosphatase.
Each chapter includes references. Index.
CONTENTSOF VOLUME49: Interaction
of Retroviral Oncogenes with the Differen
tiation Program of MyogenicCells.The fos
Oncogene. Role of the ahi Oncogene in
Chronic Myelogenous Leukemia. The
Epstein-Barr Virus and the Immune Sys
tem. Louvain Rat Immunocytomas. The
Useof Cell Markers in the Study of Human
Hematopoietic Neoplasia. Multistage
Modelof Natural Killer Cell-Mediated Cytotoxicity Involving NKCF as Soluble Cytotoxic Mediators. Shedding of Human
Tumor-AssociatedAntigens in Vitroand in
Vivo. New Classes of Tumor Promoters:
Teleocidin, Aplysiatoxin, and Palytoxin.
Anticarcinogenic Action of Protease In
hibitors. On the Epidemiology of Oral Con
traceptives and Disease. Index.
Volume 48: 1987, 355pages, $65.00
ISBN: 0-12-006648-3
Volume 49: Fall 1987, c. 358 pages
$65.00 (tentative)
ISBN: 0-12-006649-1
For information on availability and prices of
other volumes, contact the Marketing Depart
ment.

7, 374pages, $65.00, ISBN: 0-12-400402-4
For information on availability and price of
first volume, contact the Marketing Depart
ment.
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Cutaneous Melanoma represents a re
search challenge, and the interest of labo
ratory workers and clinicians is currently
stimulated by its increasing incidence,
etiology, improved diagnosis, and potential
curability. This range of interests was ex
pressed by the large number of experts
from all over the world who participated
in the first international conference on
Malignant Melanoma held in Venice in
1985, from which this volume is derived.
The book provides a general and detailed
overview of skin melanoma, by reviewing
the present status of knowledge which is
fast accumulating and offering guidelines
for the future.
1987, 643pages, $69.00, ISBN:0-12-718855-X

TheAlkaloids
Chemistry and
Pharmacology
Volume 25
edited by Arnold Brossi

National Institutes of Health. Bethesda, Maryland

From Reviews of Previous Volumes:
"... The authors have excavated a literal
gold mine ofcytotoxic and antitumor
dataâ€”
"Volume 25 of the Alkaloid series will re
main for many years one of the most upto-date summaries available to medicinal
and organic chemists, biologists, and on
cologists who are interested in one aspect
or another of the fascinating subject of
antitumor alkaloids. "
â€”JOURNAL
OFMEDICINALCHEMISTRY
1985,376 pages, $72.50, ISBN: 0-12-469525-6
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The cover honors James Cecil Mottram (18801945), a pioneer British experimentalist in radiobiology and chemical carcinogenesis. He pursued his re
search in three English institutions: the Middlesex
Hospital (1908-1919); the Radium Institute, London
(1919-1937); and the Mount Vernon Hospital, Northwood, Middlesex (1937-1945).
Mottram confirmed and extended the observations
of Crabtree and Cramer (Proc. Roy. Soc., 113-226,
1933) on the diminished susceptibility of cells to ion
izing radiation under anaerobic conditions. Mottram
found that oxygen increases the sensitivity of cells to
ionizing radiation. He investigated this effect in detail
at the cellular level with bean roots in which he rec
ognized that oxygen acts essentially during irradiation
(Br. J. Radiol., 8: 32-39, 1935). He found an oxygen
effect with skin and tumors and was quick to appre
ciate its relevance to radiotherapy because tumors were
liable to have regions of hypoxia. Mottram's pioneer
ing work on radiosensitization by oxygen was contin
ued, and greatly extended, by L. H. Gray, who had
joined Mottram's department to explore the role of
neutrons in radiotherapy.
Mottram's studies in chemical carcinogenesis were
preceded by his findings that exposures of Paramecia
to benzo(a)pyrene increased the formation of abnor
mal progeny (Cancer Res., 7: 313-323, 1941). In the

year before his death he noted (J. Pathol. Bacteriol.,
56:181-187, 1944) that even a single dose of 60 fig of
benzo(a)pyrene was sufficient to induce tumors in the
skin of mice if followed by repetitive doses of croton
oil. Neither of these treatments alone induced tumors.
This use of very limited doses of carcinogen confirmed
and extended earlier work on stages of carcinogenesis
by Berenblum (Cancer Res., /: 807-814, 1941) and
was important in the later studies of Berenblum and
Shubik (Br. J. Cancer, /: 379-382 and 383-391,1947)
on two-stage carcinogenesis (initiation and promo
tion) in mouse skin.
Mottram also found a diurnal variation in the pro
duction of tumors in mouse skin by a single application
of benzo(fl)pyrene (J. Pathol. Bacterio!., 57: 265-267,
1945). Tumor formation was approximately twice as
great when mouse skin was exposed to the carcinogen
at midnight than at midday. The opposite diurnal
variation was known to occur in the frequency of
mitoses in mouse skin. Later Frei and Ritchie (J. Nati.
Cancer Inst., 32: 1213-1220, 1964) confirmed the
diurnal variation in tumor formation reported by Mottram and further showed that the number of epidermal
cells duplicating DNA is approximately 4-fold greater
around midnight than around noon. Thus the carcin
ogen appears to act on cells synthesizing DNA.
In the last few years of his life Mottram also collab
orated with F. Weigert on the complex metabolism of
ben/o(Â«)pyrcnein skin and its relationship to carci
nogenesis by this hydrocarbon. An obituary of Mottram may be found in the British Journal of Radiology,
79:347-348,1946.
Three of Mottram's experiments are pictured. Top:
Effect of oxygen (O) and of nitrogen (N) upon the
growth of three pairs of beans exposed to X-rays
(1935). Center: Tumors on right flank of mice, which
was painted with benzo(a)pyrene every second day for
14 days, followed by croton oil three times weekly.
The left flank, painted with benzo(a)pyrene only, has
no tumors (1944). Bottom: Tumor yield in mice
painted with benzo(a)pyrene at midday (circles)and at
midnight (dots), showing diurnal effect (1945).
We are indebted to Drs. James A. Miller and Peter
Alexander for the information and to Mottram's son,
Jim Mottram, Milford-on-Sea, Hampshire, England,
for the portrait, in which Mottram's expertise as a fly
fisherman is emphasized.
M. B. S.

