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very much “U.S.-centric” and as such will be much 
more useful to students in the United States than 
to those in Europe and other parts of the world. 
From reading it, one might imagine that there is 
not much in the field of pharmacoepidemiology 
outside the United States — a common miscon-
ception. For instance, there is no mention of the 
United Kingdom’s Yellow Card Scheme for report-
ing suspected adverse drug reactions or the origi-
nal regionalized French systems for spontaneous 
reporting. There is no mention of European regu-
latory systems at a time when European Risk Man-
agement Strategy plans are being implemented 
and European authorities have the power to en-
force post-authorization studies, whereas the U.S. 
Food and Drug Administration is still toothless. 
In addition, the European editions of the Interna-
tional Conferences on Pharmacoepidemiology have 
more abstracts and participants than their North 
American counterparts. Despite this limitation 
(and I admit to having a conflict of interest in this 
matter), this book is a solid foundation for those 
who wish to start in pharmacoepidemiology.
Nicholas D. Moore, M.D., Ph.D.
Université Victor Segalen 
33076 Bordeaux, France 
nicholas.moore@pharmaco.u-bordeaux2.fr
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Much has been written about post-
menopausal estrogen therapy. No other pre-

scription medication has had such successful pro-
motion to patients and physicians, such widely 
debated opinions about its use, or such striking 
ups and downs in the number of prescriptions 
filled. The use of noncontraceptive estrogen was 
originally advocated for the treatment of trouble-
some symptoms of menopause. No one argues 
against this indication, but the short-term use for 
menopausal symptoms does not explain why one 
estrogen product became the best-selling prescrip-
tion medication in the United States. This won-
derful book tells the story.

In The Estrogen Elixir, Elizabeth Siegel Watkins 

describes the complex factors that led to the first 
and second rise and fall of estrogen therapy during 
the past 50 years. This well-researched and well-
referenced book is written by a historian who cov-
ers the story of estrogen from discovery to applica-
tion, the sociology of the baby boomers who are 
fighting aging every step of the way, and the effi-
cacy of the aggressive and often hidden marketing 
of estrogen directly to prescribers and women. 
Many sources, some not widely available, give tex-
ture to this history — including Scoreboard, an 
in-house publication meant to motivate one com-
pany’s sales force, and tearful testimony to the 
Food and Drug Administration (FDA) from post-
menopausal women about their dependence on 
estrogen.

The author discusses how the annual number 
of estrogen prescriptions in the United States 
nearly doubled between 1960 and 1975 after the 
popular press and a best-selling book claimed that 
“estrogen deficiency” caused many diseases related 
to aging and that “estrogen replacement” pre-
vented these diseases, made women feel younger 
and happier, and also made them easier to live 
with. Excerpts from educational pamphlets about 
menopause and estrogen that were subsidized by 
the pharmaceutical industry and placed in doc-
tors’ waiting rooms, from articles in women’s 
magazines, and from the best-selling book — none 
of them with an obvious industry acknowledgment 
— make for compelling reading.

The first fall in estrogen prescriptions followed 
the publication of two widely publicized 1975 
clinical studies that reported that estrogen treat-
ment significantly increased the risk of endome-
trial cancer. Prescriptions plummeted but rose 
again within a decade. Watkins attributes this re-
vival to new studies that showed that the addition 
of a progestin to the treatment prevented precan-
cerous pathologic features, but she also highlights 
the increasing promotion of estrogen as preven-
tive medicine by researchers, clinicians, and the 
pharmaceutical industry. In 1992, Premarin be-
came the most frequently prescribed drug in the 
United States and remained in first or second place 
for the rest of the century.

Despite this enthusiasm for the drug, only a 
single long-term clinical trial supported the use 
of estrogen for the prevention of chronic disease. 
The remarkable story of this trial, which was con-
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ducted by a single clinician without industry sup-
port, is worth the price of this book. Unfortu-
nately, the trial was too small for definitive results, 
and the window of opportunity for a very large 
clinical trial was closing. The two Women’s Health 
Initiative (WHI) clinical trials were initiated in 
1992, just in the nick of time.

The second fall in estrogen prescriptions fol-
lowed the release in 2002 of unexpected results 
from the first WHI trial showing that Premarin 
in combination with a progestin was not signifi-
cantly better than placebo for survival or for the 
overall prevention of chronic disease in postmeno-
pausal women. The trial also provided evidence 
that Premarin was associated with an increased 
risk of breast cancer. Premarin prescriptions fell 
abruptly by 50%.

Watkins’s book ends with the immediate effect 
of the results of the WHI trial. She does not dis-
cuss the ensuing controversy about estrogen ther-
apy, but she suggests several reasons why the re-
sults of the WHI study are unlikely to close the 
chapter on the long-term use of postmenopausal 
estrogen — despite the current FDA indication for 
short-term use only. Throughout the book, Wat-
kins acknowledges that a woman’s decision about 
whether to take estrogen is not always based on 
expected health benefits or objections to the 
medicalization of menopause. Estrogen is about 
hope. Industry hype associating hormone-replace-
ment therapy with youth and beauty began early 
and continues today. In this regard, an unre-
touched photograph of a stooped, wrinkled, old 
woman side by side with a “Botoxed” celebrity is 
worth a thousand words.

This is not a book for or against estrogen 
therapy. No clinical recommendations are made. 
It is for anyone who is interested in the forces that 
shape the choices women make about hormone-
replacement therapy. It is not the last chapter on 
the history of postmenopausal estrogen therapy. 
If this book sells well — and I hope it will — it 
will be interesting to anticipate what a new chap-
ter, written after the first post-WHI decade, will 
reveal and when, if ever, there will be a final chap-
ter in this story.

Elizabeth Barrett-Connor, M.D.
University of California at San Diego 
La Jolla, CA 92093 
ebarrettconnor@ucsd.edu
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R ecent advances in addiction medicine 
have been driven by advances in neurobiol-

ogy. In The Science of Addiction, Carlton Erickson at-
tempts to enlighten the caregivers of patients with 
substance abuse problems and the patients them-
selves about advancements in the science of addic-
tion so that clinicians will, as Erickson explains in 
the book’s preface, “empathize with their patients 
and apply such science to principles of treatment.” 
This is an ambitious goal and a broad audience.

The book is organized in a traditional and well-
considered manner. Basic terminology, neuroanat-
omy, neurobiology, and the genetics of addiction 
are reviewed; the effects of drugs are described; 
and the quality of current research is discussed, 
followed by an overview of evidence-based re-
search for the future. The four background chap-
ters give readers the basic tools for understand-
ing addiction and its neurobiology. In chapter 1, 
Erickson admits, “I don’t like the word ‘addiction’,” 
and goes on to examine the term from various 
vantage points. He then introduces more conven-
tional terms related to addiction, such as “abuse” 
and “dependence.” This approach effectually high-
lights controversial aspects of addiction for read-
ers who are unfamiliar with these concepts.

The next three chapters cover the brain science, 
anatomy, neurobiology, and genetics of depen-
dence. The chapter on basic science appears to 
have been written for patients, although many 
professionals could benefit from the overview. The 
more complex chapter concerning anatomy and 
neurobiology goes into detail about the reward 
pathway. The discussion of how preoccupation 
with a substance can lead to addiction is particu-
larly interesting. Case studies illustrate these con-
cepts in a way that is accessible to readers. The 
chapter on genetics provides a detailed discussion 
of basic principles that, like some earlier material, 
seems appropriate for readers who are not medi-
cal professionals. The review of the evidence for 
the role of genetics in addiction is somewhat cur-
sory in both scope and depth.

The middle section of the book contains three 
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