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The randomized control clinical trial has become the gold standard scientific method for the

evaluation of pharmaceuticals, biologics, devices, procedures and diagnostic tests. This trial design

has been successfully used in both therapeutic and disease prevention trials. It is superior to

alternative designs by eliminating several sources of bias which exist in those designs. This role has

evolved over the past three decades in a number of disease areas including cardiology,

opthalmology, cancer and AIDS. While the specifics of using the randomized control design for a

specific intervention and disease may differ, the basic fundamentals still apply in developing the

study protocol and operational procedures. These fundamentals still apply in developing the study

protocol and operational procedures. These fundamentals include identifying the specific questions

to be tested and appropriate outcome measures, determining an adequate sample size, specifying

the randomization procedure, detailing the intervention with visit schedules for subject evaluation,

establishing an interim data and safety monitoring plan, detailing the final analysis plan and

determining the organizational structure. This text is structured to address the fundamentals as the

protocol for a clinical trial is being developed. A chapter is devoted to each of the critical areas of a

protocol to aid the clinical trial researcher. The fundamentals described in this text are based on

sound scientific methodology, statistical principles and years of accumulated experience by the

three authors. Collectively, the authors have been active researchers in a broad area of clinical trials

including cardiology, cancer, opthalmology, diabetes, osteoporosis, AIDS, women's health and

screening tests. In these studies, the authors have served as members of the steering committee

responsible for developing the protocol and as members of data and safety monitoring committees.

The fundamentals were proposed in the first edition published in 1981 and have not changed

substantially in the later editions. However, the number of examples illustrating the fundamentals

has greatly expanded base on the collective experience of the authors. This text is intended for the

clinical researcher who is interested in designing a clinical trial and developing a protocol. It is also

of value to researchers and practitioners who must critically evaluate the literature of published

clinical trials and assess the merits of each trial and the implications for the care and treatment of

patients. The test uses numerous examples of published clinical trials from a variety of medical

disciples to meaningfully illustrate the fundamentals. Technical design issues such as sample size

are considered but the technical details have been suppressed as much as possible through the

use of graphs and tables. While the technical material has been kept to a minimum, the statistician

may still find the principles and fundamentals presented in this text useful both in a consulting and

teaching capacity. The text assumes that the readers have only a modest formal statistical



background. A basic introductory statistics course is helpful in maximizing the benefit of the text.

However, a researcher or practitioner with no statistical background would still find most, if not all

the chapters understandable and useful.
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POST-SCRIPT. I am adding this sentence and the next few sentences, four years after I originally

posted my review. My new book, CLINICAL TRIALS," recently published by ELSEVIER/ACADEMIC

PRESS. My book is more detailed on "specifics" than is Dr. Friedman's book. My new book provides

real-life examples from about 100 clinical trials, mostly in oncology. My new book provides

examples of real consent forms, a real DMC charter, and excerpts from a dozen real Clinical Study

Protocols. My book takes an unusual approach in the chapters on CONSENT FORMS and

PACKAGE INSERTS in that I provides excerpts from a dozen lawsuits that centered around

disputed information in consent forms and package inserts. As is well known, it is a fact that the

outcome of lawsuits is a primary driver for many of the activities of companies, including

pharmaceutical companies, corporations, manufacturers, and so on. My book is also unusual, in

that it includes an entire chapter on PLACEBOS, and an entire chapter on INTENT TO TREAT

analysis, and an entire chapter on the STUDY SCHEMA. These three topics are grossly ignored by

most or perhaps all other books on clinical trials. Too bad! My book corrects these

deficiencies.FUNDAMENTALS OF CLINICAL TRIALS, 3rd ed., by Lawrence M. Friedman, et al, is

360 pages long. The book contains 19 chapters, each concluding with a carefully chosen collection

of 30 to 100 references. One of Lawrence Friedman's other books, the informative and lucid, "DATA



MONITORING IN CLINICAL TRIALS," is centered around case histories. In contrast, this book is

not focused on case histories. FUNDAMENTALS OF CLINCAL TRIALS was a source of inspiration

for me, shortly before I started writing my book, CLINICAL TRIALS. My book is a bit longer (over

600 pages).
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