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Preface

It was apparent when this endeavor was first contemplated that there was
a true need for such a book since none existed. A surprisingly large amount
of information had become available, but no one person no matter how ac-
tive in the field or how knowledgeable could write such a book alone. | was
truly gratified when so many friends, all highly qualified physicians and re-
searchers and each an expert in his area of viral hepatitis, quickly agreed to
contribute chapters.

The book that resulted is a complete, in-depth, up-to-the minute, detailed
review of the clinical and research aspects of non-A, non-B viral hepatitis,
currently the most important form of viral hepatitis in the developed world.
The scope of the book covers the identification of this disease and the causa-
tive agents, its diagnosis, clinical expression, disease characteristics, epidemio-
logic characteristics, and world-wide prevalence. Also included are the de-
velopment of the chimpanzee animal model, its use, and a review of tests
employed to diagnose this disease and to detect chronic infections. Finally, the
clinical management and prospects for prevention of this disease are reviewed.
Of necessity, both hepatitis A and hepatitis B are discussed to compare and
contrast these types of viral hepatitis with non-A, non-B hepatitis. I believe this
has been done in a manner so as to add to the value of this book rather than to
detract from it. The book will adequately inform physicians regarding all aspects
of this disease and its agents and will be especially valuable to those working in
gastroenterology, hematology, internal medicine, infectious diseases and pediat-
rics. In addition it will educate blood bankers, researchers, and health care
administrators.

I wish to thank my secretary and editorial assistant Mrs. Catherine Hobbs
for her outstanding work on this book and the authors, my friends, for the
excellence of their contributions.

Robert J. Gerety
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CHAPTER 1

Historical Perspectives
FRIEDRICH DEINHARDT
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B. Propagation in Culture . . . . . . . . . .
CHARACTERIZATION OF HEPATITIS A AND
HEPATITISBVIRUSES . . . . . . . . . . ..
A. Hepatitis A Virus . . . . . . . . . . ..
B. HepatitisB Virus . . . . . . .. . . ..
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HEPATITIS . . . . . . . . . . . . . . . ...
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I. INTRODUCTION

wnn

a b p

Non-A, non-B hepatitis: the name itself describes the situation today.
We are able to differentiate this disease or group of diseases from the similar
diseases of hepatitis A and hepatitis B, but we are still unable to define non-A,
non-B hepatitis in its own terms. The journey leading to the present can be traced
far back: it began with the recognition that inflammation of the liver was an
infectious disease, continued with the gradual growth of understanding that
hepatitis can be caused by specific agents rather than being a symptom some-
times accompanying other disease processes, moved forward rapidly with the
recognition of specific antigens of the viruses causing hepatitis A (HAV) and
hepatitis B (HBV) and their antibodies, and it ends in the present, with a disease
in the process of definition. The later chapters of this book summarize our current
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2 Friedrich Deinhardt

knowledge: a compendium of experimental, clinical, and epidemiological obser-
vations, and just as the past contains the clues to the present, in those chapters are
the clues to the direction the path will take in the future. This chapter provides the
background to our present understanding and examines retrospectively some of
the important phases in the development of our recognition of non-A, non-B
hepatitis.

Il. RECOGNITION OF HEPATITIS AS A VIRAL DISEASE

A. Early Concepts of Hepatitis

Descriptions of hepatitis-like disease can be traced back to antiquity.
Later, Pope Zacharias in the eighth century (Zacharias, 751) suggested that at
least some forms of jaundice (morbus regius) might be infectious (see also
Migne, 1850). However, a variety of different diseases was included in the
categories of jaundice, icterus or hepatitis, and although early reports interest
scholars of medical history, they have played little role in the development of our
current ideas and knowledge of the forms of viral hepatitis (Deinhardt, 1976;
Zuckerman, 1975). Until the nineteenth century, many infections and toxic con-
ditions could not be distinguished from one another, and a variety of bacterial
and parasitic organisms was believed to be the cause of what we think of today as
classical hepatitis. Malaria, yellow fever, other hemorrhagic fevers, bacterial
infections, and leptospirosis (Weil's disease), besides viral hepatitis as we under-
stand it today, probably caused the single cases, small outbreaks, or larger
epidemics, which were described with increasing frequency during the
nineteenth century. Through these observations, the idea of the infectious nature
of hepatitis gained acceptance, although according to Cockayne (1912) “‘the first
undoubted reference to catarrhal jaundice in epidemic form” was made much
earlier, and ‘‘is that of Cleghorn, who writes of its prevalence in Minorca in
1745."" Epidemics were also noted along the Liguarian coast as early as 1793, at
Ludenscheid in 1794, and at Greifswald in 1807-1808. Some writers used the
term infectious jaundice for Weil’s disease, later shown to be caused by Lepro-
spira icterohemorrhagica, and distinguished it from *‘epidemic catarrhal jaun-
dice.’” Today, it is of some historical interest that ‘‘infectious jaundice,’” or
Weil’s disease, was thought to be transmitted either by ingestion of contaminated
water or food or perhaps by biting insects, whereas spread of *‘epidemic catarrhal
jaundice’” was believed to be airborne (Cockayne, 1912). Catarrhal jaundice was
thought initially to be caused by the occlusion of bile ducts by mucous plugs, but
later it was recognized that catarrhal jaundice was an infection of the liver itself,
which caused destruction of parenchymal liver cells. This suggestion was first
made in 1834 by Stokes, supported further by the studies of Heitler in 1887 and



