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Dr. Gocke reviewed his fairly recent 1 ing, 1y,
high-titered HB Ab plasma (1:2 to 1:4 by AGD) to patients with overvhelming
viral hepatitis in stage three to four coma (this study did not include an
untrested control group). All of the patients were probably also receiving

corticosteroids, and some had other overt such as

transfus’ - Five out of eight patients treated survived and in the suxviv-
als, th Ye no apparent untoward effects from the administration of ant
body in orm given (i.e. plasma). Survival rate with antibody administra-

tion wvas —.ch greater than in a similar group of untreated patients with
fulminant hepatitis. Dr. Prince raised the question of the absolute safety
of administering type B antibody to antigen-positive subjects. He mentioned
that he had seen what he had interpreted to be cardiac arrest in a chimpanzee
with chronic HE Ag given somevhat inadvertently high-titered antibody (chimp-
anzee plasma).

Dr. Peters presented data that he and Dr. Schweitzer have collected in Los
Angeles, having to do with the high rate of transmission of HB Ag infection
from mothers to their infants. Overt antigenemia was observed in over 507
of the wvhose h were 1 positive very close to the time
of delivery. The mother who was P iently early in the
course of pregnancy seemed mot to provide much risk to her child. All
infants who were once positive have remained antigen-positive. An examina-
tion of logic i of nine biopsies from i positive infants
showed tissue which looked like unresolved or persistent viral hepatitis,
with 26 nm particles demonstrable in the nuclei of about half of these biop-
sies. The incidence of sntigenemia and hepatitis in infanta was strikingly
! less vhen the mothers were chronic carriers of HB Ag than vhen the mothers

had acute hepatitis B illness at the time of delivery. No globulin protection
has been attempted.

Dr. Ward presented data from the study done in Chile on the effects of adding
modified HB Ab gamma globulin (Swiss technique) to blood to be used in trans-
fusion of young women. There was & definite and statistically significant
reduction in the incidence of overt jcteric hepatitis in patients receiving
gamma globulin in comparison with patienta receiving normal blood, &lthough
there was an equal amount of inapparent hepatitis in both trated and control
patients.

Dr. Soulier presented his data on the clinical studies in France, using high-
titered HB Ab globulin (no untreated controls were included in the study). In
those patients who had received ons of blood BB Ag followed
by a single 10 ml injection of HB Ab globulin after the transfusion, he found
that only a small mmber of patients developed jaundice with or without anti-
body or antigen. Overt cases of hepatitis occurred in about 7 to 10% of the
subjects who had received the EB Ab globulin. In the absence of controls of
his own, he related this p influence of gemma globulin admini-
stration on the incidence of overt hepatitis with other published studies of
of HB Ag. d blood: With HB Ab gamma globulin administra-
tion, post-transfusion overt hepatitis was reduced to 1/4 = 1/3 the mmber of
cases seen in untrested transfused patients. He also mentioned data from the
Hospital Broussais (France): Among 21 untreated recipients of HB Ag and blood,

8 developed jaundice, where mo jaundice was observed in 6 treated recipleats

of HB Ag and blood. When a single 5 ml injection of HB Ab gamma globulin was
given to patients iencing accid 1 p 1 exp to hepatitis,

no cases were observed and mo subject became antigen—positive; some subjects

did have a transient antibody rise. He concluded that 1) the HB Ab globulin
that he was using was harnless in 117 subjects; it alone semmed to have no

111 effects 2) prompt adninistration of high-titered HB Ab gamma globulin to
-"nndh-luc " patients is effective in helping to eliminate hepatitis B {llness.

In the future, the PHS regulations for the manufacture of blological products
will have to include some standards for high-titered HB Ab gamma globulin,
and Dr. Barker summarized some of the mew issues being considered for future
standards. Preparations of specific immune globulin must come from a pool of
at least 10 donors. This gsmma globulin must not transmit hepatitis B virus
or cause 1ex blems. A ion of the di must not pred
poss the individual to chronic infection. HB Ab gamma globulin may have
14 + 4Z protein, and such gamma globulin p 1 for use may
have less than 10% protein, At least 80% of the protein must be monomeric
globulins, preferably 5.5 ~ 7.5S. It is probable that future regulations for
EB Ab gamma globulin will include restrictions on the content of iscagglutinin
titers and transplantation antigen titers. Studies using HB Ab gamma globulin
are just beginning, and the results of these studies will be used to determine
potency and effi As knowledge is gatherad on p 4

Jantibody or es on these p will be d
:n:o the PHS regulations for HB Ab gamma globulin preparations.

Dr. Mosley revieved his study on the effects of sdministering two forms of
globulin ( d an d) to subjects with a housshold exposure
to hepatitis A. All forms of gamma globulin gave some protection to hepatitis
A and, iuterestingly, fragmented gamma globulin provided better protection’
when given late in the i paricd, pared to late admini o
unfragmented rlobulin.

In summary, passive immunization is a feasible vay to control both hepatitis
A and hepatitis B infection in high-r: populations. As emphasized by Dr.
Chalmers, initial triale of efficacy of high-titered HB Ab gamma globulin
should be done in a double blind, random fashion.

on active 1on around a
discussion of Dr. Krugman's Willowbrook studies on active immunization, using
as the "vaccine” MS-2 serum (hepatitis B serum) that was diluted 1:10 and
boiled for one minute. Live MS-2 material caused clinical hepatitis in 24 “
out of 25 cases. In a group of 10 patients raceiving one dose of the "vaceine
followed by challenge with live MS-2 material four months later, only 5 out

of 10 developsd clinical hepatitis. A second group of 15 children received
three doses of "vaccine” over a four-month period; this group was then chal-
lenged with 1ive material four months after the last “vaccine" booster. Under
these circumstances, 4 of the 15 subjects developed hepatitis marked by either
antigenemia or transaminase rise; 11 of the 15 subjects developed only anti-
bady (as detected by RIA or PHA techniques) or nothing. This "vaccine” schedule
gave an appareat protection rate of 70Z.

Dr. June K. Dunnick
R i
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Dr. Soulier has also done some active imsunization trisls using undiluted HB
Ag positive serum hested for 10 hours at 60°C. After heating, this material
still maintained immunogenicity, and was able to produce an antibody rise, but
it was also still infective, since cns of seven ipients developed snicteri
hepatitis with high-titered EB Ag and high level of transaminases.

The par of this noted that both human-type studies and animal
model studies have important and different types of knowledge to give to the
study of hepatitis B control. Human studie: e necessary to test for the
spacific immunological aspects of the disease, vhile animal model studies will
yield important i of the ch istica of the di and 44

agent. To develop 3 onal 4itis B vaccine for use in the general
population might require growth of the hepatitis agent in & tissue culture

sys Another logical approach to vaccine development would be to purify
hepatitis B aatigen, inactivate the purified material, and test this matarial
in small groups of parsons to see if it is as p an the d
serua MS-2 "vaccine”. A hepatitis animal model could bs used to test potential
hepatitis vaccines.

Dr. Raffel 1 1 P of active and passive {mmunization.
1a view of Dr. Krugman's preliminary results with active imsunization, of the
fact that there seems to be smple HB-containing plasma stored, and of the dis-
agresable and dangerous matura of hepatitis and 4ts high incidence in certain
groups, the time may be rips for carrying out comtrolled tasts in high-target
populations on the usual random sslection basis, with relative incidence of
disesse in vaccinated and wnvaccinated groups as the basis for obtaining fur-
‘:hcr informetion. The work with primates has perhaps advanced sufficiently '

80 that chimpanzees might bs used as test animals for heat-inactivation of
the infectivity of the serua used as vaccine. If the 20 nanometer particles
are viral capsids, then purification of them might result in a purified sub-
unit antigen which could be used as a vaccine. The possibility of immune

lex diseass, from p. might be avoided by
adding the HB Ab to the blood or blood p prior to ind 1 as
described by Dr. Ward, or by treating the antibody and only administering
the virus neutralizing fraction Fab,. Lastly, more should be learned about
the pathogenesis of the diseass by doiang specific cellular studies, e.g. tri~
tium uptake, production of lymphotoxin, skin test, etc.
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Bibliographic Notices

Participants are requested to send to the HSM a notation svery time a
h 1 ‘ed for publ 1

on
may be sent, also, on pertinent publications by other authors.

EEN-199 - "Relationship of Milan antigea to abnormal serum lepoprotein”
P. E. Taylor, J. D. Almeida, A. J. Zuckerman and J. M. Laach
Amer. J. Dis. Child.,1972, 123: 329 - 333

To: ESM Participants

The Bibliographic Notices section has been included in the ESX

since Pebruary 1971 and to date 199 publication citations have

been received. Adviee from a few hepatitis investigators indi-
of

cates that the publ d to this
section does not warrant ¢ of this in the
ESM.

Before decision is made to delete the section, we invite
comments from the HSM participants on the value of the Biblio-
graphic Notices section and/or a greater contribution rate of
publication citations. Cossents can be sent to the Project
Officer or submitted as a contribution to the HSM.

- Project Officer

CBLAO000079_0001



June 1972
BSM - Amnex

THE PUBLIC HEALTH IMPLICATIONS OF THE PRESENCE
OF HEPATITIS B ANTIGEN IN HUMAN SERUM

A Ststement By
The Comaitice’ on Viral Hepatitis
of the

of Medical Sciences

ACADEMY OF SCIENCES -

RESEARCH COUNCIL

Epidemiotogic data for the United States mnce 1966
show steady annual increases in the incidence of type B hepa-

respect 1o polentially infectious materiah such 23 blood and
Mnummwd sceretions.

titss (serum hepatitis) and in its
among all reported cases of viral hepatitis. including type A
(infectious) hepatitis. It is now recognized 1hat. in addition lo
the well-established parenteral mode of tramsmissian, fype B
hepatitis can be transmitted by other means., During the kst
few years. a clearer definition of the significance of type B
hepatitis #s a clinical snd public bealth probiem has arisen
from the discovery. developmeit. and widcspread application
of vanous serologic tests for the presence of an antigen,
hepatitis B antigen® (HB Ag). that s assovioted with the

se.
The demonstration of the antigen in the serum of a
patient of of an apparently healthy person ruises questions
not only of the presence of active iver disease but also of the
pnllnlid sk of his Iransmitting the infection 10 others.

* On the basis of information acquired from clinical and
epidemiologic studies and from antigen testing programs, the
Commitiee on Viral Hepatitis finds that:

1. A positive test ia indicative of the presence of
acute o chroaic type B hepatitis of of the asymplomatic
carner state.

2. The presence of the antigen in the serum of
patient with acute type B hepaliti is usully transitory. It
persists for more than 3 monhs alter the onset of iliness. the
person is bikely 10 become a chronic carer of the antigen.

3. The chronic carrier of the anligen may or may
not have readily demonstrable cvidenve of related hver discase.

4. Although the infectiousness of patients with

antigen-positive hepalitis apparently diminishes when the

intigen is no longer demonstrable in the serum, they ate aot
77 able s blood donor.

S. There is clear evidence that camiers should be

6. There is insufficient knowlcdge of the extent 1o
which chronic carriers can transmit type B hepalitis by non-
parenteral routes.

The Committee recommends that:

1. When a person is found (0 have a positive testin
the course of diagnastic studies, blood donor festing. of test-
ing after exposure ta a known risk of infection with type B
hepatitis. he be o informed and the test be repeated prompily
on a later sample of serum; and a person with a coafirmed
positive test be evaluated for the presence of liver disease and
followed (0 determine whether the antigen persisis.

2. Patients with acute antigen-positive hepatitis be
considered infectious and conltrol messures be taken with

blood donors. although,
with mpwu to sisk of Iransmivsion o others. there is no
reason al this time to recommend routine testing of any
spesific profcsional or occupationat group or of all hospital
patients.

4. Until more compkte knowkedg of the signifi-
anceofl the stale is acquired. ato
its prevalence and its relation 10 communicability, no routine
precautions be instituted beyond those which apply 1o percu-
momrwleso{mmud transmission.

5. Because standard Immunc Serum Globutin (1SG)
ho‘ no demonstrable value in Ahe treatment of carriers. it ot
be used for this purpose  nor & thers adequate evidence 1o
recommend the wse of standard ISG for praphylaxis among
contacts.

6. An intendficd effort be made 10 feport hepatitis
e - on tbe hl'u of scrolopc test lhulh.a:-rl)uepb
demiohugic ics — in order 1o impn
©on 3 mational basis.

The peeparation of this sialement was mude possible by fonts
,-wm-‘mmlmmnmnum Insituics of Health (PH3-
a4, luo-«nu 36).

While this statcment in its final form may aol evessarily have

thew
twoms of Dr. Baruch S. Mumbcrg. Dr. Thomas C. Chalmers. Ds. 11, Beuce
Dull, Dr. Poul J. Schmidi, and Dr. Hyma J. Zimmerman.

rsson ransplomtatum
:nlu-nu Medual Asactatiom, and the Ameraan Natwinal Red
Py

Awtnla Au Ag). hepatits
smtgem (11A), serum Bepatun (53 .
™ AL teram Mepsiin (5H) smtien, and h-pmw
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