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Prophylaxis against Infectious
Hepatitis

rhe principal route of dissemination of viral hepatitis is by
.aecal contamination,' though the possibility of droplet infec-
:ion has not been entirely excluded. In all parts of the
world, therefore, where standards of hygiene and especially of
;ewage disposal are inadequate, sporadic cases as well as
Epidemics occur. The responsible agent is highly infectious
and as little as 0 0005 ml. of infected blood has been known
to convey the disease. Survivors are usually resistant to a
further attack by the same strain of virus, but it is probable
that resistance to other strains is less effective.

In view of the mode of transmission by faecal contamina-
tion it is not surprising that hepatitis has proved a serious
[ealth hazard to all visitors to the underdeveloped countries
and especially where contamination of water supplies is likely.
The disease is also much more prevalent in closed com-
munities such as mental hospitals and orphanages than in the
general population.

Acquired immunity appears to be associated with humoral
antibody, and many studies have shown that it confers a
prophylactic effect. J. Cervenka in Czechoslovakia,2 L. G.
Borg in Bolivia,3 and T. Kluge in the Middle East4 have all
reported the results of controlled clinical trials of immune
gammaglobulin. All three trials showed a highly significant
reduction of the disease in the treated groups, the incidence
being only some 10% of that in the controls.

There is now little doubt that injection of gammaglobulin
prepared from normal human adults significantly reduces the
risk of infectious hepatitis. It is therefore ethically unjusti-
fiable to run a controlled trial in which many persons are
denied this protection. Nevertheless valuable information on
the dosage and timing of injections can still be obtained by
careful analysis of the results of uncontrolled trials. Such an
analysis has recently been published of a trial among the
American Peace Corps volunteers.5 Each of them was
scheduled to receive a semi-annual injection of 0-05 ml of
immune serum globulin per lb. body weight (01 ml. per kg.).
The first injection was given just before departure from the
United States, and the time of onset of any subsequent attack
of icteric hepatitis was then related to the time of injection.
Of 93 recorded attacks 16 were within two weeks of injection.
Since the average incubation period of viral hepatitis is about
four weeks, these 16 persons may be presumed to have
received their injections some half way through the incubation
period of their attack. If these are therefore excluded, only
17 out of 77 cases occurred in the first 16 weeks and 60 cases
subsequently, 31 in the next two months, and 29 still later,
having failed to receive booster injections as required at 6
months. Since a similar time sequence was observed in all
eight regions of the world in which the Peace Corps operates,
it is reasonable to conclude that the observations are of general
validity and that protection wanes seriously about four months
after immunization.

Considering how little is known of the mechanism of
immunity to the virus of infectious hepatitis, it is surprising

that prophylactic measures have proved so successful. It is
evident that the gammaglobulin of pooled normal adult
serum contains antibodies against the virus, but which of the
five classes of immunoglobulin is responsible is unknown.
But in view of the relatively short half-life of immuno-
globulins A, D, and M (6, 2-8, and 5 days respectively), it is
unlikely that they contribute much to prophylaxis lasting up
to 4 months. The major protection must therefore lie with
immunoglobulin G, with a half-life of 23 days. With such a
half-life injected material will have fallen to about 1/32 of
the initial dose by 16 weeks. This may be tentatively
accepted as the threshold level for protection. If people are
not to be left vulnerable for two months out of every six, either
the individual dose must be increased or injections must be
given four-monthly. Simple calculation shows that the latter
method is far more economical of serum, but it may of course
introduce considerable administrative difficulties.

Viral hepatitis is a serious disease, and though its mortality
among healthy adults is low, not exceeding about 04% in
most epidemics,6 7 full recovery may take many months, and
some sequelae such as cirrhosis are life-threatening. Children
and pregnant women are especially susceptible. Protection
should certainly be offered to them if they are about
to be exposed to a risk of catching the disease. But since
prophylactic gammaglobulin is a virtually harmless material
there is no reason why protection should be denied to anyone
visiting high-risk areas for whatever time and for whatever
reason.
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Reiter's Disease
As it occurs in Britain and in North America, Reiter's disease
appears to be a complication of non-gonococcal genital infec-
tion, or what in men is often called " non-specific urethritis."
The association seems likely but is unproved, and in any case
the evidence that either condition is due to an infection is
purely epidemiological. In Scandinavia, on the Continent
of Europe, and elsewhere an apparently identical condition
occurs in association with dysentery, usually of the bacillary
type, but it is generally agreed that the causative organisms
of dysentery are not responsible. Mycoplasma hominis was
at one time thought to be a possible cause of non-gonococcal
urethritis and its presumed complications. This organism
and other members of the same group can be recovered from
many men and women suffering from genital infection, but
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