is that subjects are dcliberately induced to
acquire a discase.

“That sounds bad when you say it that
way,” Dr. Krugman acknowledged. “But
it's just as important to mention that at
Willowbrook it has been inevitable that
most newly admitted children will be-

- come infected [with hepatitis] in the first

six to 12 months after entering the insti-
tution.”

This intense exposure of Willowbrook
patients to infectious hepatitis meant that
study subjects had to be drawn from out-
side the institution’s population to pro-

vide a reasonable chance they would be

susceptible to the disease.

The investigators took the obvious
course: they proposed the study to parents
of retarded children who had been ac-
cepted but not yet admitted to the school.
The first contact was made by a psychi-
atric social worker in the course of
processing applicants. “If the parents were
interested, then they talked to a member
of the investigation’s medical staff,” Dr.
Krugman said.

What Are Parents Toid?

This usually was Dr. Joan Giles, Re-
search Associate Professor of Pediatrics
at N.Y.U., who has been on duty full-time
at Willowbrook since the hepatitis study
began. What does Dr. Giles tell parents?

“I give as full an explanation as I can,”
she said. “And there are a lot more posi-
tive things to tell them now than ‘there
were 11 years ago. I explain that there is
no vaccine against infectious hepatitis,
that the disease is always present here, and
that their child is quite likely to come in
contact with it by the intestinal-oral route
common to a close-quartered group of this
type.

“I also tell them that we can modify the
disease with gamma globulin but we can't
provide lasting immunity without letting
them get the disease. I explain that we use
blood serum taken from Willowbrook pa-
tients who had hepatitis and that experi-
ence has shown a minimum dosage that
can induce the disease in a form even less
severe than occurs naturally in patients
outside the hepatitis unit.”

Concerning the risks, Dr. Giles said
she explains what hepatitis can do when it
progresses to a severe stage. And she may
also explain what jaundice is. But, in addi-
tion, she mentions that there is no evi-
dence that the artificially induced disease
has cver caused permanent damage to any
of the study subjects, that the incidence
of jaundice has been well controlled with
gamma globulin, and that most of the
hepatitis cases in the unit “are hard to
tell from the sniffles unless you know
what vou're looking for.”

At the end of her bricfing and after any
Questions have been answered, Dr. Giles
said she advises the parents to ask their
family physician for his opinion on the
program. “Some doctors have called me
~ with a few more questions,” she said, “but
usually the parents are willing to sign the
consent form after they talk with me.”
With few exceptions, according to Dr,
Krugman, this has been the procedure for
obtaining parental consent in the hepatitis
program since it began, Written permis-
sion has been secured for every child en-
rolled in the study. On the average, a new.
study group is begun every three months.

The number of children in each group |

ranges from six to 14; their ages have run
between three and 10 years. -

Serum Téken From Patients

All serum used in the study has been
taken from Willowbrook patients early in
their hepatitis episode. It is inoculated into
suckling mice and four different tissue
cultures to rule out the possibility of
other viral or mycotic agents, Dr., Krug-
man said. Then it is injected as straight
Serum. not concentrated, into the study
subjects. Dosage volumes have ranged
from 0.25 mI down to 0.025 .

The result of the injection is that the
susceptible children get infectious hepa-
titis, In most of them. said Dr. Giles, the
only way to be certain they have it is to
run serum transaminase tests. Jaundice
occurs in about 8 per cent of the subjects.
Dr. Krugman said the jaundice was “very
transitory . . . very slight, and frequently
only Dr. Giles can recognize that the child
is jaundiced.” In the general patient popu-
lation at Willowbrook, the incidence of
jaundice with hepatitis is 15 per cent.
Children remain in the isolated hepa-
titis unit for about two months, which
more than covers the incubation period
for the common type A strain (30-40
days). When all liver chemistry tests have
returned to normal, the subjects are
moved to an observation ward for another
month or so, partly to guard against the
possibility that they might be harboring an
infrequent type B strain whose incubation
period ranges as high as 80 days or more.
What has the Willowbrook study pro- .
vided in the way of research benefits?
According to Drs. Krugman and Giles,
there has been much time spent on evalu-
ating dosages—both of the minimal
amount of virus-containing serum necded
to cause a mild form of the disease and of
the optimum amount of gamma globulin
that would allow the development of a
passive-active immunity. '
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