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COMPARATIVE PHARMACOLOGY

Researcher Proposes
Human Testing First

The doctor wrote out the prescrip-
tion: Three times a day. A couple of
days later he had another patient with
much the same general complaint. He
prescribed the same drug, three times
a day. The first patient was a 250-
pound man. The second patient was
a 125-pound woman. Some of the data
on the drug might have been derived
from tests on a 40-pound dog.

In the case of the woman the dose
could have been toxic. In the case
of the man it might well have not been
enough. It might have cured the dog.

With the object of examining these
problems and of eventually being able
to deal with just such situations, three
of the National Institutes of Health
called an international meeting on
comparative pharmacology recently.

Doctors are slow to recognize how
much variation there is between in-
dividuals and how much this influences
the action of drugs in their patients,
declares Dr. Bernard B. Brodie of the
National Heart Institute.

But while these factors can be con-
trolled by alerting physicians and
pharmacologists to this possibility, the
real problem facing the conferees was
the information that could be obtained
from animal drug studies.

For drug testing purposes there is
no animal that is like man anywhere,
Dr. Brodie says. This means that there
is an almost insurmountable barrier to
drug development because the tradi-
tional method of testing in animals
is not always applicable.

Perhaps our philosophy of drug
screening needs re-evaluation, he sug-
gests. Instead of screening new drugs
in animals to see if they are worth try-
ing out in man, perhaps we ought to
screen them in animals only when we
have data from man.

It is a fact that many drugs would
never have been discovered if animal
screening alone had been the deciding
factor. Phenylbutazone, one of the non-
addicting pain-killers, widely used now
as an antirheumatic agent, is one such
compound. It is metabolized so quick-
ly in most laboratory animals that it
has no effect. But in man it lasts for
three days.

On the other side of the coin are
drugs that are so stable that their effect
lasts for much longer than might be
suspected. Procaine for example, given
to racehorses to anesthetize them
against pain from leg injuries, lasts so
long it acts as a stimulant, not just an
anesthetic. Horses so doped would go
on to win their races, sore legs and all.
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In another instance the drug chlo-
ramphenicol, an antibiotic, was once
thought to cause a special disease that
kills the newborn. Actually, it was
eventually discovered that the drug is
metabolized so slowly in children that
they died of overdosage.

We are coming more and more to
realize that it is necessary to treat pa-
tients individually, Dr. Brodie declares.
We must learn to calculate drug dos-
ages for each individual in order to take
advantage of these newer drugs which,
while they may be increasingly more
effective, are also increasingly more
toxic.

“If we don’t learn how to control
them, we won’t be able to take ad-
vantage of them,” he says.

CANCER VACCINE

FDA Secizes
Anticancer Drug

A 10-year-old Austrian boy dying
of leukemia traveled from his home in
Neuegg to Cleveland where he received
an anticancer vaccine he hopes will
save his life.

The vaccine, called the Rand Cou-
pled Fortified Antigen, has been the
object of worldwide attention as the
result of newspaper and magazine
stories in the last few months report-
ing dramatic remissions of disease in
terminal cancer patients in initial hu-
man tests of the drug.

While Reinhard Kreutzer was wait-
ing to see what effect the vaccine
might have on him, agents of the Food
and Drug Administration seized vials
of the alleged cancer cure in New York
and Miami on grounds that its ship-
ment in interstate commerce violates
FDA’s prohibition against its use.

In New York, 35 vials were con-
fiscated from Dr. J. Ernest Ayre, a
pioneer in research leading to the pap
test for cervical cancer. Dr. Ayre also
owned the 88 vials seized in Miami at
the May B. Stewart Laboratories.

Under Federal food and drug law,
before a product can be approved as
an investigational new drug for use in
controlled clinical studies, it must meet
Government standards for safety and
efficacy in extensive animal experi-
ments. This drug has not gone through
such a regimen to the satisfaction of
scientists at FDA and the National In-
stitutes of Health.

The Rand Development Corporation
of Cleveland, manufacturer of the new
vaccine, submitted an application that
was turned down because of insufficient
scientific data. The company has not
yet submitted additional material in
support of its claims that the product
is safe for use on humans.
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Drug Seizure

So far, at least 75 doctors in 35 Ohio
hospitals have administered the vaccine
to cancer victims even though prior
animal tests for toxicity reportedly
were performed on only one horse, 12
rabbits and 40 mice given a minimum
of three injections.

The drug received national attention
when an article in the December issue
of Pageant magazine cited a number
of reports of disease remission in per-
sons with supposedly hopeless cases. A
man with cancer of the pancreas, liver
and spine was relieved of pain two
weeks after first receiving the Rand
vaccine and was out playing golf with-
in a month.

However, spontaneous and usually
temporary remission of disease does
occur among cancer victims.

Spokesmen for the National Cancer
Institute, who knew nothing about the
Cleveland work until it was publicized
in the lay press, talked with investiga-
tors from Rand last December. On the
basis of that meeting Institute scientists
say they cannot favor the use of the
drug in any human patients until con-
siderably more laboratory and animal
experimentation is conducted.

H. J. Rand, millionaire son of the
founder of Remington-Rand, Inc. and
head of the Rand Development Cor-
poration, stresses that the work is still
highly experimental. His investigators
are not claiming to have found a cure
for cancer, but rather that they have
developed a vaccine that shows promise.

The vaccine itself is made from hu-
man cancer tissue and rabbit gamma
globulin. Homogenized soluble human
cancer antigens, proteins that stimu-
late the production of antibodies, are
coupled to the gamma globulin using
bisdiazotized benzidine as a coupling
reagent. Coupling is the chemical join-
ing of two substances to form an in-
soluble compound. When the vaccine
is injected in a human cancer patient,
it theoretically stimulates the body to
produce its own antibodies.

MEDICAL LAW

Transplants
In Shadow

Is a person free to donate his own
kidney to a person who will die without
a transplant? The British and French
and many U.S. state laws forbid the
donation on the grounds that it is self-
maiming and does the person no good
physically. Doctors who perform the
surgery, and some do, are subject to
possible subsequent suit by the donor.
In this country, the Massachusetts Su-
preme Court upheld such a donation
recently on the basis of the donor’s

emotional and mental health. To give
a kidney meant exercise of ‘‘totality,”
that is, his right to use his total being
at the expense of a part.

In London recently, a private meet-
ing of surgeons and lawyers was held
to discuss the ethics of kidney grafts.
Dr. George E. Schreiner of George-
town University, Washington, D.C.,
who was present, points out that there
are differences in state laws in this
country.

“What use is it,” he asks, “to dis-
cuss the ethics of transplantation if your
state forbids even autopsy within six
hours of death? If your law forbids
surgery except for the patient’s physical
benefit; all transplants are illegal and
you could not have a decision such as
that in Massachusetts.”

Georgetown University
Dr. George E. Schreiner

Most frequently, surgery is illegal or
in a shadowy quasi-legal world if it does
not contribute to the subject’s own well
being.

At the London meeting Lord Kil-
brandon. a senior Scottish judge.
pointed out that Parliament would
have to introduce special legislation to
protect surgeons who wish to transplant
a kidney from a healthy donor. No one
can consent to such a serious maiming
injury under Common Law. Even the
written consent of the proposed donor
is not valid.

Most surgeons at the meeting, which
was sponsored by the Ciba Foundation,
believed that some legal protection is
urgently needed. The Health Ministry,
however. says that no legislation is
being considered. Even the British
Medical Association and Medical De-
fense Union have so far ignored the
need.

A British Tissue Act was introduced
in 1961 to help surgeons secure material
for grafting operations, but this applies
only to dead bodies.
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