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There has been much concern
since the association between
Creutzfeldt-Jakob disease (CJD)
and pituitary growth hormone (GH)
was first reported. Two recent
reports—“‘Human Growth Hor-
mone Therapy and Creutzfeldt-
Jakob Disease: A Drama in Three
Acts” (Brown, P. Pediatrics 1988,
80) and “latrogenic Creutzfelat-
Jakob Disease” (Rappaport, E.
Neurology  1987;37:1520)—de-
serve special comment.

Dr. Brown, author of the first re-
port, is a virologist and epidemi-
ologist who has worked at the NIH
for many years with Dr. Cariton
Gadjusek and other pioneers who
study kuru, CJD, and other brain
diseases attributed to long-acting

viruses. Dr. Rappapon, a pediatric
endocrinologist, wrote the second
report. She became involved in CJD
research while serving as a medi-
cal officer for the United States
Food and Drug Administration.
Dr. Brown's article is derived
from the Lawson Wilkins Lecture,
which he delivered in the spring of
1987 at the Lawson Wilkins Pediat-
ric Endocrine Society meeting. Dr.
Brown records the events that
prompted the termination of distri-
bution of native growth hormone
(GH), reviews epidemiologic stud-
ies that are currently under way as
a follow-up to the initial report of
three patients who received GH
many years before their deaths
from CJD in 1985, and reports four

additional cases of CJD—two
abroad and two in the United
States. He also reports two other
patients who received native GH
and who have a cerebellar syn-
drome, but whose histories and
clinical courses suggest that their
disease may be different from
CJD, although the possibility of
CJD cannot be ruled out com-
pletely.

There are, therefore, seven
proven cases of CJD worldwide
among patients who received GH
many years ago {five in the United
States, one in New Zealand, and
one in England). Six have had clin-
ical disease with pathological con-
firmation and the seventh had one
brain iesion consistent with CJD



identified at autopsy, although the
death was due to other causes. All
except the British patient received
pituitary GH prepared in the
United States between 1966 and
1969. A review of laboratory rec-
ords indicates that one batch of

pituitary glands harvested in 1966 -

had found its way into at least one
lot of the GH preparation given to
the five American patients. How-
ever, this batch could not be in-
criminated as the cause of CJD in
the patients from England and
New Zealand. Priority has been
given to a search for all recipients
of the early lots of pituitary GH.

Studies in animals given injec-
tions of GH prepared from the
early batches have not revealed
deaths attributable to CJD but, un-
fortunately, negative results do not
necessarily demonstrate freedom
from contamination.

Dr. Brown believes that the pos--

sibility of a major epidemic of iat-
rogenic CJD seems less and less
likely, and a reasonable guess is
that the final tally will be perhaps
15 10 20 cases, with an occasional
case reported over the next two
decades. Epidemiologic studies
are under way. The endo-
crinologic, social, psychologic,
and medical data that will be ob-
tained from them will go beyond
data that are used for the prospec-
tive and retrospective study of the
incidence of CJD.

in reply to an inquiry from me in
late October, 1987, Dr. Brown said
that there were no additional
known cases of CJD and that the
two patients with cerebellar syn-
drome were alive. He also stated
that the epidemiologic studies are
progressing and that the animal
studies are continuing.

Dr. Rappaport focused on the
transmission of CJD in her article.
In addition to transmission via in-
jections of GH, CJD has been in-
advertently transmitted during
surgical procedures, particularly
those necessitating grafts of tis-
sue, placement of electrodes in
the brain, or both. In animals, CJD
has been transmitted via the blood
and urine of infected patients. Ap-
parently, the infecting agent can
be present in the blood and urine

of asymptomatic patients. If so, the
risk of the iatrogenic spread of
CJD will be proportional to the
prevalence of potentially infec-
tious people in the population. Dr.
Rappaport calculates the possible
prevalence in different ways, and
depending on the assumptions
used, the prevalence of the carrier
state may be considerable.

On the basis of this possibility,
Dr. Rappaport makes . several
recommendations:

(1) The medical community needs
to be made aware of the potential
infectivity of tissue and body fluids
obtained from patients with CJD
and of the potentially significant
increase in the number of people
who may be harboring the CJD
pathogen.

(2) Hospitals should routinely re-
view their sterilization procedures
for surgical instruments and oper-
ating suites and their procedures
for decontamination of the CJD
pathogen. These should comply
with current recommendations for
inactivation of the CJD agent.

(3) Epidemiologic studies in pa-
tients exposed to native GH should
include a tabulation of the surgical
procedures performed before and
after GH therapy.

(4) Consideration should be given
to prohibiting recipients of
pituitary-derived GH from do-
nating blood, tissue, or organs.
(5) Regulations should be insti-
tuted to minimize the chance of
manufacturing biologic products
from the blood, tissue, or organs of
individuals who may harbor the
CJD pathogen.

Summaries of these articles are
presented to update our readers
about CJD. | asked Dr. Judith Frad-
kin to comment further. As Chief of
the Division of Endocrinology and
Metabolic Diseases, Program

- Branch, at the National Institute of

Diabetes and Digestive and Kid-
ney Diseases, she is responsible
for coordinating many of the on-
going CJD studies that are spon-
sored by the NIH.

Dr. Fradkin’s comments:

Clearly, recipients of pituitary GH
are at increased risk for CJD. The
extent of the risk will be better un-

derstood after the epidemiology
study is complete. However, a
comparison of the number of
cases of CJD identified in GH re-
cipients in the United States (five
over several years) with the total
number of cases of CJD in the
United States (142 deaths in 1980)
suggests that cases associated
with GH administration will con-
stitute a small fraction of the total
number of cases of CJD in Amer-
ica. Thus, while there is the poten-
tial for a significant increase in the
number of people harboring the
CJD pathogen, current experi-
ence indicates that GH administra-
tion is unlikely to have increased
the prevalence significantly. Be-
cause recipients of pituitary GH
are at increased risk for CJD, and
because there is no test to detect
infection, and because CJD may
be transmitted through blood or
tissue, these individuals should
not serve as blood or tissue do-
nors. Patients and physicians have
been notified of this recommenda-
tion, and blood banks will not col-
lect blood from pituitary GH recipi-
ents. The routine precautions
currently recommended to protect
medical personnel from exposure
to body fluids and tissues of pa-
tients with certain infectious: dis-
ease should be sufficient to pro-
tect against the CJD pathogen and
similar infectious agents. There
are no additional special precau-
tions for health care workers who
treat recipients of pituitary GH. It is
also reassuring that household
contacts, including spouses - of
persons who have CJD, have not
been at increased risk for infec-
tion. Thus, we do not recommend
that a person who has received
pituitary GH make any changes in
social or family interaction.

The epidemiology study is well
under way. ldentification of the co-
hort that received pituitary GH
through the National Hormone and
Pituitary Program is nearly com-
plete. The questionnaire to be ad-
ministered has been developed
under the guidance of an advisory
panel. The study is designed to
determine the incidence of CJD in
the cohort and the association of
CJD with specific lots of hormone;
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