
Transplants for
Liver Cancer Show
Promise, Not Proof

This is the second of two articles ex-
amining the use of liver transplants in
the treatment of liver cancer.

Liver transplants are gaining popular-
ity as an option for treating nonmeta-
static primary liver cancer. Surgical
removal of the entire tumor is the treat-
ment of choice for hepatocellular carci-
noma (HCC) when the disease is
confined to the liver. But in less than a
third of such cases is complete resection
possible, so that some patients must set-
tle either for partial resection or none.

"A transplant is the only hope of
cure for the patient with localized HCC
who is not a candidate for total tumor
resection," said John P. Me Vicar, M.D.,
assistant professor of surgery in the Di-
vision of Transplantation at the Univer-
sity of Washington, Seattle. "Besides,
HCC is secondary to cirrhosis in about
90% of these patients and a quarter or
more of them are chronically infected
with hepatitis B virus, hepatitis C virus,
or occasionally both."

Me Vicar noted, "An added bonus of
transplantation is that it can potentially
cure both the cancer and the underlying
cirrhosis and may alleviate hepatitis."

Almost 30 Years Ago

The first successful transplant in a
patient with primary liver cancer was
performed in 1967 by Thomas Starzl,
M.D., — then at the University of Colo-
rado Medical Center in Denver, and
now at the University of Pittsburgh. Un-
fortunately, the patient, a 19-month-old
girl, died of recurrence of the tumor 14
months later. Although some of the pa-

tients who followed her in the next dec-
ade or so did somewhat better, most also
had their cancers recur, and only about
25% survived for as long as 3 years.

That was still the situation when the
National Institutes of Health Office of
Medical Applications of Research held
a consensus conference on liver trans-
plantation in 1983. The conference's re-
port, nonetheless, included unresectable

primary liver
cancer con-
fined to the
liver as one of
the "appropri-
ate" indica-
tions for liver
transplanta-
tion, saying
that "it may
(if nothing
else) achieve
significant pal-

liation (of the malignancy)."
By 1993, the most recent year for

which U.S. data are available, the 3-
year survival rate for recipients with a
diagnosis of primary liver cancer was
61%. Refinements in surgical tech-
niques and postoperative care contrib-
uted to the improvement as, perhaps,
did advances in immunosuppression.

Some in the liver transplant commu-
nity stratify patients by such factors as
tumor stage, tumor size, and the pres-
ence or absence of regional lymph node
involvement. A prospective study of pa-
tients with unresectable early stage
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HCC and cirrhosis who were trans-
planted at Italy's National Cancer Insti-
tute in Milan (The New England
Journal of Medicine, March 14, 1996)
is illustrative.

Vincenzo Mazzaferro, M.D., and his
colleagues enrolled 48 patients who
were judged by preoperative tests to
have either a single tumor no larger
than 5 cm in diameter or a maximum of
three tumors, none larger than 3 cm in
diameter. All these patients received
transplants between January 1991 and
December 1994.

When the patients' livers were exam-
ined in the laboratory after their re-
moval, 13 of the 48 were found to have
larger tumors or more tumors than had
been indicated by the preoperative tests,
which ultimately affected the study's re-
sults. The survival rate of the 35 pa-
tients whose tumors were actually as
small or as few as thought was 85%.
The survival rate of those with larger or
more tumors was only 50%.

This comes as no surprise to Goran
B. Klintmalm, M.D., Ph.D., who heads
the liver transplant program at the Bay-
lor Institute of Transplantation Sciences
in Dallas. "Important as preoperative
testing is," he said, "it is not infallible.

"But beyond that," he continued, "the
patients we see with localized disease that
would meet the criteria for transplant in
Dr. Mazzaferro's study are so few and far
between that I would have to call them
very rare. The greater challenge is the
typical patient whose tumors — whether
single or multiple — are larger and in a
somewhat later stage."

To meet that challenge, Klintmalm
and his group have been using a proto-
col that includes low doses of chemo-
therapy for several weeks before
transplantation and intraoperative and
postoperative chemotherapy. Of 20
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