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Orthotopic liver transplantation for primary hepatic

cancer*~

Zhang Kun, Jiang Yi, LU Li-zhi, Zhang Xiao-jin, Yang Fang, Chen Yong-biao, Cai Qiu-cheng, Pan Fan

Abstract

BACKGROUND: The affected liver can be completely removed by liver transplantation, long-term efficacy is superior to liver
resection, the 5-year survival rate reaches 70% H1. In addition, liver transplantation can avoid a serious risk for incomplete liver
function caused by hepatic resection in the case of liver dysfunction.

OBJECTIVE: To retrospectively analyze the treatment effects and importance of orthotopic liver transplantation for primary

hepatic cancer patients.

METHODS: A total of 75 patients with primary hepatic cancer treated by orthotopic liver transplantation in Department of
Hepatobiliary Surgery, Fuzhou General Hospital of Nanjing Military Area Command of Chinese PLA from March 1980 to
December 2008 were involved in the analysis for the postoperative survival rates and recurrence of tumors.

RESULTS AND CONCLUSION: For all the patients, the total postoperative survival rate in the 1, 2" and 3™ year was 86.6%,
66.7% and 53.3% respectively, the disease free survival rate was 65.2%, 53.9%, 34.1%. Their mean survival time is 25 months.
For the patients in line with Milan standard, the postoperative survival rate in the 1, 2" and 3™ year was 88.4%, 72.5% and
57.9% respectively, the disease free survival rate was 77.6%, 62.3%, 51.8%. Their mean survival time is 39 months. Tumor
recurrence occurred within one year in all six patients who were beyond Milan standard. Two patients died in one year after
operation, the survival rate at postoperative one year was 66.7% and the remanent four patients all died in the 2nd year after
operation. Orthotopic liver transplantation was one of the effective treatments for primary hepatic cancer patients. The patients
which were measured up to Milan standard would have the best curative effects.

INTRODUCTION

It is well-known that early diagnosis and treatment are
difficult for primary hepatic cancer patients, these can
result in the poor prognosis. Although hepatectomy is
regarded as the preferred treatments for hepatic
cancer patients, it is regrettable that most of the
patients can not endure this operation because of the
poor liver function caused by concomitant liver
cirrhosis or polycentric cancers. Even the
hepatectomy could be performed in these patients,
tumor still may reoccur in three years after operation.
These all result in the curative effects for hepatic
cancers by routine therapy. Clinical liver
transplantation brings a delightful new therapeutic
method for liver cancer patients. In this operation, the
total morbid liver, local lymph nodes and possible
corrosive local vessels would be totally resected. By
this method, not only the cancer could be resected but
also the portal hypertension caused by liver cirrhosis
could be resolved radically. Then we could get new
livers with normal structure and function!'l. It reveals
more predominance than routine therapies for hepatic
cancers. In this article, seventy-five hepatic cancer
patients treated by liver transplantations in
Department of Hepatobiliary Surgery, Fuzhou General
Hospital of Nanjing Military Area Command of
Chinese PLA from March 1980 to December 2008
would be analyzed.

SUBJECTS AND METHODS

Design
Case analysis.
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Time and setting

The experiment was implemented in Department of
Hepatobiliary Surgery, Fuzhou General Hospital of
Nanjing Military Area Command of Chinese PLA
from March 1980 to December 2008.

Subjects

Seventy-five hepatic cancer patients treated by liver
transplantations in our hospital from March 1980 to
December 2008 were analyzed (Male 59 cases,
Female 16 cases). Among these patients, sixty-nine
patients met a criterion of Milan and six patients
were below standard of Milan. Their age was from 25
to 72 years (average 46.87 years). The follow-up
time was from 1 to 44 months (average 19.25
months). The follow-up rate was 100%. The liver
functions of the patients were 58 cases with Child
grade A, 15 cases with Child grade B, 2 cases with
Child grade C. Seventy-one patients had traditional
orthotopic liver transplantations and four patients
had piggy back liver transplantations.

Tumors

The size, amount, vessels and proliferative area of
tumors were ascertained by B ultrasound, CT or
MRI before operation and pathology after operation.
Sixty-nine cancer patients were measured up to
Milan standard and six patients were not (Three
cases had only one liver cancer node without
proliferation but the diameter of the cancer node
was more than 10 centimeters. Two patients had
diffuse small cancer nodes in the liver without
outside proliferation. One patient had a
2-centimeter large and 3-centimeter large cancer
node in liver with hepatic portal lymph node
metastasis).
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Statistic analysis

The total survival rate and disease free survival rate of all
involved patients were determined. Tumor reoccurrence rate
and survival time in 1, 2 and 3 years after operation for these
hepatic cancer patients were analyzed respectively. Data
were imported into Systat software (SPSS 11.0 software
package for statistical computations and graphing). One-way
analysis of variance, independent-samples t-test and
Chi-Square tests were used to evaluate the differences
between groups. A level of P < 0.05 was considered a
significant difference.

RESULTS

For 1, 2 and 3 years after operation, the total survival rates
and disease-free survival rates for all the forty-five patients
were 86.6%, 66.7%, 53.3% and 65.2%, 53.9%, 34.1%
respectively. The survive time ranged from 3 days to 45
months (average 25 months). There were ten, fifteen and ten
patients died in the first, second and third years after
operations. Forty patients lived more than three years.
Tumor reoccurrence time ranged from 2 months to 39
months (average 25 months).

For 1, 2 and 3 years after operation, the total survival rates
and disease-free rates for patients measured up to Milan
Standard were 88.4%, 72.5%, 57.9% and 77.6%, 62.3%,
51.8% respectively. The average survive time was 39
months. Tumor recrudescence occurred in the six patients
who were not measured up to Milan Standard in the first year
after operation. Two patients died in the first year after
operation and the one-year survival rate was 66.7%. The
other four patients died in the second year after operation
and the average live time was 14 months. For the survival
rate and tumor recrudescence rate in the 1, 2 and 3 years
after operation, there were significant differences between
the two groups (P < 0.05).
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Figure 1 Postoperative survival rate and disease-free
survival rate for 75 hepatic cancer patients treated by liver
transplantation

DISCUSSION

Choice of indication for liver transplantations in hepatic
cancer patients
Milan Standard is regarded as the routine indication for liver
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transplantations in hepatic cancer patients nowadays. This
standard means a single tumor with diameter’s not larger
than 5 centimeters or less than three tumors with diameters’
not larger than 3 centimeters, with no vessels infiltrate in the
liver and no metastasis outside the liverl'l. It has reported
that for hepatic cancer patients keep to Milan standard and
not, the four-year survival rate of the former group was
much higher than the latter!"-2. In our center, seventy-five
hepatic cancer patients were treated by liver
transplantations from March 1980 to December 2008. In
these patients, sixty-nine cases measured up to the Milan
standard, and they had much better prognosis than those
who did not measure up to Milan standard. We also found
that forty cases of these patients lived longer than three
years after transplantation. For those patients who did not
measure up to Milan standard, the one-year recrudescence
rate after operation was 100% and the long term prognosis
was much poorer.

Recrudescence risks of hepatic cancers patients after
liver transplantations

Many factors could induce the cancer recrudescence for
patients after liver transplantation, such as surgical
indications, surgical processes and the choice of
postoperative immunosuppressant therapy®l. Could the
primary hepatic cancer especially the progressive cancer be
regarded as indications for liver transplantation? The
estimation should base on the tumor size and amount or the
envelope of tumors, as well as the vessel infiltration and the
lymph node metastasis. The biological and pathological
characteristics of tumors, hepatocirrhosis and hepatitis virus
infections also should be analyzed before transplantations.
Generally speaking, small liver cancer (diameter smaller
than 5 centimeters) with hepatocirrhosis, no vessel
infiltration and outside metastasis are the accepted
indication for liver transplantation!®. But for many patients
with progressive cancers, the very small metastasis could
not be found before transplantations, these made the cancer
recrudescence easily occurred after liver transplantation. If
the manipulations during the operation were not appropriate,
the tumor cells’ strewment also easily occurred, therefore
causing the cancer recrudescence after operation®. Then it
was very important for us to pay more attention to the
manipulations during the operation to avoid the tumor cells’
strewment. At the same time, postoperative
immunosuppressant therapy restrained the anti-tumor
immunoreaction of patients, these also made the cancer
recrudescence easily occurred!”.

Prevention of liver cancer recurrence after liver
transplantations
Prevention of cancer recurrence is the most important thing
for those liver cancer patients treated by transplantations.
Appropriate choice of indication for liver transplantations in
hepatic cancer patients maybe directly affects the prognosis
for these patients. Small liver cancer with liver cirrhosis is
commonly regarded as the ideal indication for liver
transplantation nowadays, but whether the exhibition period
liver cancer could be regarded as the indication for
transplantation still has debates!®'%. Because the liver
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cancer could grow larger and metastasis to other sites in the
patients waiting for transplantations, then the antiblastic
treatment for cancers before transplantations becomes
helpful to prevent the cancer cell metastasis and
post-operative recurrencel'-12, Take the transcatheter
hepatic arterial chemoembolization for an example, PEI and
peri-operative chemotherapy all could be used in the
operation waiting period!'3-1%1. Excessive use of
immunosuppressant after transplantation could cause
cancer recurrence and post-operative infections, but
deficient use also induces post-operative repulsion. Then
appropriate use of immunosuppressant is very important for
these transplantation patientsl'”-"1. With the development of
living donor liver transplantations, waiting time for donors
becomes markedly shorter than beforel?9-2"l, This also is
helpful to prevent post-operative cancer recurrencel?2-241,
Generally speaking, post-transplantation cancer recurrence
is still a hotspot in clinical transplantations?5-291. We all hope
that the prevention for post-transplantation cancer
recurrence might become consummated by our unremitting
research.
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TSR I A Following admission (within 3 days), at 6, 12, and | Following admission (within three days), at days 6,
30 days subsequent to disease attack, 3 mL 12, and 30 days subsequent to disease attack, 3 mL
venous blood was taken from each patient venous blood was_taken from each patient before
before morning mean, followed by 10-minute the morning meal, and were centrifuged at
centrifugation at 3 000 r/min. 3 000 r/min for 10 minutes.

TG B Basic recovery, marked improvement, and Basic recovery, marked improvement, and

FiE A K improvement were regarded as good prognosis, improvement were regarded being signs of good

and no changes and deterioration were prognosis, and no change and deterioration were

considered poor prognosis. considered signs of poor prognosis.

KRS ... Bz

with... even...

In the NGF group, neurites were apparently In the NGF group, neurites were present, and the

longer than ...., presented, and the length of neurite in some adult | length of neurites in some adult neurons was

neurons could reach over 100 ym, even 200 uym. longer than 100 ym, with some even reaching 200

pm.
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