BOEE KM 200846 HE 205 6 hup://www. ajsmmu. cn

* 600 -
Academic Journal of Second Military Medical University,Jun. 2008, Vol. 29, No. 6
E[ AR Y
DOI; 10. 3724/SP. J. 1008. 2008. 00600 o LAARIE

FRRMEREVIRAREE R BENNKERFBERT TS

o F ER TORER ) DE L SR
B A K2 IR IR AR BE B O R, 1 200438

(HE] AN :hEERENEIRREALELX EMARAENBEHXTSEREAHERNZR, ISR K4
WG EE, L EB %I 2003 4 7 A F 20054 8 AW T B E KM EER, LP 5 A RBEAL BB L
(AR 2P AMERMIBEH BRI WRHABFREALEE, XHABFHGEREFEHAT AN, HF BT Cox AKth
GIBAGAEEBHREAGRNYNEE, G B THER N U8 61432 REMH (203 DAL K4 fux¢
BARHAH 30 F 156 (24. 2V BERT HHEARE 30 d AREELF K 6. 7% 1.6%, Cox M th il # A 47 77,
AMBELE ZFARBELECRA NREL AERODUAMBRAERRERATHAREE, 4iR: AX UL IFHHEAE
EREEFREREEZZR AMEEALE RAMBEELRA ARESL R B L RMBE R kL REBEARE RN AR
H#*,

[XEiA] FHHE B FUGRR EL EF%

[PESES] RT735.7 [XHkFRAERD] A [XEHS] 0258-879X(2008)06-0600-06

Orthotopic liver transplantation as a rescue operation for recurrent hepatocellular carcinoma after partial

hepatectomy
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[ABSTRACT] Objective: To compare post-orthotopic liver transplantation(OLT) survival rates between patients with recurrent
HCC after partial hepatectomy and those with de novo OLT for HCC, and to screen for the risk factors associated with post-
OLT mortality. Methods: From July 2003 to August 2005,77 consecutive HCC patients underwent OLT,including 15 patients
with recurrent HCC after partial hepatectomy for tumor resection(the rescue OLT group) and 62 patients with de novo OLT for
HCC(the de novo OLT group); the post-operation survival rates were compared between the 2 groups. Thirty-three
demographic, clinical, histological, laboratory and intra- and post-operative variables were analyzed. Cox proportional hazards
regression model were used to screen for the factors associated with the survival rate. Results; The median age of the patients
was 48. 6 years and the median follow-up period was 20 months. Three patients(20. 0%) in the rescue OLT group and 15
patients (24.2%) in the de novo OLT group died during follow-up(P=0. 73). The 30 day-mortality of OLT was 6. 7% for the
rescue OLT group wvs. 1. 6% for the de novo OLT group(P=0. 27). Cox proportional hazards model showed that the presence of
pre-OLT hyperbilirubinemia, requirement of post-OLT transfusion, size of the largest tumor, tumor macroembolism and family
history of HCC were significantly associated with a higher hazard for mortality. Conclusion: No significant difference is found in
the survival rates between OLT as de novo therapy and OLT as a rescue therapy for patients with HCC. Pre-OLT
hyperbilirubinemia, post-OLT requirement of transfusion,size of the largest tumor, tumor macroembolism,and family history of
HCC are associated with a poor survival outcome.
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Tab 1 Comparison of demographic and clinical data between recurrent group and control group

Factor

Rescue OLT (N=15) De Novo OLT(N=62)

Age(year)
Male n( %)
Excessive alcohol use n( %)
Tobacco use n( %)
Family history of liver cancer n( %)
Hepatitis B infection 2( %)
Diabetes n( %)
Liver cirrhosis n( %)
Time from tumor detection to OLT ¢/month
Child-Pugh score n( %)
A
B
C
UICC pTNM tumor staging
Total bilirubin ¢g/(pmol « L™
Direct bilirubin ¢g/(pmol « L™1)
Albumin pg/(g +« L™1)
Prealbumin pp/(g « L™1)
Alanine aminotransferase zp/(U « L™1)
Aasparate aminotransferase zp/(U + L™ 1)
Prothrombin time ¢/s
Activated partial thromboplastin time ¢/s
OLT operating room time ¢/h
OLT anhepatic time z/min
OLT intra-op bleeding V /L
OLT intra-op transfusion V/L
OLT post-op transfusion V /L
Pre-OLT a-fetoprotein zp/(U « L)
Post-OLT a-fetoprotein zp/(U « L™1)
Change in o-fetoprotein after OLT
Postoperative histopathology
Size of largest tumor in diameter d/cm
Number of tumor
Histology differentiation of tumor (%)
Moderate
Poor
Tumor vascular invasion n( %)
None
Microvascular
Macrovascular
Tumor in right lobe
Post-OLT treatment n( %)
None
Chemotherapy

Time of follow-up ¢/month

50. 0(46. 0-55. 0) 49.0(44. 0-55. 0)
14(93.3) 51(82.3)
5(33.3) 13(21.0)
7(46.7) 52(83.9)
3(20.0) 8(12.9)
15(100. 0) 57(91.9)
2(13.3) 7(11.3)
15(100. 0) 60(96. 8)
1.0(1.0,3.0) 2.0(1.0,3.0)
7(46.7) 39(62.9)
6(40.0) 23(37.1)
2(13.3) 0¢0.0)
3.0(3.0,3.0) 3.0(3.0,3.0)
22.8(15.0,54.6) 32.1(23.0,55.4)
10.4(5.8,35.3) 14.4(9.8,29.5)
35.3(32.1.42. D 34.5(32.0,37.6)
12.7(9.3,15.3) 10. 3(6.9,14.5)
90.1(37.7,183.9) 48.9(37.8,91.7)
85.4(36.5,150.0) 65.5(47.1,99.4)
14.5(13.3,17.9) 15.2(13.4,17.8)
34.7(31.8,38.0) 34.8(30.7,41.3)
8.0(7.2,8. 1D 6.8(5.7,7.7)
65.0(60.0,81.0) 62.0(56.0,74.0)
2.0(1.5,2.3) 1.5(1.2,2.0)
1.6(1.0,2.0) 0.8(0.4,1.4)
1.2(0.8,2.0) 0.4(0.0,1.4)
7.5(4.9,27. 1) 362.6(20.4,3480. 0)
5.3(4.1,10.9) 15.7(5.4,120. 4)
4.2(0.8,21.8) 337.9(13.3,3023.5)
3.0(1.5,6.0) 3.6(2.5,6.0)
1.0(1.0,4.0) 1.0(1.0,2.0)
8(53.3) 9(14.5)
7(46.7) 53(85.5)
5(33.3) 26(41.9)
8(53.3) 33(53.2)
2(13.3) 3(4.8)
13(86.7) 53(85.5)
1¢6.7) 2(3.2)
14(93.3) 60(96. 8)
18.0(12.0,24.0) 21.0(14.0,32.0)
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Tab 2 Clinical data of HCC at time of

tumor resection in reccurent group

(n=15)

Factor Statistics ™
Years since tumor detection 4.0(3.0,5.0)
Mean diameter of tumor d/cm 4.5(3.0,8.0)

Tumor-free interval after resection ¢/month 26.0(6.0,38.0)
Microsatellite lesions n( %)

0 11(73. 3)

1 4(26.7)
Number of post-resection trans-catheter

arterial chemoembolization 7( %)

0 3(20)
1 4(26.7)
2 5(33.3)
3 2(13.3)
6 166.7)

Number of post-resection percutaneous

ethanol injection n( %)

0 13(86.7)

3 1(6.7)

16 1(6.7)
Tumor in the left lobe n( %) 12(80)
Unifocal tumor n( %) 15(100)
Vascular invasion n( %)
None 10(66. 7)
Microvascular 3(20)
Macrovascular 2(13.3)
Non-encapsulated tumor n( %) 9(60)

* Statistics presented are median values (Q25,Q75) or n( %)
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1 BFRAREGFEEMIELEFER Kaplan-Meier 43 #7
Fig 1 Kaplan-Meier analysis of total survival rate
and tumor-free survival rate of patients
A ; Comparison of total survival rates after OLT between recurrent
patients and de novo patients; B: Comparison of tumor-free survival

rates after OLT between recurrent patients and de novo patients
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Tab 3 Univariable Cox proportional hazards model
Factors Hazard ratio(95%CD P value

Demographic

Age 0.92(0. 88,0.97) <0. 001

Gender(Male vs Female) 1. 6(0.36,6.9) 0. 54

Tobacco(Yes vs No) 1.7(0.48,5.8) 0.42

Excessive alcohol use(No vs Yes) 1.1€0.37,3. 4 0.83

Family history liver cancer (Yes vs No) 4.4(1.6,11.9) 0.004

Diabetes(Yes vs No) 1.4(0.42,5.0) 0.57

Interval from tumor detection to OLT 0.99(0.91,1.07) 0.74
Disease group

Recurrent liver cancer (Yes vs No) 1.02(0.29,3.5) 0.98
Preoperative laboratory test

Total bilirubin 1.01(1.004,1.01) <20. 001

Direct bilirubin 1.01(1.01,1.0D) <20. 001

Albumin 0.99(0.90,1.10) 0.91

Pre-albumin 0.91(0.82,1.02) 0.11

Alanine aminotransferase 1.00(1.00,1.01) 0.57

Aasparate aminotransferase 1.00(1.00,1.01) 0.15

Prothrombin time 1.04¢0.92,1.2) 0.51

Activated partial thromboplastin time 1.01(0.96,1.08) 0.62
Tumor histopathology

Size of largest tumor 1.1(1.03,1.2) 0. 009

Tumor staging 1.6(0.43,6.2) 0.47

Tumor range 1.3(0.90,1.9) 0.16

Tumor location(left ws right) 1.2(0.33,4.0) 0.82

Microembolism(micro vs none) 2.1€0.67,6.7) 0.2

Macroembolism(macro vs none) 10.5(2.3,48.3) 0. 003
Preoperative staging

Child-Pugh Score 1.500.67,3. 4 0.31
Intraoperative factors

OLT operative room time 1.1¢0.80,1.6) 0.48

OLT anhepatic time 0.97(0.92,1.0D) 0.11

OLT intra-operative bleeding 0.47(0.20,1. 1) 0.097

OLT intra-operative transfusion 0.73(0.43,1.2) 0.24

OLT post-operative transfusion 1.1¢0.90,1.4) 0.33

x4 ZLE Cox NI bLHI&E
Tab 4 Multivariable Cox proportional hazards model
Factors Hazard ratio(95%CD P value

Recurrent liver cancer (Yes vs No) 1.7¢0.38,7.2) 0.5
Total bilirubin 1.01(1.006,1.02) <0. 000 1
OLT post-operative transfusion 1.4(1.1,1.8) 0.008
Size of largest tumor 1.3(1.1,1. 4) 0.000 4
Family history liver cancer (Yes vs No) 7.7(2.2,26.9) 0.001
Microembolism (Yes vs No) 3.4(0.85,13.5) 0.08
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