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Effect of conversion to sirolimus-based immunosuppression on tumor recurrence after liver transplantation for

hepatocellular carcinoma beyond the Standard Milan Criteria
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[Abstract] Objective To investigate the effect of sirolimus (SRL)-based immunosuppression regimen on the survival and
tumor recurrence in liver transplantation recipients with hepatocellular carcinoma beyond the standard Milan criteria. Methods
We retrospectively analyzed 22 patients who received liver transplant in our hospital for HCC beyond the standard Milan criteria
from June 2010 to June 2011. Eleven patients received tacrolimus for immunosuppression after liver transplant and the other 11
were converted from tacrolimus to SRL-based immunosuppression. The incidence rate of acute rejection, tumor-free survival
period, blood routine, liver function and complications were compared between the two groups. Results The incidence rates of
acute rejection were not significantly different between the two groups after a mean follow-up of (1243) months (range, 7-18
months). Four patients in the SRL group and eight patients in tacrolimus group had HCC recurrence and metastasis. Kaplan-
Meier recurrence-free survival curves demonstrated that SRL group had a significantly longer HCC recurrence-free survival than
tacrolimus group(P<C0. 05). Compared with tacrolimus group, SRL group had significantly lower leukocyte and platelet counts
(P<C0.05). The tacrolimus-related nephrotoxicity was modestly improved in all the three patients after converted to SRL. Two
patients suffered oral ulcers after conversion to SRL treatment and no severe complications such as arterial thrombosis were
observed. Conclusion SRL can be effectively used for liver transplant recipients with hepatocellular carcinoma beyond the
standard Milan criteria; it can achieve a similar anti-rejection effect to tacrolimus and can greatly reduce tumor recurrence.
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Fig 1 Disease-free survival curves
of patients in the two groups
CNI: Calcineurin inhibitor (Tacrolimus); SRL: Sirolimus. Log-rank

test, P=0.036
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Tab 1 Comparison of infection rates between the two groups

Group N Posiiltive Neg]elltive Infec(tinzn) rate
CNI 11 4 7 36. 36
SRL 11 2 9 18. 18
Total 22 6 16 27.27

CNI: Calcineurin inhibitor (Tacrolimus); SRL: Sirolimus
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Tab 2 Changes of liver function, blood glucose, and blood routine indices between the 2 groups 6 months after transplantation

n=11, x+s
G STB ALT ALB GLU WBC HB PLT
TOUP /(umol « LT 2 /(U L7Y pp/(g e L7Y ep/(umol « L7 (X10° « L7 pp/(geL7H  (X10° - LY
CNI 25.55+15.34  21.27416.11  42.7344,82 5.6341.35 4.66+0. 94 112.36+21.86  144.18+72.69
SRL 19.454+13.11  22.18+9.21 43,6444, 82 4,7741. 22" 3.16+1.12*  108.73430.52  120. 73454, 28"

CNI: Calcineurin inhibitor (Tacrolimus); SRL: Sirolimus; STB: Serum total bilirubin; ALT: Alanine aminotransferase; ALB: Albumin;

GLU: Glucose; WBC: White blood cell; HB: Haemoglobin; PLT: Platelet. * P<C0. 05 vs CNI group
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