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Liver microvessel density in evaluating therapeutic effect of sorafenib combined with argon-helium cryoablation

in treatment of advanced hepatocellular carcinoma
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[Abstract] Objective To investigate the therapeutic effect of argon-helium cryoablation combined with sorafenib on
hepatitis B-related advanced hepatocellular carcinoma ( HCC) and to evaluate the role of microvessel density (MVD) in
prognostic evaluation. Methods A total of 102 patients with advanced HCC were randomly divided into two groups, with 50
receiving sorafenib plus cryoablation(group S&.C) and 52 receiving only cryoablation (group C). The endpoint of the treatment
was tumor progression or untolerable adverse reaction. Tumor tissues were obtained before treatment. MVD was evaluated by
immunohistochemical analysis using CD34 antibody. The therapeutic effects were evaluated according to RECIST criterion every
4-6 weeks. The adverse events were observed in both groups; the therapeutic effect, overall survival time(OS), and time to
progression(TTP) were compared between two groups. Results In group S&.C, complete response (CR) was achieved in 2
patients(4 %), partial response(PR)in 9 (18%). and stable discase(SD) in 22 (44 %), with the disease control rate (DCR)
being 66 % ; in group C, no CR, PR in 4(7.6%), and SD in 19(36.5%), with the DCR being 44. 2% (P<C0.05). The overall
survival (OS) and the time to progression (TTP) were significantly longer in group S&.C than in group C (12. 5 months vs 8. 6
months, 9.6 months vs 5. 3 months; P<C0.01). The mean MVD in group CR&PR (111/0. 74 mm?) was significantly lower
than that in group PD(339/0. 74 mm®., P<C0. 01). Patients with lower MVD receiving sorafenib plus cryoablation had longer OS and
TTP than those only receiving cryoablation. The OS and TTP in patients with higher MVD had no significant difference between
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different groups. Conclusion Sorafenib plus cryoablation is a safe and effective therapy for patients with advanced HCC; it can improve

the OS and TTP of patients. Patients with higher MVD have a lower response to therapy and poor prognosis.
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Tab 1  Demographic and baseline

characteristics of 102 patients with AHCC

Sorafenib&.Cryo  Cryo

Ttems (n=50) (n=52) P

Age (year) 51.6410.2 52.3+7.9  0.061 2
Sex

Male 47 47 0.465 6

Female 3 5
ECOG performance status

0 15 17 0.783 4

1 28 30

2 7
Diameter of tumor d/cm 8. 254 3. 43
Alpha-fetoprotein

=400 ng/ml 24 24 0.851 9
<400 ng/ml 26 28
HBV DNA positive 29 27 0.537 5
HBeAg positive 9 13 0.390 2
Child-Pugh class
A 39 43 0.550 7
B 11 9
Tumor differentiation
Well 9 10 0.786 0
Moderately 28 30
Poorly 13 12

Cryo: Cryoablation
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Fig 1 Overall survival time(OS) and time to progression(TTP)

Kaplan-Meier survival curves of patients in two groups

(log-rank P=0. 001 for OS and TTP)
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Fig 2 Staining of microvessels by anti-CD34

immunostaining( pink staining) in tumor tissue(SP staining)

A High expression of MVD-CD34 (lower: liver tissue; upper: tumor tis-

sue) ;B: Low expression of MVD-CD34. Original magnification; X 200
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Fig 3 OS and TTP Kaplan-Meier survival curves

for patients with lower MVD in two groups
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