PE R AEYIRTT 24 hip: //www. biother. org

Chin J Cancer Biother, Feb. 2012, Vol. 19, No. 1 .81 -
DOI: 10.3872/j. issn. 1007-385X. 2012. 01. 015 * '[éa K ‘}T‘ 7‘?1 *

T EHBE T R BRI I8 R Meta 217

L#ag oA, LR RART, ik A e g Tk (1 FERFESRR WEER B WM, FiE,
BT 810000; 2. HHEKFESE WMEERR MEAF, 5%, %7 810000 )

(4 E] 861 Meta W H0EE BN TR Z W INATF IR, 7k iHE LK EMbase . PubMed , Cochrane

P45 FP A B 2 SCoBa e 12 R 0 TR 4 SOBH 2R ONKT ) (A3 v Sc R 30 TSR 8 , WOBEAT 6 T4 2l By 7 T 4

Ffi AL Xt B335 randomized controlled trial , RCT ), P44 PE-H & B PE 29 AT 55 14 s 2 ot FF 3 BUSEE, FH Cochrane 13 R

P RevMan5. 0 5 PEHEAT Meta 43T, #6 e i L4 A 8 £ RCTs, $tit 836 {235 . Meta 43 H1 45 S 7 , JHFR 28 35 4352 Ll
WITE, TR AT AAERE K E S ZEFAMLT, ZRA %2 X[ RR =0.86,95% CI( 0.77,0.96 ),P <0.05 [;

HAERRAE DT M 2% P ALA G2 L RR =0.64,95% CI( 0.54,0.76 ),P <0.05 |, £ & : THZ M BIA ST 1T LUK &

H WAL & R YT A R REAR S U Y RCTs #F— 2P TESE

[ E8IR ] THE I S BAYT s BEALXT GRS ; Meta 047

[ FEISZES ] R735.7; R730.54 [ TEkFRERD ] A [ XEHE] 1007-385X( 2012 )01-0081-06

Adjuvant treatment with interferon for patients with hepatocellular carcinoma:
A Meta analysis based on randomized controlled trials

MA Xin-fu', ZHANG Cheng-wu', WEN Ying', ZHAO Jiu-da’, YAN Su', CAI Bao-jia', MIAO Wei', WANG Xiao-
long'( 1. Department of Gastrointestinal Surgery, Affiliated Hospital of Medical School of Qinghai University, Xining
810000, Qinghai, China; 2. Department of Oncology Medicine, Affiliated Hospital of Medical School of Qinghai Univer-
sity, Xining 810000, Qinghai, China )

[ Abstract ] Objective: To quantitatively assess the efficacy of interferon ( IFN ) in the adjuvant treatment for patients
with hepatocellular carcinoma ( HCC ) using Meta analysis. Methods: Randomized controlled trials ( RCTs ) of adjuvant
treatment with interferon for patients with HCC were searched in Embase, Medline, Cochrane Library, Chinese biomedi-
cine literature database, Chinese Scientific Journals full-text database, and Chinese Journal full-text databases. Two re-
viewers independently assessed the quality of included studies and extracted data. Meta analysis was carried out using Re-
view Manager ( version 5.0 ) provided by Cochrane Collaboration. Results: Eight RCTs totaling 836 patients were includ-
ed. Meta analysis showed that the adjuvant treatment with IFN significantly reduced the recurrence rate after curative treat-
ment of HCC, with a pooled risk ratio of 0. 86 ( 95 percent confidence interval 0.77 to 0.96 ); the effect on reduction in
mortality rate was still significant with a pooled risk ratio of 0. 64 ( 95 percent confidence interval 0. 54 to 0.76 ). Conclu-
sion: IFN has a beneficial effect on both mortality rate and tumour recurrence, and the results still need to be confirmed
by RCTs of high quality and large sample size.
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Total potentially relevant citations identified
clectronic databases (n=495)

Citations excluded after screening
titles and abstracts (r=402)

Studies retrieved for more
detailed assessment (n=93)

Papers excluded on the basis of

full text screen (n=84)

| Eligible for further review (n=9) |

Excluded on the basis of duplicate
report (n=1)

| Eligible for final meta-analysis (n=8) |

B1 xX#iFEiRERE

Fig. 1 Literature screening flowchart
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Tab.1 Characteristics of included studies
Study Intervention Patients’ characteristic Follow-up
(' month )
Ikeda K 10 patients received natural IFN-B 6 x 10° 20 patients with HCV infection and treatment with 25.0
(2000 )°’ twice a week for 36 months surgical resection or percutaneous ethanol injection
Kubo S 15 patients received 6 x 10° IFN-q intra- 30 men with HCV infection and curative surgical re- 60.0
(2000 )"’ muscularly every day for 2 weeks, then section
three times weekly for 14 weeks, and fi-
nally twice weekly for 88 weeks
Shiratori Y 49 patients received 6 x 10° IFN-q intra- 74 patients with compensated cirrhosis owing to HCV 85.2
(2003 ) ' muscularly three times weekly for 48 after curative ablation of a maximum of 3 HCC le-
weeks sions with percutaneous ethanol injection
Lin SM 11 patients received 3 x 10® IFN-o 2b in- 30 patients after non-surgical treatment ( TACE or 27.0
(2004 ) 12 tramuscularly three times weekly for 24  percutaneous acetic acid injection ) of HCV
months
Sun HC 118 patients received 3 x 10° IFN-o intra- 236 patients after curative resection of HBV related 36.5
(2006 )t ! muscularly twice a week for 2 weeks and HCC
then 5 x 10° three times weekly for 18
months
Mazzaferro V 76 patients received 3 x 10° IFN-o 2b 150 patients after curative resection of HCV-related 45.0
(2006 ) '+ three times weekly for 48 weeks or HCV and HBV-related
Lo CM 40 patients received 10 x 10°/m”> IFN-o 80 patients after curative resection of HBV-related 30.0
(2007 )"’ 2b subcutaneously three times weekly for HCC
16 weeks
Li M 108 patients received IFN-o 2b 3 x 10° 216 patients after TACE treatment of hepatitis B vi- 24.8
(2009 )" three times a week by intramuscular injec- rus HBV related unresectable HCC

tion one week
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Tab. 2 Assessment quality of included studies

Lost of
Study Randomization Allocation concealment Blinding ITT Grade
follow up
Ikeda K( 2000 )’ Unclear Unclear Unclear Yes Yes B
Kubo S ( 2000 )t/ Adequate Unclear Unclear Yes Yes B
Shiratori Y ( 2003 ) (1! Adequate Unclear Unclear Yes Yes B
Lin SM ( 2004 ) 12! Unclear Unclear Unclear Yes Yes B
Sun HC ( 2006 ) L7’ Adequate Adequate Unclear Yes Yes B
Mazzaferro V( 2006 ) [+ Adequate Unclear Unclear Yes Yes B
Lo CM ( 2007 )'*s! Adequate Adequate Unclear Yes Yes B
Li M ( 2009 '/ Adequate Adequate Unclear Yes Yes B
Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed, 95% CI M-H,Fixed, 95% CI
1.1.1 curative resection
IKeda K2000 10 7 10 25% 0.14[0.02,0.96] +——
Kubo S 2000 9 15 13 15 4.7% 0.69 [0.44, 1.09] —
Lo CM 2007 21 40 22 40  8.0% 0.95[0.64, 1.43] I
Mazzaferro 2006 44 76 47 74 17.3% 0.91 [0.70, 1.18] i
Shiratori 2003 40 49 23 25 11.1% 0.89 [0.74, 1.06] -
Sun HC 2006 67 118 71 118  25.8% 0.94 [0.76, 1.17] — .
Subtotal (95% CI) 308 282 69.5% 0.88 [0.78, 1.00] -
Total events 182 183
Heterogeneity: Chi*=5.18, df=5 (P=0.39), P=4%
Test for overall effect: Z=1.96 (P=0.05)
1.1.2 transarterial chemoembolization
Li M 2009 60 108 75 108 27.3% 0.80[0.65, 0.99] ]
Lin SM 2004 8 20 9 20 3.3% 0.89[0.43, 1.83] B
Subtotal (95% CI) 128 128 30.5% 0.81[0.66, 0.99]
Total events 68 84
Heterogeneity: Chi>=0.08, df=1 (P=0.78); P=0%
Test for overall effectl. Z=2.04 (P=0.04)
Total (95% CI) 436 410 100.0%  0.86 [0.77, 0.96] >
Total events 250 267 ) ) ) )
Heterogeneity: Chi>=6.03, df=7 (P=0.54); P=0% 05 0.7 1 15 2

Test for overall effect: Z=2.77 (P=0.006)
Test for subgroup differences: Not applicable

[ 2
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Fig.2 Meta analysis of recurrence rate of hepatocellular carcinoma patients after adjuvant treatment with interferon
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Interferon Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H,Fixed, 95% CI M-H,Fixed, 95% CI
2.1.1 curative resection
Kubo S 2000 8 15 10 15 5.0%  0.80 [0.44, 1.45] —
Lo CM 2007 8 40 16 40 8.0% 050[024,1.03] ¥———T
Mazzaferro 2006 17 76 23 74 11.7% 0.72]0.42,1.23] e
Shiratori 2003 19 49 13 25 8.6% 0.75[0.45,1.25] e
Sun HC 2006 38 118 60 118 30.1% 0.63[0.46, 0.87] —
Subtotal (95% CI) 298 272 63.5% 0.66 [0.53, 0.82] -
Total events 90 122
Heterogeneity: Chi>=1.34, df=4 (P=0.85); ’=0%
Test for overall effect: Z=3.75 (P=0.0002)
2.1.2 transarterial chemoembolization
Li M 2009 42 66 108 33.1% 0.64[0.48,0.84] ——
Lin SM 2004 4 20 5 10 33% 040[0.14,117] ——1—
Subtotal (95% CI) 128 118 36.5% 0.61[0.47,0.81] i
Total events 46
Heterogeneity: Chi>=0.67, df=1 (P=0.41); 1*=0%
Test for overall effect: Z=3.52 (P=0.0004)
Total (95% CI) 426 390 100.0% 0.64 [0.54, 0.76] -
Total events 193
Heterogeneity: Chi>=2.23, df=6 (P=0.90); 1>=0% t

Test for overall effect: Z=5.09 (P<0.00001)
Test for subaroup differences: Not applicable
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Fig. 3 Meta analysis of mortality rate of hepatocellular carcinoma patients after adjuvant treatment with interferon
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