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' * Y TEAT: 670 vs 12748
45-49KM 494 84 CHAFZLE HBV 9%
L
(]
50-54M| 87.6 16.8 HdzZS
55-594 122.8 25.5 » & A71o] E/MOf|AM X}O|: ZITEA| 7]
60-644 144.2 438 = MEZM: lead time2 Bt
o1 T [
65-69A 175.9 54.5
= CHHEEEM : significant
70-74A] 2023 718 HHBEY : sig
2EELA - ignifi
75-79A 229.9 776 = CHHZFEM : not significant
80-84AM| 255.9 88.0
85 A 0] A 215.7 919
Table 1. and dinical of patients and treatment of carcinoma.
Variable Group 1 (6M) Group2 (12M) v
Median age (yr) (n = 548) 67.0 680 0219)
(30.0-890] (460-88.0)
Sex (MIF] (n=643) 358/152 99/40 0835
(702/298%) (71.2/288%)
Etiology (n=648] 0110
Exporiimoslal | Eliiol Fisk Ratio Fisk Ratio TSI TS ENER)
Study or Subaroup Events Total Events Total Weight M.H.Random,95%Cl M.H, Random, 95% CI TV (=410, 6339 TG00 EIE)
;varvﬂa;:;hnnE 2003(74) 5 210 3349 1000% 277 [0.67,11.47] 1 Acohol (n=51; 7.9%) 39(1.7) 12(86%)
Subtotal (95% CI) 210 349 1000% 277 [067,1147] t x‘ﬂ:‘;:*;;f;:? 1553 ;7 353;? gﬁ[z‘ljizm
Total events 5 3 ZBi 394 2 (& 27
Helerogeney: Not applicable Period of diagnasis (1= 648 0019
Testfor overall effect Z=1.41 (P=0.16) 1987-1996 (n = 180; 27.8%) 129 (25.3%) 51(36.7%)
1997-2006 [ =468; 72.25%) 380 (147%) 83(5332)
Tota (9551 20 M9 1000% 277 (07, 147 - = -
Total events 5 3 cmorbid ilinesses (1 = 506 :
Heterageneity: Not applicable e No (n=311; 513%) 251 (52.3%) 60(47.6%)
Testfor overall effect Z=1.41 (P=0.16) Smon. Favours [contral Yes (n=295; 43.7%) 229 (47.7%) 66524%)
Test for subaroun differences: Not abnlicable -
ecati i ey Median ALT (ULRR) (n = 633) 1.79(025-13.60) 150(042-9.13) 0062
Study or Subarou loa[Hazard Ratiol V. Random, 95% CI IV. Random. 95% Cl Alpha-fetoprotein (n = 631) 0.188)
Santi V_2010 03293 01431 1000%  1.391.05 184 <20 ngml (n=315: 498%) 250 (503%) 65(485%)
Lo(‘ar (95%Cl) o] 100.0% 11.05,1.84] S,;ﬁg'ﬂr?i[,"g;zﬁ‘sgﬁh‘ égd;g@? ;éfﬂg
Test o ovarensect 22 230 (= 007 o 04 L 20 00 Child-Pugh class (1 =649) 0829
estforoverall eflect 2= 2.30 (° = 0.02) Favours [experimental] Favours [control] e 577[-37555‘;5)7 ] ] =
265%) 134 (263%) 38/273%)
- =] Gl | Cancer stage (1 -634) K
O 12 3% AR 3] 6703 1218 te] v G;fﬁ::,;a e \,‘;:\Q R 120 (24.1%) 7(51%) i
Solitary 2.1-3.cm, V0, NO, MO ( 94(189%) 22(16.12)
Solitary 3.1-5 cm, V0, NG, M0 (n=91; 144%) 61(123%" 3021.9%)
2-3 nodules, <3 cm, VO, NO, MO (n=93; 1475 73(142%) 20(1462)
Outside Milano criteria (n =207; 32.6%) 149 (300%) 58(423%)
Median tumor size (cm) (n=622) 25 (02-18) 33 (08-11) <000

Table 3. Variables associated with the

@ mortality. Note that in Group T patients

the survival was corrected for the lead time bias (see Methods).

Univariate Multivariate
analysis analysis
» Hazard ratio (95% Cl)

Median age 0099

>67 yr

<67yr 01
Sureilance

Semiannual

Annual
Median platelet count 0.005

101,000/l 1

<101,000/pl 1.32(1.04-166)
Alpha-fetoprotein <0.001

<20 ng/ml 1

21-200 ng/ml 1.32 (1.03-1.70)

>200 ng/ml 1.77 (1.27-2.46)
Child-Pugh class <0.001

A 1

B 1.62 (1.27-207)
Esophageal varices <0.001 -

No

Yes
Cancer stage <0.001

T <2 cm, VO, NO, MO 1

2 cm <T <3 cm, VO, NO, MO 1.35 (0.90-2.01)

3 cm <T <5 cm, V0, NO, MO 1.57(1.04-238)

2-3 nodules, <3 cm, VO, N0, MO 138 (0.91-2.11)

Outside Milano criteria 2.61(1.84-371)
Treatments <0.001

Transplantation 1

Resection 5.07 (1.89-13.58)

Percutaneous ablation
TACE (2 percutaneous ablation)
Others/palliation

5.04(1.98-12.78)
7.41(2.96-18.56)
16.91 (6.64-43.08)

0=
TR
A

2z

=
ZEGIT: <6M vs >6M(<6M £2222)
o| £440lM xto]

gHlo|2{Ax| 28, Child class 2%

M: lead time2 HIY
=

M : significant
M : not significant
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TABLE 2. Comparison of Demographic, Clinical, and Tumor Characteristics of Patients
Diagnosed With Hepatocellular Carcinoma According to Surveillance Interval

Group 1 (n=219)  Group 2 (n = 181)

Characteristics (Interval <6 mo) (Interval > 6 mo) P
alot% P = :
[ Mean age (y. mean + SD) 56.6 + 9.0 58.6 + 9.0 0.0 |
Surveillance interval (mo, median) 55 11.0
Range (mo) 26 7-15
Etiology of liver discase (%) 032
HBV 166 (75.8) 123 (68.0)
HCV 38 (174) 38(21.0)
-, - HBV + HCV 2(1.0) 1(0.6)
Risk Ratio Risk Ratio Non-B non-C R 1704)
Study or Subgroup _loqIRisk Ratiol __SE Weight IV, Random, 85% Cl IV, Randomm, 85% CI [Antivinal therapy (%) 25 (114) 5(3) o001
4.4.4 6mon0ILH VS OIS CIFoSTS -
Han KH 2013(82) 01655 0.0743 100.0%  1.18[1.02,1.36 Absenee et Sise o
Subtotal (95% CI) 100.0%  1.18[1.02,1.36] I Push T T = —
Heterogeneity: Mot applicable A 135 (61.6) 88 (48.7)
Test for averall effect: 7= 2.23 (P = 0.03) B 224) 54(298)
C 35 (16.0) 39 (21.5)
Total (95% CI) 100.0% | 1.18[1.02,1.36] i T oo D T REE o
Heterogeneity: Not applicable e ; T 3 25 (42) 37.004)
Testfor overall effect: 2= 2.23 (F = 0.03) : 2 9 (452) 78 @30
: Favours [experimental] Favours [control] 2 ) (452 ?
Test for subaroun differences: Not annlicable fexp % ! A 3 Zé(liél szrlzzx
4 17(7.8) 34(18.8)
Type of HCC (%) < 0.001
Single nodular 198 (90.4) 132(729)
a = o o] 1% Multinodular 94.1) 24(133)
75 13 305H A 71 6704 oisk 674 ofFehe] Ml Masie 304 ‘03
Diffuse 9.0 21(11.6)
Tumor size (cm, mean + SD) 30+ 1.7 40+26 < 0.001
Median (range) 20 (1.0-8.0) 2.8 (1.0-11.0)
S HCC (cm) (n = 330) (%) 0.003
123 (62.1) 68 (51.5)
3 75 (37.9) 64 (48.5)
Treatment modality (%) 0.03
Curative treatments* 41(187) 22(122)
Noncurative treatmentf 150 (68.5) 121 (66.9)
Conservative treatments 27(123) 38(21.0)

r
11
oY
rA

#H1 Q0| Cjf st x|t

TABLE 3. Cox Regression Analysis to Identify Independent Factors Associated With Survival

- AT AEOIY
Univariate Analysis Multivariate Analysis
L .
Variables P Hazard Ratio 95% C1 P " EIPII' 40H|' 01x|‘ SOHI . 7H LI‘EI" AASLD
Male/female 0.63 s HX| Z}AH- 6- 2|
Age (vounger thapn SS/55y or older) 0.10 (=] |_| J =1 6 127“"é
Child-Pugh class (A/B or C) < 0.001 3.42 2.27-414 < 0.001 o= =
— ] =] izt - Al7=
<t HE =0 mat: YIHE
< 400/ =400 ng/mL < 0.001 1.79 1.04-2.04 0.01
Japanese TNM stage (I/11 or I1T) < 0.001 1.95 141252 < 0.001 » HCCH M &: HBVE § X} 0.4-0.6%, HBV-LC 3-8%/y
Susveill ce-interval
< 6/>6mo 0.043 1.01 091-1.24 121 » HX| 2|7t A 71=]
Surveillance period == TI H I‘ -IO I‘I:
2000-2004/1990-1999 <0.001 1.43 0.84-1.81 0.07 . E OFO| Al o/ X|=X|C o,
Previous antiviral therapy 2010 |j 1x|' EI—I (=] 0.562 A"r -I-I'é' |_I |_|' 0.234%
Yes/no < 0.001 0.62 0.47-0.96 0.35
= Y 0.319%2 TITHAte| 1.3H - FHZAA fE

AFP indicates a-fetoprotein; CI, confidence interval; TNM, tumor-node-metastasis.
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