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Recent meta-analyses of surgery (+ radiotherapy) + chemotherapy versus surgery (+ radiotherapy)

Author Year Type of Data Number of Number of Hazard ratio (95%Cl)
trials patients
Hotta et al’ 2004 Published data 11* 5716 0.87 (0.81-0.94)
Sedrakyan et al? 2004 Published data 19 7200 0.87 (0.81-0.93)
Berghmans et al® 2005 Published data 17 7644 0.85 (0.79-0.91)
Bria et al* 2005 Published data 11 + 1 meta- 6494 0.93 (0.89-0.95)
analysis
Hamada et al® 2005 Individual patient data 6** 2003 0.74 (0.61-0.88)
Pignon et al (LACE)® 2006 Individual patient data 5t 4584 0.89 (0.82-0.96)

* Recent trials only

** UFT trials only

t Large (>300 patients) and recent cisplatin trials only
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Patient characteristics for trials of surgery + chemotherapy versus surgery and for trials of

surgery + radiotherapy + adjuvant chemotherapy versus surgery + radiotherapy

Characteristic Surgery + Surgery Surgery + Surgery +
Chemotherapy Radiotherapy + Radiotherapy
Chemotherapy

(n=4305) (n=4142) (n=1315) (n=1345)
Age (years)
<60 1827 (46%) 1669 (44%) 692 (53%) 693 (51%)
60-64 898 (17%) 900 (18%) 270 (20%) 292 (22%)
65-69 872 (20%) 878 (21%) 253 (19%) 253 (19%)
>=70 593 (14%) 583 (14%) 100 (8%) 107 (8%)
Unknown 115 (3%) 112 (3%)
Sex
Male 2948 (68%) 2876 (69%) 1023 (78%) 1062 (79%)
Female 1238 (29%) 1149 (28%) 291 (22%) 281 (21%)
Unknown 119 (3%) 117 (3%) 1 (<1%) 2 (<1%)
Histology
Adenocarcinoma 2257 (52%) 2158 (52%) 499 (38%) 501 (37%)
Squamous 1649 (38%) 1587 (38%) 642 (49%) 655 (49%)
Other 386 (9%) 391 (9%) 172 (13%) 184 (14%)
Unknown 13 (<1) 6 (<1%) 2 (<1%) 5 (<1%)
Stage
I 2851 (66%) 2772 (67%) 20 (2%) 14 (1%)
I 806 (19%) 793 (19%) 450 (34%) 473 (35%)
1A 586 (14%) 512 (12%) 804 (61%) 801 (60%)
1B 31 (<1%) 42 (1%) 21 (2%) 30 (2%)
Stage Il Unspecified n/a n/a n/a 3 (<1%)
v 13 (<1%) 10 (<1%) 3 (<1%) 0 (0%)
Unknown 18 (<1%) 13 (<1%) 17 (1%) 24 (2%)
Performance status”
Good 3172 (74%) 3022 (73%) 948 (72%) 969 (72%)
Poor 96 (2%) 83 (2%) 81 (6%) 105 (8%)
Unknown 76 (2%) 58 (1%) 22 (2%) 16 (1%)
Not supplied 961 (22%) 979 (24%) 264 (20%) 255 (19%)
Extent of resection
Complete 4119 (96%) 3951 (95%) 1097 (83%) 1121 (83%)
Incomplete 120 (3%) 123 (3%) 179 (14%) 186 (14%)
Unknown 66 (1%) 68 (2%) 39 (3%) 38 (3%)
Radiotherapy timing
Chemotherapy before radiotherapy n/a n/a 941 (72%) 963 (72%)
Concomitant chemotherapy and n/a nfa 374 (28%) 382 (28%)

radiotherapy

“Good=0,1 ECOG/OMS or 100-70 Karnofsky; Poor>2 ECOG/OMS or <60 Karnofsky
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Exploratory analyses of the effect of surgery (S) and chemotherapy (CT) versus surgery on
survival, by the use of UFT/tegafur

[no. events/no. entered]

Trial S+CT O-E Variance Hazard Ratio (Fixed)
Platinum, without UFT/Tegafur
IPCR 111 714 1.33 4.07
JLCSS 59/111 52/9 0.98 27.38
MINEO 14/3 21/3 -5.79 8.51 I - ]
PARK1 17/5 23/5 -4.15 9.95 I =l
PARK2 37/5 43/5 -4.10 19.87 I
ALPI 143/310 144/30 0.83 71.37 -
IALT1 235/499 243/50 -7.96 119.34 N':H
BLT 34/6 32/6 0.51 16.34
JCOG 9304 33/5 35/6 -0.43 16.94 ! ]
ANITA 102/231 113/23 -3.31 53.68 I i
JBR.10 86/242 111/24 -16.64 49.07 H—-++
IALT2 55/149 61/145 -4.19 28.96 H——H
BLT 15/3 15/2 -3.13 7.01 N l E
CALGB9633 78/173 93/171 -10.91 42.59 [
LSCG 801 66/140 71/143 -1.81 34.21 I
FLCSG1 20/5 30/5 -7.79 12.21 I - 1
LCSG 853 29/9 32/9 -1.65 15.22
BLT 34/5 34/6 3.21 16.43
Sub-total 1068/2384 1160/236 -64.99 553.16 ;
UFT/Tegafur
OLCSG1B 2714 21/4 6.59 11.36 - y
SGACLC 68/154 75/152 -7.09 35.62 I |
OLCSGi1C 5/1 7116 -0.19 2.93
SGACLC 64/165 68/167 -4.80 32.88 i
WJSG2 (1+3) 44/115 49/100 -7.66 22.94 -
WJSG3 27/109 40/116 -6.01 16.74 - '
XU 19/3 26/3 -4.67 11.18 I ™
ACTLC4 10/5 18/5 -5.22 6.92 I 1
OLCSG2B 28/4 28/4 2.38 13.87 -
OLSCG1A 30/163 28/158 -0.09 14.47
WJISG2 (2+3) 38/108 49/100 -9.79 21.49
WJSG4 38/176 56/191 -5.87 23.38 I |
NJSGLCS 24/109 27/110 -1.37 12.73 |
OLCSG2A 20/8 35/8 -7.44 13.73 I - |
ACTLC4 17/5 18/5 -0.58 8.75
JLCRG 67/498 91/501 -11.72 39.49 ——
Sub-total 526/1921 636/1927 -63.51 288.47 é
Total 1594/4305 1729/414 -120.42 818.03 +
1 Il Il 1 Il |
T T T T 1
. 0.1 0. 05 1 2
Heterogeneity: x2=32.23, df=31, p=0.40, 12=4%
6 S + CT better S alone better

Interaction: x2=2.00, df=1,

.1

P
Interaction (without OLCSG1B): x2=3.39, df=1, p=0.07

0.89 (0.82-0.97) p=0.006

0.80 (0.71-0.90) p=0.0001
0.86 (0.81-0.92) p<0.0001

[Log-Scale]
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The effect of surgery (S) and chemotherapy (CT) versus surgery on survival, by patient subgroup
Only patients that were included in the estimation of the subgroup HRs are included in the subgroup

totals
[no. events/no. entered]
S+CT S alone O-E Variance Hazard Ratio (Fixed)
Age
<60 636/1827  677/1669 -58.94 318.38 [ ]
60-64 343/891 374/900 -17.95 173.70 -I Trend p=0.75
65-69 351/872 371/878 -4.47 174.43
>=70 237/591 279/581 -36.11 121.92 il
Sex
Male 1207/2948 1303/2876 -70.87 618.83 [ | Interaction p=0.14
Female 362/1238  398/1148 -46.62 181.25 il
Histology
Adeno 766/2257  829/2158 -61.57 389.81 [ ]
Squamous 645/1648  711/1583 -55.23  331.71 - Interaction p=0.68
Other 1771384 187/390 -5.60 86.23
Performance Status
Good 1155/3172 1255/3022 -104.72 591.81 [ |
Poor 45/89 47/81 123 2012 —— Interaction p=0.44
Perfomance Status (exploratory)
PS=0 715/2139  783/1986 -82.56 365.63 [ ]
PS=1 440/1033  472/1036  -23.28 222.46 - Trend p=0.10
PS>=2 45/89 47/81 1.23 20.12 ——
Stage
Stage | 804/2847  936/2769 -91.22 427.88 [ ]
Stage Il 399/804 431/793 -32.39 200.76 Trend p=0.57
Stage I 384/626 358/561 -12.02 175.79
0.1 0.2 0.5 1 2 5 10
S + CT better S alone better [Log-Scale]
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The effect of surgery and radiotherapy and chemotherapy versus surgery and radiotherapy on
survival by patient subgroup

Only patients that were included in the estimation of the subgroup HRs are included in the subgroup
totals

[no. events/no. entered]

S+RT+CT S+RT O-E Variance Hazard Ratio (Fixed)
Age
<60 465/692 502/693 -34.23 236.93
60-64 194/270 215/292 -8.44 97.64
65-69 181/253 181/251 9.22 86.19 Trend p=0.89
>=70 76/100 94/107 -5.05 39.19
Sex
Male 713/1023 796/1062 -52.46 372.28
Female 203/201 196/281 021 94.30 Interaction p=0.30
Histology
Adeno 355/499 382/501 27.29 180.72
Squamous 436/642 462/655 -7.93 219.43 Interaction p=0.15
Other 125/172 145/181 -21.00 58.35 i
Performance status
Good 687/948 739/969 -44.88 351.81
Poor 63/80 88/105 -1.83 3351 »—5—-4 Interaction p=0.93
PS (explanatory analysis)
PS=0 257/386 287/391 -26.75 131.50 Il
PS=1 430/562 452/578 -15.97 215.18 Trend p=0.40
pS>=2 63/80 88/105 -1.83 3351 »-:-«
Stage
Stage | 6/17 412 0.13 2.33
Stage Il 271/450 312/473 -19.15 143.74 .q Trend p=0.54
Stage Ill 622/828 655/834 -42.01 31153
I } } 1 } } i
0.1 0.2 05 1 2 5 10 [Log-Scale]
S+RT+CT better S+RT better
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