Deaths/Women Tamoxifen deaths
Allocated Allocated Logrank Variance

Year code Ratio of annual death rates

and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(a) Cytotoxics |
76G2+b  Stockholm B post 62/131 79/124 -12.9 286 —
80H2 Marseille post 15/37 8/34 3.9 4.4 :
82M  Osaka 11/53 12/55 -11 4.2 !
83B GROCTA | ltaly ER+ 84/171 99/168 -18:2 42.0 — .
86P2 FASG GFEA 02 51/193 76/191 -12-1 29.7 ———
89B2 SWOG 8897 185/1458 211/1473 -12:3 96-1 ——
89F ECOG EST5188 107/516 112/511 -2:2 52.4 :
91H NSABP B-23 ER- 97/1004 94/1004 1-4 46-4 : E
- (a) subtotal 612/ 691/ -53.4 3039 <= 0-84 (se 0-05)
3563 3560 ! reduction
(17-2%) (19-4%) | 2p = 0.002
(b) Nil :
76G239ab  Stockholm B post 359/970 388/971 -22:1 1721 _I.__
78D1234  Scottish 376/667 407/656 ~441 1698 _.'_
78F CRFB Caen C5 post 61/89 68/90 -54 279 ]
82%1 NSABPB-14 N-ER+ 367/1439 454/1453 -46-2 1996 _._
86M2 CRFB Caen 002 52/250 65/244 -11.0 269 — =
86P2 FASG GFEA 02 62/197 78/195 -14.0 32.4 S —
89L NSABP B-21 16/337 15/336 05 76 :
- (b) subtotal 1293/ 1475/ _142.4 6362 < 0-80 (se 0-04)
3949 3945 | reduction
(32:7%) (37-4%) | 2p < 0-00001
. Total (a+b) 1905/ 2166/  -195.8 940.1 <+ 0-812 (se 0-029)
7512 7505 ; reduction
(25-4%) (28-9%) : 2p < 0-00001
- 99% or == 95% confidence intervals L L ' L 4
Difference between 0 0-5 10 15 2:0

treatment effects in 2 subtotals: xi =05;2p>01; NS Tamoxifen better ‘ Tamoxifen worse

Heterogeneity within subtotals: Xia =19-3; p>0-1; NS Treatment effect 2p < 0-00001

Heterogeneity between 15 trials: Xi4 =19-8; p>0-1; NS

10:18:56 9 June 2003
Not for publication or citation



Deaths/Women

Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(a) Cytotoxics :
76G2+b  Stockholm B post 56/131 721124 -12.0 257 —
80H2  Marseille post 15/37 8/34 39 4.4 :
82M  Osaka 11/53 12/55 -11 4.2 .
83B GROCTA I ltaly ER+ 83/171 99/168 -18-8 417 —a——
86P2 FASG GFEA 02 46/193 71/191 -121 276 — .
89B2 SWOG 8897 154/1458 167/1473 -4-8 777 ——
89F ECOG EST5188 98/516 106/511 -3:2 48.7 —
91H NSABP B-23 ER- 88/1004 86/1004 05 42:3 : =
B @ subtotal 551/ 621/ -47.7 2723 — 0-84 (se 0-06)
3563 3560 I reduction
(15-5%) (17-4%) | 2p = 0-004
(b) Nil i
76G23sab  Stockholm B post 235/970 2741971 -21.8 1148 _E.__
78D1234  Scottish 252/667 307/656 -42.7 1197 ——
78F  CRFB Caen C5 post 58/89 67/90 -6-3 26-9 n
82%1 NSABPB-14 N-ER+ 214/1439 338/1453 -56-6 1335 —-
86M2  CRFB Caen 002 50/250 60/244 -9.5 25.1 '
86P2 FASG GFEA 02 57/197 741195 -13.9 302 —.——
89L NSABP B-21 8/337 9/336 -05 4.2 :
. (b) subtotal 874/ 1129/ _151.4 4544 < 0-72 (se 0-04)
3949 3945 I reduction
(22:1%) (28-6%) : 2p < 0-00001
Total (a+b) 1425/ 1750/ -199.1 7268 <+ 0-760 (se 0-032)
7512 7505 1 reduction
(19-0%) (23-3%) | 2p < 0:00001
- 99% or <<= 95% confidence intervals L ! : ! !
0 05 1.0 15 2.0

Difference between

treatment effects in 2 subtotals: Xi =4.3; 2p=0:04

Heterogeneity within subtotals: Xis =19:7; p>0-1; NS

Heterogeneity between 15 trials: Xi4 =24.0; p=0-05

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p < 0-00001

10:18:37 9 June 2003
Not for publication or citation



Deaths/woman-years Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 6/1232 7/939 -0-8 2:9
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 0/469 0/492
83B GROCTA | ltaly ER+ 1/1474 0/1046 06 02
86P2 FASG GFEA 02 5/1273 5/1129 00 22
89B2 SWOG 8897 31/10361 44/10261 -7:4 185 =
89F ECOG EST5188 9/3139 6/2972 11 37
91H NSABP B-23 ER- 9/4243 8/4266 09 41
m (a) subtotal 61/ 70/ -5.7 317 ———— 0-83(se 0-16)
(0:3%ly)  (0-3%ly) 2p > 0-1; NS
(b) Nil
76G23sab  Stockholm B post 124/10580 114/9851 -0-3 57-3
78D1234  Scottish 124/6890 100/5385 -1.4 50-1 :
78F  CRFB Caen C5 post 3/708 1/563 09 1.0
82%1 NSABPB-14 N-ER+  153/15230 116/13615 105 66-1 |
86M2  CRFB Caen 002 212429 5/2223 -15 1.7
86P2 FASG GFEA 02 5/1270 4/970 -0-1 22
89L NSABP B-21 8/1813 6/1710 1.0 35
B ) subtotal 419/ 346/ 92 1818 —=— 1.05 (se 0-08)
38920 34317 increase
(1-1%ly) (1-0%ly) 2p >0:1; NS
B Total (a+b) 480/ 416/ 34 2135 == 1.016 (se 0-069)
61111 55422 increase
(0-8%ly)  (0-8%ly) 2p >0-1; NS
-l 99% or <= 95% confidence intervals : . . g
Difference between ) 0 0-5 10 15 2:0
treatment effects in 2 subtotals: X, =14;2p>0-1; NS Tamoxifen better ‘ Tamoxifen worse
. . . .2 _ . .
Heterogeneity within subtotals: X1 = 7-8; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 13 trials: Xiz =9.3;p>01;NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 139; allocated control: 160)

15:12:58 9 June 2003
Not for publication or citation



Year code
and study name

Deaths/Women

Tamoxifen deaths

Allocated Allocated Logrank Variance Ratio of annual death rates

tamoxifen

control

O-E of O-E

Tamoxifen : Control

(a) Cytotoxics

76G2+b  Stockholm B post
80H2  Marseille post
82M  Osaka
83B GROCTAI ltaly ER+
86P2 FASG GFEA 02
89B2 SWOG 8897
89F ECOG EST5188
91H NSABP B-23 ER-

- (a) subtotal
with data §

(b) Nil

76G239ab  Stockholm B post
78D1234  Scottish
78F CRFB Caen C5 post
82%1 NSABPB-14 N-ER+
86M2  CRFB Caen 002
86P2 FASG GFEA 02
89L NSABP B-21

Bl (b) subtotal

B Total (a+b)

- 99% or <<= 95% confidence intervals

Difference between

treatment effects in 2 subtotals
Heterogeneity within subtotals: X; =1.5;p>0-1; NS
Heterogeneity between 8 trials: xi =36;p>01;NS

4/131
=137
0/53

0/171

1/193

9/1458

0/516

2/1004

16/
3526
(0-5%)

61/970
64/667
0/89
45/1439
0/250
0/197
3/337

173/
3949
(4-4%)

189/
7475
(2:5%)

5/124
-134
0/55

0/168

1/191

15/1473

0/511

4/1004

25/
3526
(0-7%)

52/971
52/656
0/90
39/1453
0/244
0/195
1/336

144/
3945
(3:7%)

169/
7471
(2:3%)

-0-6 2.0
(no data)
-0-1 05
-3:3 59
-0-6 14
-4.7 9.8

1.7 276
-2:6 265
08 208
1.0 1.0
08 759
-39 857

: Xi =21;2p>01; NS

————— | 062(se0-25)
reduction
2p>0-1; NS

—— 1:01 (se 0:12)
increase
2p>0-1; NS

—=— 0:956 (St 0-106)

reduction
2p >0-1; NS
05 1.0 1.5 20

Tamoxifen better Tamoxifen worse

Treatment effect 2p > 0-1; NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

10:22:20 9 June 2003
Not for publication or citation



Deaths/Women

Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/131 2/124 -1.0 0-4
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0171 0/168
86P2 FASG GFEA 02 0/193 0/191
89B2 SWOG 8897 1/1458 2/1473 -0-6 07
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 0/1004 0/1004
(a) subtotal 1/ 4/ -1.5 1.2 ,
with data § 3526 3526 0-27 (se 0.52)
(0:0%) (0-1%) reduction
2p >0-1; NS
(b) Nil
76G239ab  Stockholm B post 18/970 11/971 2.6 71
78D1234  Scottish 241667 12/656 29 79
78F CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 10/1439 2/1453 36 3.0
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L NSABP B-21 1/337 0/336 05 02
s (b) subtotal 53/ 25/ 95 182 .
3949 3945 1-69 (sE 0-31)
(1-3%) (0-6%) increase
2p =0-03
= Total (a+b) 54/ 29/ 80 193 . .
7475 7471 1.511 (se 0-282)
(0:7%) (0-4%) increase
2p =0-07
- 99% or === 95% confidence intervals L L L )
0 05 10 15 2:0

Difference between

treatment effects in 2 subtotals: xi =37;2p=0-05
Heterogeneity within subtotals: xi =29;p>01;NS
Heterogeneity between 6 trials: X: =6:6; p>01;NS

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p = 0-07, adverse

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

10:22:20 9 June 2003
Not for publication or citation



Deaths/Women

Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 1/131 0/124 0-4 0-2
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0171 0/168
86P2 FASG GFEA 02 0/193 0/191
89B2 SWOG 8897 2/1458 2/1473 -0-1 1.0
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 0/1004 1/1004 -05 02
(a) subtotal 3/ 3/ -0-2 1.5 :
with data 8§ 3526 3526 0-87 (SE 0.77)
(0-1%) (0-1%) reduction
2p>0-1; NS
(o) Nil
76G239ab  Stockholm B post 6/970 3/971 11 2:2
78D1234  Scottish 3/667 1/656 09 1.0
78F CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 3/1439 0/1453 15 07
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L NSABP B-21 0/337 1/336 -05 02
« (b) subtotal 12/ 5/ 2.9 4.2 .
3949 3945 1-99 (sE 0-70)
(0-3%) (0-1%) increase
2p>0-1; NS
. Total (a+b) 15/ 8/ 2.7 5.7 )
7475 7471 1-605 (e 0-537)
(0-2%) (0-1%) increase
2p>0-1; NS
-l 99% or <= 95% confidence intervals : . . g
0 05 10 15 2.0

Difference between

treatment effects in 2 subtotals: xi =07;2p>0-1; NS
Heterogeneity within subtotals: x: =4.9;p>01; NS
Heterogeneity between 7 trials: xf_) =56;p>01; NS

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p > 0-1; NS, adverse

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

10:22:57 9 June 2003
Not for publication or citation



Deaths/Women Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 3/131 3/124 -0-1 14
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0171 0/168
86P2 FASG GFEA 02 1/193 1/191 -0-1 05
89B2 SWOG 8897 6/1458 11/1473 -2:6 4.2
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 2/1004 3/1004 -01 11
. () subtotal 12/ 18/ -30 72 ———+ 066 (se 0-31)
with data § 3526 3526 re uction
(0-3%) (0-5%) 2p >0-1; NS
(b) Nil
76G239ab  Stockholm B post 37/970 38/971 -19 183 =
78D1234  Scottish 371667 39/656 -6-4 17-8
78F  CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 32/1439 37/1453 -42 17-1 »
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L NSABP B-21 2/337 0/336 1-0 05
B (b) subtotal 108/ 114/ -116 538 . 0-81 (se 0:12)
3949 3945 reduction
(2:7%) (2:9%) 2p > 0-1; NS
W Total (a+th) 120/ 132/ -145  61.0 —T— 0-788 (se 0-114)
7475 7471 re uction
(1-6%) (1-8%) 2p =006
- 99% or <<= 95% confidence intervals L ! ! !
Difference between ) 0 0-5 1.0 15 2:0
treatment effects in 2 subtotals: X, =02;2p>0-1;NS Tamoxifen better ‘ Tamoxifen worse
Heterogeneity within subtotals: Xé =3:5;p>0-1; NS Treatment effect 2p = 0-06

Heterogeneity between 8 trials: xi =37;p>01;NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

10:26:13 9 June 2003
Not for publication or citation



Deaths/Women Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 2/131 2/124 -0-2 09
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 1171 0/168 06 02
86P2 FASG GFEA 02 3/193 3/191 02 12
89B2 SWOG 8897 14/1458 20/1473 -35 84
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 5/1004 2/1004 15 1.7
s« (a) subtotal 25/ 27/ 1.4 124 -
with data § 3526 3526 0-90 (SE 0.27)
(0-7%) (0-8%) reduction
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 27/970 33/971 =37 14.3 =
78D1234  Scottish 33/667 20/656 39 118 -
78F  CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 36/1439 22/1453 5.2 14-4 =
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 2/197 1/195 01 07
89L NSABP B-21 3/337 2/336 05 12
m (b) subtotal 101/ 78/ 59 424 S —
3949 3945 1:15 (se 0-16)
(2:6%) (2:0%) increase
2p >0-1; NS
B Total (a+b) 126/ 105/ 46  54-9 ———=3087 (se 0-:141)
7475 7471 increase
(1-7%) (1-4%) 2p >0:1; NS
- 99% or <<= 95% confidence intervals L ! ! !

Difference between

treatment effects in 2 subtotals: Xi =06; 2p>0-1; NS
Heterogeneity within subtotals: X; =78;p>01; NS

0 05 1.0 1.5 2:0
Tamoxifen better Tamoxifen worse

Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 10 trials: XS =84;p>01;NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

11:07:22 9 June 2003
Not for publication or citation



Deaths/Women Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 1/131 0/124 0-3 0-2
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0171 0/168
86P2 FASG GFEA 02 0/193 0/191
89B2 SWOG 8897 1/1458 0/1473 05 02
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 0/1004 0/1004
(a) subtotal 2/ 0/ 08 05
with data 8§ 3526 3526 6-24 (SE 4.21)
(0:1%) (0-0%) increase
2p>0-1; NS
(o) Nil
76G239ab  Stockholm B post 2/970 1/971 0-2 0.7
78D1234  Scottish 2/667 0/656 06 04
78F CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 3/1439 1/1453 09 1-0
86M2 CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L  NSABP B-21 0/337 0/336
. (b) subtotal 71 2/ 1.7 2.1 ,
3949 3945 2-19 (sE 1-04)
(0-2%) (0-1%) increase
2p >0-1; NS
. Total (a+b) 9 2/ 25 26
7475 7471 2-639 (st 1-051)
(0-1%) (0-0%) increase
2p >0-1; NS

- 99% or <<= 95% confidence intervals L L L )

Difference between ) 0 05 1.0 1.5 2:0
treatment effects in 2 subtotals: X = 0-4; 2p >0:1; NS Tamoxifen better ‘ Tamoxifen worse
i i C 2 . .
Heterogeneity within subtotals: x_ = 0-4; p > 0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 5 trials: xi =09;p>01;NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

11:25:34 9 June 2003
Not for publication or citation



Year code

Deaths/Women

Tamoxifen deaths

Allocated Allocated Logrank Variance

Ratio of annual death rates

and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/131 0/124
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0/171 0/168
86P2 FASG GFEA 02 0/193 0/191
89B2 SWOG 8897 0/1458 1/1473 -0-5 0-2
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 2/1004 0/1004 1.0 05
(a) subtotal 2/ 1/ 05 07 :
with data § 3526 3526 1-84 (SE 1.59)
(0-1%) (0-0%) increase
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 0/970 4/971 -2:0 1.0
78D1234  Scottish 1/667 2/656 -0-6 0-7
78F CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 2/1439 2/1453 -0-1 1.0
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L NSABP B-21 0/337 0/336
. (b) subtotal 3/ 8/ -27 27 0-37 (se 0-:38)
3949 3945 re uction
(0-1%) (0-2%) 2p >0:1; NS
. Total (a+b) 5/ o -22 35 0:525 (se 0-395)
7475 7471 reduction
(0-1%) (0-1%) 2p >0-1; NS
- 99% or === 95% confidence intervals L L )
Difference between 0 15 2:0

treatment effects in 2 subtotals: xi =1.5;2p>0-1; NS
Heterogeneity within subtotals: X; =4.7;p>01; NS
Heterogeneity between 5 trials: Xi =6:2; p>0-1; NS

Tamoxifen better

Tamoxifen worse

Treatment effect 2p > 0-1; NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

11:08:42 9 June 2003

Not for publication or citation



Deaths/Women Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/131 1/124 -0-5 0-3
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0171 0/168
86P2 FASG GFEA 02 0/193 0/191
89B2 SWOG 8897 0/1458 0/1473
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 0/1004 0/1004
(a) subtotal o/ 1/ -05 03
with data § 3526 3526 0-00 (sE 1.00)
(0-0%) (0-0%) reduction
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 2/970 0/971 11 05
78D1234  Scottish 0/667 0/656
78F  CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 0/1439 1/1453 -05 02
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L NSABP B-21 1/337 0/336 05 02
(b) subtotal 3/ 1/ 11 1.0
3949 3945 2-97 (sE 1-81)
(0-1%) (0-0%) increase
2p >0-1; NS
Total (a+b) 3/ 2/ 06 12 .
7475 7471 1.599 (se 1:143)
(0-0%) (0-0%) increase
2p>0-1; NS
- 99% or <<= 95% confidence intervals L ! ! !

Difference between 0 05 1.0 1.5 2.0

treatment effects in 2 subtotals: Xi =19;2p>01; NS Tamoxifen better Tamoxifen worse

; i c 2 . .
Heterogeneity within subtotals: x5 = 3:3; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 4 trials: X; =52;p>01;NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

11:39:14 9 June 2003
Not for publication or citation



Year code
and study name

Deaths/Women

Tamoxifen deaths

Allocated Allocated Logrank Variance Ratio of annual death rates

tamoxifen

control

O-E of O-E

Tamoxifen : Control

(a) Cytotoxics

76G2+b  Stockholm B post

80H2  Marseille post

82M  Osaka

83B GROCTAI ltaly ER+
86P2 FASG GFEA 02
89B2 SWOG 8897

89F ECOG EST5188
91H NSABP B-23 ER-

(a) subtotal
with data §

(b) Nil

76G239ab  Stockholm B post
78D1234  Scottish
78F CRFB Caen C5 post
82%1 NSABPB-14 N-ER+
86M2  CRFB Caen 002
86P2 FASG GFEA 02
89L NSABP B-21

= (b) subtotal

= Total (at+b)

M 99% or <<= 95% confidence intervals

Difference between

treatment effects in 2 subtotals: xi =04;2p>0-1; NS
Heterogeneity within subtotals: x: =2.0;p>01; NS
Heterogeneity between 7 trials: xé =24;p>01;NS

0/131
=137
0/53

0/171

0/193

4/1458

0/516

1/1004

5/
3526
(0-1%)

3/970
6/667
0/89
11/1439
0/250
0/197
1/337

21/
3949
(0-5%)

26/
7475
(0-3%)

1/124
-134
0/55

0/168

0/191

6/1473

0/511

1/1004

8/
3526
(0-2%)

3/971
8/656
0/90
7/1453
0/244
0/195
0/336

18/
3945
(0-5%)

26/
7471
(0-3%)

-0-3 0-2
(no data)
-0-8 2.5
0-0 05
-11 3.2 I
0-70 (sE 0-47)
reduction
2p>0-1; NS
-0-6 14
-0-6 2.9
13 4.5
05 0-2
05 9.0
1-06 (sE 0-34)
increase
2p >0-1; NS
-0-6 121
0.954 (se 0-280)
reduction
2p>0-1; NS
0 05 1.0 1.5 20

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p > 0-1; NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

16:25:13 9 June 2003
Not for publication or citation



Deaths/Women

Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/131 0/124
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0171 0/168
86P2 FASG GFEA 02 0/193 0/191
89B2 SWOG 8897 3/1458 1/1473 09 1.0
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 1/1004 1/1004 00 05
(a) subtotal 4/ 2/ 09 1.5 :
with data § 3526 3526 1.80 (se 1-12)
(0-1%) (0-1%) increase
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 4/970 3/971 08 15
78D1234  Scottish 3/667 4/656 -1-1 15
78F CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 7/1439 3/1453 1.7 25
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L NSABP B-21 0/337 0/336
. (b) subtotal 14/ 10/ 14 55 .
3949 3945 1-29 (SE 0.49)
(0-4%) (0-3%) increase
2p>0-1; NS
« Total (a+b) 18/ 12/ 23 70 )
7475 7471 1-388 (st 0-449)
(0-2%) (0-2%) increase
2p>0-1; NS
-l 99% or <= 95% confidence intervals : . g
Difference between 0 15 2:0

treatment effects in 2 subtotals: xi =0-1;2p>0-1; NS
Heterogeneity within subtotals: xg =23;p>01; NS

Heterogeneity between 5 trials: xi =25;p>01; NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p > 0-1; NS, adverse

11:08:41 9 June 2003
Not for publication or citation



Year code

Deaths/Women

Tamoxifen deaths

Allocated Allocated Logrank Variance

Ratio of annual death rates

and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(a) Cytotoxics
76G2+b  Stockholm B post 1/131 0/124 0-3 0-2
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTAI ltaly ER+ 0/171 0/168
86P2 FASG GFEA 02 0/193 0/191
89B2 SWOG 8897 3/1458 1/1473 09 1.0
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 1/1004 0/1004 05 03
(a) subtotal 5/ 1/ 1.7 1.4
with data § 3526 3526 314 (SE 1.56)
(0-1%) (0-0%) increase
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 1/970 3/971 -1.1 1.0
78D1234  Scottish 3/667 1/656 05 07
78F CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 5/1439 2/1453 13 17
86M2 CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 0/197 0/195
89L NSABP B-21 0/337 1/336 -0-5 02
. (b) subtotal 9/ 7/ 01 37
3949 3945 1-:03 (SE 0.53)
(0-2%) (0-2%) increase
2p>0-1; NS
. Total (a+b) 14/ 8/ 18 52 .
7475 7471 1-413 (sE 0-526)
(0-2%) (0-1%) increase
2p>0-1; NS
- 99% or == 95% confidence intervals : )
1.5 2:0

Difference between

treatment effects in 2 subtotals: xi =13;2p>01; NS
Heterogeneity within subtotals: X; =38;p>01;NS
Heterogeneity between 7 trials: Xé =51;p>01;NS

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p > 0-1; NS, adverse

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

11:08:49 9 June 2003

Not for publication or citation



Deaths/Women Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/131 0/124
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 1171 0/168 06 02
86P2 FASG GFEA 02 3/193 3/191 02 12
89B2 SWOG 8897 3/1458 11/1473 -4.4 34
89F ECOG EST5188 0/516 0/511
91H NSABP B-23 ER- 0/1004 0/1004
. (a) subtotal 7/ 14/ -36 49 . 0-48 (se 0-32)
Wlth data § 3526 3526 re uction
(0-2%) (0-4%) 2p >0-1; NS
(b) Nil
76G239ab  Stockholm B post 15/970 19/971 -2:1 8:3
78D1234  Scottish 18/667 5/656 51 5.6
78F CRFB Caen C5 post 0/89 0/90
82%1 NSABPB-14 N-ER+ 8/1439 6/1453 07 35
86M2  CRFB Caen 002 0/250 0/244
86P2 FASG GFEA 02 2/197 1/195 01 07
89L NSABP B-21 1/337 1/336 0.0 05
s (b) subtotal 44/ 32/ 38 186 —
3949 3945 1-23 (se 0:26)
(1:1%) (0-8%) increase
2p>0-1; NS
m Total (at+h) 51/ 46/ 02 235 ——7—2.010 (se 0-:207)
7475 7471 increase
(0-7%) (0:6%) 2p >0:1; NS
- 99% or == 95% confidence intervals L L L )

Difference between 0 05 1.0 1.5 2.0

treatment effects in 2 subtotals: xi =3:4; 2p = 0-06 Tamoxifen better ‘ Tamoxifen worse

. . . L2 . .
Heterogeneity within subtotals: Xg = 9:2; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 8 trials: x§ =12.7; p=0-08

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

16:18:09 9 June 2003
Not for publication or citation



Deaths/Women Tamoxifen deaths

Year code Allocated Allocated Logrank Variance Ratio of annual death rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/131 0/124
80H2  Marseille post -137 -/134 (no data)
82M  Osaka 0/53 0/55
83B GROCTA | ltaly ER+ 0171 0/168
86P2 FASG GFEA 02 1/193 1/191 -01 05
89B2 SWOG 8897 8/1458 9/1473 -0-6 4.2
89F ECOG EST5188 9/516 6/511 11 37
91H NSABP B-23 ER- 2/1004 2/1004 0-0 1.0
. (&) subtotal 20/ 18/ 03 9.4 ,
with data § 3526 3526 1.-03 (SE 0.33)
(0-6%) (0-5%) increase
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 36/970 29/971 1.7 159 =
78D1234  Scottish 27/667 28/656 =27 12.7 -
78F CRFB Caen C5 post 3/89 1/90 09 1.0
82%1 NSABPB-14 N-ER+ 72/1439 55/1453 4.5 313 =
86Mz2  CRFB Caen 002 2/250 5/244 -14 17
86P2 FASG GFEA 02 3/197 3/195 -02 15
89L NSABP B-21 2/337 3/336 -05 12
B (b) subtotal 145/ 124/ 2.3 654 ———1.04 (se 0:13)
3949 3945 increase
(3:7%) (3:1%) 2p > 0-1; NS
B Total (a+b) 165/ 142/ 2.6 748 ——1-035 (se 0-118)
7475 7471 increase
(2:2%) (1:9%) 2p >0:1; NS
- 99% or <<= 95% confidence intervals L ! ! !
Difference between 0 0-5 10 15 2:0

treatment effects in 2 subtotals: xi =0-0; 2p>0-1; NS Tamoxifen better Tamoxifen worse

. . . L2 ) .
Heterogeneity within subtotals: Xg = 4.0; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 11 trials: Xio =4.0; p>0-1; NS
§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 37; allocated control: 34)

11:11:36 9 June 2003
Not for publication or citation



Year code

Events/woman-years Tamoxifen events

Allocated Allocated Logrank Variance

Ratio of annual event rates

and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 16/1187 9/935 2:2 55
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 3/454 3/476 -0-9 1.0
83B GROCTAI ltaly ER+ 8/1449 9/1025 -1.6 4.1
86P2 FASG GFEA 02 16/1265 12/1120 14 66
89B2 SWOG 8897 104/10186 118/10112 -75 54.4 —
89F ECOG EST5188 16/3115 24/2953 -4.1 98
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 40/4209 37/4233 15 191 =
93B NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
Il (a) subtotal 203/ 212/ -89 1005 — 0-91 (se 010)
with data § 21865 20854 re uction
(0-9%ly)  (1-0%ly) 2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 170/10035 162/9419 -06 776 —B—
78D1234  Scottish 82/6217 70/4912 -2:5 34.7
78F CRFB Caen C5 post 4/704 6/552 -0-5 1.9
82%1 NSABPB-14 N-ER+ 209/14714 194/13214 -3:0 98-8 —.—
86M2  CRFB Caen 002 —/2429 —-12223 (no data)
86P2 FASG GFEA 02 15/1252 5/958 35 4.8
89K  Tokyo CIH (no data)
89L NSABP B-21 26/1761 17/1684 4.3 10-6 =
[l () subtotal 506/ 454/ 1.1 2283 —  1.00 (se 0-07)
Wlth data § 34683 30739 increase
(1-5%ly)  (1-5%ly) 2p > 0-1; NS
. Total (a+b) 709/ 666/ -7.8 3287 — 0-976 (se 0-055)
56548 51593 reduction
(1-3%ly)  (1-3%ly) 2p >0-1; NS
M 99% or <<= 95% confidence intervals L L L )
0 05 1.0 15 2:0

Difference between

treatment effects in 2 subtotals: xi =06;2p>0-1; NS

Heterogeneity within subtotals: xil =9.3;p>01; NS

Heterogeneity between 13 trials: Xiz =9.9;p>0-1; NS

§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p > 0-1; NS

17:56:59 19 November 2003
Not for publication or citation



Events/woman-years Tamoxifen events

Year code Allocated Allocated Logrank Variance Ratio of annual event rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(a) Cytotoxics |
I
I
76G2+b  Stockholm B post 6/1221 5/939 -0-5 2:5 '
80H2  Marseille post 0/139 1/160 -0-4 03 :
82M  Osaka 1/458 1/489 01 05 :
83B GROCTA I ltaly ER+ 211474 411046 -1.3 15 :
86P2 FASG GFEA 02 10/1273 8/1129 06 4.3 :
89B2 SWOG 8897 41/10361 59/10261 -8.8 24.7 »
89F ECOG EST5188 6/3139 12/2972 -2.7 4.4 '
91C EORTC 10901 (no data) |
91F1 ICCG C/9/91 N+pre (no data) X
91H NSABP B-23 ER- 18/4243 19/4266 -05 9.2 : =
93B  NCI-C MA.12 (no data) :
93Cs+6  GABG 4 Germanypost (no data) !
93N  IBCSG 13-93 N+pre (no data) |
I
I
B (a) subtotal 84/ 109/ -135 473 —— 0-75 (se 0-13)
22308 21262 : re uction
(0-4%ly)  (0-5%ly) ! 2p = 0-05
I
(b) Nil I
I
I
76G23sab  Stockholm B post 43/10549 71/9773 -15.2 26.7 S
78D1234  Scottish 22/6419 31/5043 -6-9 12.9 -—
78F  CRFB Caen C5 post 2/708 3/563 00 1.0 !
82%1 NSABPB-14 N-ER+ 78/15230 104/13615 -17:5 45.0 —.
86M2  CRFB Caen 002 ~12429 -12223 (no data) !
86P2 FASG GFEA 02 8/1270 2/970 24 24 .
89K  Tokyo CIH (no data) |
89L NSABP B-21 7/1813 11/1710 -2.4 4.4 :
I
Bl (b) subtotal 160/ 222/ -39.6 924 - 0-65 (SE 008)
with data § 35989 31674 | reduction
(0-4%ly)  (0:7%ly) 2p = 0-00004
I
I
B Total (a+b) 2441 331/ 531 1396 4= 0:684 (se 0-070)
58297 52936 I reduction
(0-4%ly)  (0-6%ly) ! 2p < 0-00001
I

- 99% or <<= 95% confidence intervals L L

Difference between ) 0 05 1-0 15 20
treatment effects in 2 subtotals: x| = 0-6; 2p > 0-1; NS Tamoxifen better ‘ Tamoxifen worse

; P -2 —a.agq- .
Heterogeneity within subtotals: X1 = 8:8; p>0-1; NS Treatment effect 2p < 0-00001
Heterogeneity between 14 trials: Xis =9.5;p>0-1; NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 2429; allocated control: 2223)

18:05:33 19 November 2003
Not for publication or citation



Events/woman-years Tamoxifen events

Year code Allocated Allocated Logrank Variance Ratio of annual event rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 2/269 1/325 0-4 0.7
80H2  Marseille post 0/35 1/45 -0-4 0-3
82M  Osaka 1/151 0/132 05 03
83B GROCTA I ltaly ER+ 0/9 0/17
86P2 FASG GFEA 02 3/204 4/283 01 17
89B2 SWOG 8897 25/4943 29/5148 -1.4 13-4 =
89F ECOG EST5188 2/303 21403 03 1.0
91H NSABP B-23 ER- 18/4226 19/4251 -05 92 =
= (a) subtotal 51/ 56/ -09 264 ————0-96 (se 0-19)
10140 10604 reduction
(0-5%ly)  (0-5%ly) 2p >0-1; NS
(o) Nil
76G239ab  Stockholm B post 9/1998 8/2313 13 4.1
78D1234  Scottish 4/1086 8/870 -2:2 3.0
78F  CRFB Caen C5 post 0/118 0/92
82%1 NSABPB-14 N-ER+ 0172 2/57 -0-8 04
86M2  CRFB Caen 002 -/150 -/30 (no data)
86P2 FASG GFEA 02 5/202 1/181 1.9 15
« (b) subtotal 18/ 19/ 01 9.0 ,
with data 8§ 3476 3513 1-01 (SE 0.34)
(0-5%ly)  (0-5%ly) increase
2p>0-1; NS
m  Total (a+b) 69/ 75/ -08 353 ——0-977 (se 0-166)
13616 14117 reduction
(0:5%ly)  (0-5%ly) 2p >0-1; NS
-l 99% or <= 95% confidence intervals : . . g
Difference between 0 0-5 10 15 2:0

treatment effects in 2 subtotals: xi =00;2p>0-1; NS Tamoxifen better ‘ Tamoxifen worse

. . . L2 . .
Heterogeneity within subtotals: Xg = 8:6; p>0-1; NS Treatment effect 2p > 0-1; NS

Heterogeneity between 11 trials: Xio =86;p>01;NS
§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 150; allocated control: 30)

18:09:59 19 November 2003
Not for publication or citation



Events/woman-years Tamoxifen events

Year code Allocated Allocated Logrank Variance Ratio of annual event rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(a) Cytotoxics l
76G2+b  Stockholm B post 4/952 4/614 -0-9 18 '
80H2  Marseille post 0/104 0/115 \
82M  Osaka 0/307 1/357 -04 02 !
83B GROCTA | ltaly ER+ 2/1465 4/1029 -13 15 !
86P2 FASG GFEA 02 7/1069 4/846 05 26 :
89B2 SWOG 8897 16/5418 30/5113 -74 11-3 -—
89F ECOG EST5188 42836 10/2569 -31 34 :
91C EORTC 10901 (no data) X
91F1 ICCG C/9/91 N+pre (no data) X
91H NSABP B-23 ER- 0/17 0/15 !
93B NCI-C MA.12 (no data) |
93Cs+6  GABG 4 Germanypost (no data) |
93N  IBCSG 13-93 N+pre (no data) |
= (a) subtotal 33/ 53/ -126 209 _r— 0-55 (se 0-16
( ) 12168 10658 : reduction )
(0-3%ly)  (0-5%ly) ! 2p = 0-006
(b) Nil |
76G23sab  Stockholm B post 34/8551 63/7460 -16'5 226 —
78D1234  Scottish 18/5333 23/4173 -4.7 9.9 =
78F  CRFB Caen C5 post 2/590 3/471 0-0 1.0 :
82%1 NSABPB-14 N-ER+ 78/15158 102/13558 -16-7 44.6 . B
86M2  CRFB Caen 002 —-/2279 -/2193 (no data) !
86P2 FASG GFEA 02 3/1068 1/789 05 09 f
89K  Tokyo CIH (no data) \
89L NSABP B-21 7/1813 11/1710 24 4.4 !
H (b) subtotal 142/ 203/ -39.7 834 T 0-62 (SE 009)
Wlth data § 32513 28161 1 reduction
(0-4%ly)  (0-7%ly) 2p = 0-00001
B Total (a+b) 175/ 256/ -52.3  104-3 <= 0-606 (se 0-077)
44681 38819 : re uction
(0-4%ly) (0:7%ly) ! 2p < 0-00001
M 99% or <<= 95% confidence intervals L L L )
0 0-5 10 15 2:0

Difference between )
treatment effects in 2 subtotals: X, =0:3:2p>0-1; NS Tamoxifen better ‘ Tamoxifen worse
: b 2 = . .
Heterogeneity within subtotals: X10 = 55;p>0-1; NS Treatment effect 2p < 0-00001
Heterogeneity between 12 trials: xil =57;p>01; NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated tamoxifen: 2279; allocated control: 2193)

18:10:00 19 November 2003
Not for publication or citation



Events/woman-years Tamoxifen events

Year code Allocated Allocated Logrank Variance Ratio of annual event rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 4/1187 1/935 0-6 1.0
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 0/454 0/476
83B GROCTAI ltaly ER+ 2/1449 0/1025 0-8 0-5
86P2 FASG GFEA 02 2/1265 1/1120 0.7 0.7
89B2 SWOG 8897 18/10186 6/10112 62 6-:0
89F ECOG EST5188 4/3115 3/2953 0-3 18
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 5/4209 1/4233 2:0 1.5
93B NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
« (&) subtotal 35/ 12/ 104 114
with data § 21865 20854 2.49 (st 0-48)
(0-2%ly)  (0-1%ly) increase
2p = 0-002
(o) Nil
76G239ab  Stockholm B post 29/10035 9/9419 9.2 9.4
78D1234  Scottish 12/6217 3/4912 34 34
78F CRFB Caen C5 post 1/704 0/552 0-2 0-2
82%1 NSABPB-14 N-ER+ 31/14714 6/13214 115 9.2 —_—
86M2  CRFB Caen 002 /2429 -/2223 (no data)
86P2 FASG GFEA 02 5/1252 1/958 16 1.4
89K  Tokyo CIH (no data)
89L NSABP B-21 5/1761 1/1684 2:0 15
a (b) subtotal 83/ 20/ 27.9 25.1 ——
with data § 34683 30739 3.04 (st 0-37)
(0-2%ly)  (0-1%ly) increase
2p < 0-00001
m Total (a+b) 118/ 32/ 384 365
56548 51593 2-858 (SE 0293)
(0-2%ly)  (0-1%ly) increase
2p < 0-00001
- 99% or <= 95% confidence intervals L L L !

Difference between ) 0 05 1.0 15 20
treatment effects in 2 subtotals: x| = 0-3; 2p > 0-1; NS Tamoxifen better ‘ Tamoxifen worse

; P “ 2 — oo .
Heterogeneity within subtotals: X10 = 2:2;p>01; NS Treatment effect 2p < 0-00001, adverse

Heterogeneity between 12 trials: xil =25;p>01; NS

§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)

18:11:34 19 November 2003
Not for publication or citation



Events/woman-years Tamoxifen events

Year code Allocated Allocated Logrank Variance Ratio of annual event rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 6/1187 3/935 21 2:1
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 2/454 2/476 -1.0 0-5
83B GROCTAI ltaly ER+ 4/1449 5/1025 -11 2:2
86P2 FASG GFEA 02 4/1265 3/1120 0-2 1.7
89B2 SWOG 8897 45/10186 53/10112 -4.9 24.2 =
89F ECOG EST5188 6/3115 9/2953 -1.7 3.7
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 17/4209 17/4233 0-1 8:5
93B NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
m (&) subtotal 84/ 92/ -6.2 428 ———— 0:86 (se 0-14)
with data § 21865 20854 re uction
(0-4%ly) (0-4%ly) 2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 98/10035 82/9419 5.0 42-4 ]
78D1234  Scottish 48/6217 36/4912 11 186 =
78F CRFB Caen C5 post 1/704 3/552 -0-6 0-8
82%1 NSABPB-14 N-ER+ 100/14714 84/13214 2.8 45.5 L ]
86M2  CRFB Caen 002 —/2429 -12223 (no data)
86P2 FASG GFEA 02 2/1252 2/958 -0-4 09
89K  Tokyo CIH (no data)
89L NSABP B-21 14/1761 5/1684 4.6 4.7
B b subtotal 263/ 212/ 12.5 1129 —-—1.12 (SE 010)
with data § 34683 30739 increase
(0-8%ly)  (0-7%ly) 2p >0-1; NS
B Total (at+b) 347/ 304/ 62 1557 == 1-041 (se 0-:082)
56548 51593 increase
(0-6%ly) (0-6%ly) 2p >0:1; NS

- 99% or <<= 95% confidence intervals L L L )

Difference between ) 0 05 1.0 1.5 2:0
treatment effects in 2 subtotals: x| =2:0; 2p > 0-1; NS Tamoxifen better ‘ Tamoxifen worse
; i cn2 . .
Heterogeneity within subtotals: X1 = 10-0; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 13 trials: Xiz =12.1; p>0-1; NS

§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)

18:37:18 19 November 2003
Not for publication or citation



Year code

Events/woman-years Tamoxifen events

Allocated Allocated Logrank Variance

Ratio of annual event rates

and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/1187 0/935
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 0/454 0/476
83B GROCTAI ltaly ER+ 1/1449 0/1025 0-4 02
86P2 FASG GFEA 02 0/1265 0/1120
89B2 SWOG 8897 3/10186 6/10112 -1.5 22
89F ECOG EST5188 0/3115 1/2953 -0:5 03
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 8/4209 3/4233 2:6 2-8
93B  NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
. (a) subtotal 12/ 10/ 1.0 5.5 I—
with data § 21865 20854 1-20 (se 0-47)
(0-1%ly) (0-0%ly) increase
2p >01; NS
(b) Nil
76G239ab  Stockholm B post 5/10035 4/9419 0-3 2-3
78D1234  Scottish 2/6217 3/4912 -0-8 1.2
78F CRFB Caen C5 post 0/704 0/552
82%1 NSABPB-14 N-ER+ 5/14714 5/13214 -0-2 2.5
86M2  CRFB Caen 002 -12429 -/2223 (no data)
86P2  FASG GFEA 02 1/1252 0/958 04 02
89K  Tokyo CIH (no data)
89L NSABP B-21 0/1761 0/1684
. (b) subtotal 13/ 12/ -04 6.2 ,
with data § 34683 30739 0-94 (st 0-39)
(0-0%ly)  (0-0%ly) reduction
2p>01; NS
= Total (at+b) 25/ 22/ 06 117 .
56548 51593 1-054 (st 0-300)
(0-0%ly)  (0-0%ly) increase
2p > 0-1; NS
- 99% or <= 95% confidence intervals L L !

Difference between 0 05 1.0 1.5 2.0

treatment effects in 2 subtotals: Xi =02;2p>01; NS

Tamoxifen better Tamoxifen worse

; i c 2 . .
Heterogeneity within subtotals: Xg = 6:1;p>01; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 8 trials: X? =6-3;p>01; NS

§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)
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Events/woman-years Tamoxifen events

Year code Allocated Allocated Logrank Variance Ratio of annual event rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 0/1187 1/935 -0-3 0-2
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 0/454 0/476
83B GROCTA | ltaly ER+ 0/1449 0/1025
86P2 FASG GFEA 02 0/1265 0/1120
89B2 SWOG 8897 0/10186 0/10112
89F ECOG EST5188 0/3115 0/2953
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 1/4209 0/4233 05 03
93B NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
(a) subtotal 1/ 1 03 04 :
with data § 21865 20854 1.77 (SE 2.03)
(0-0%ly)  (0-0%ly) increase
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 3/10035 1/9419 09 1.0
78D1234  Scottish 0/6217 0/4912
78F CRFB Caen C5 post 0/704 0/552
82%1 NSABPB-14 N-ER+ 2/14714 1/13214 04 08
86M2  CRFB Caen 002 —-/2429 -12223 (no data)
86P2 FASG GFEA 02 0/1252 0/958
89K  Tokyo CIH (no data)
89L NSABP B-21 1/1761 0/1684 05 03
(b) subtotal 6/ 2/ 1.8 2.0
with data § 34683 30739 2.54 (SE 1.18)
(0-0%ly)  (0-0%ly) increase
2p>0-1; NS
. Total (a+b) 7/ 3/ 21 24
56548 51593 2-380 (se 1-025)
(0-0%ly) (0-0%!y) increase
2p >0-1; NS
- 99% or <<= 95% confidence intervals L )
1.0 1.5 2:0

Difference between )
treatment effects in 2 subtotals: X, = 0-0; 2p >0:1; NS Tamoxifen better ‘ Tamoxifen worse

. . . L2 ; .
Heterogeneity within subtotals: X3 = 17;p>01; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 5 trials: xi =17;p>01;NS
§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)
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Year code
and study name

Events/woman-years Tamoxifen events

Allocated Allocated Logrank Variance Ratio of annual event rates

tamoxifen

control

O-E of O-E

Tamoxifen : Control

(a) Cytotoxics

76G2+b  Stockholm B post
80H2  Marseille post
82M  Osaka
83B GROCTAI ltaly ER+
86P2 FASG GFEA 02
89B2 SWOG 8897
89F ECOG EST5188
91C EORTC 10901
91F1  ICCG C/9/91 N+pre
91H NSABP B-23 ER-
93B NCI-C MA.12
93Cs+6  GABG 4 Germanypost
93N  IBCSG 13-93 N+pre

. (a) subtotal
with data 8§

(b) Nil

76G239ab  Stockholm B post
78D1234  Scottish

78F CRFB Caen C5 post
82%1 NSABPB-14 N-ER+
86M2  CRFB Caen 002
86P2 FASG GFEA 02

89K  Tokyo CIH

89L NSABP B-21

a (b) subtotal
with data §

m Total (at+b)

0/1187
-/139
0/454

1/1449

0/1265

10/10186

0/3115

1/4209

12/
21865
(0-1%ly)

11/10035
716217
0/704
19/14714
—12429
0/1252

3/1761

40/
34683
(0-1%ly)

52/
56548
(0-1%ly)

- 99% or <<= 95% confidence intervals

Difference between

treatment effects in 2 subtotals: xi =33;2p =007
Heterogeneity within subtotals: xg =5.0; p>0-1; NS
Heterogeneity between 8 trials: X$ =83;p>01;NS

1/935
-/160
0/476
0/1025
0/1120
14/10112
0/2953

3/4233

18/
20854
(0-1%ly)

3/9419
9/4912
0/552
11/13214
-12223
0/958

0/1684

23/
30739
(0-1%ly)

41/
51593
(0-1%ly)

-0-3 02
(no data)
04 02
-1.9 59
(no data)
(no data)
-1.0 1.0
(no data)
(no data)
(no data)
-28 74
24 3.0
-0-4 34
3.0 75
(no data)
(no data)
1.5 08
6:5 14.7
38 220

. 0-69 (st 0-31)
reduction
2p >0-1; NS

1.56 (s 0-33)
INCcrease
2p = 0-09

— E————
1-186 (se 0-232)
increase
2p>0-1; NS

0

05 1.0 1.5 2:0
Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p > 0-1; NS, adverse

§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)
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Year code

Events/woman-years Tamoxifen events

Allocated Allocated Logrank Variance

Ratio of annual event rates

and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 1/1187 1/935 0-1 0-5
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 0/454 0/476
83B GROCTAI ltaly ER+ 0/1449 0/1025
86P2 FASG GFEA 02 3/1265 1/1120 09 09
89B2 SWOG 8897 8/10186 5/10112 1.3 32
89F ECOG EST5188 0/3115 0/2953
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 1/4209 3/4233 -1.0 1.0
93B  NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
. (a) subtotal 13/ 10/ 1.3 5.7 ,
with data § 21865 20854 1-26 (se 0-47)
(0-1%ly)  (0-0%ly) increase
2p >0-1; NS
(b) Nil
76G239ab  Stockholm B post 15/10035 15/9419 01 70
78D1234  Scottish 10/6217 7/4912 -0-2 36
78F CRFB Caen C5 post 0/704 2/552 -11 05
82%1 NSABPB-14 N-ER+ 23/14714 25/13214 -2:1 12.0
86M2  CRFB Caen 002 -/2429 -/2223 (no data)
86P2 FASG GFEA 02 0/1252 1/958 -0:5 03
89K  Tokyo CIH (no data)
89L NSABP B-21 1/1761 2/1684 -0-5 0-8
= (b) subtotal 49/ 52/ 49 241 — 0:84 (se 0-19)
with data § 34683 30739 reduction
(0-1%ly)  (0-2%ly) 2p >0-1; NS
m Total (a+b) 62/ 62/ -29 298 ——0-907 (se 0-175)
56548 51593 re uction
(0-1%ly) (0-1%ly) 2p >0:1; NS
M 99% or <<= 95% confidence intervals L L L )
0 0-5 1.0 1.5 2:0

Difference between )
treatment effects in 2 subtotals: X, =0-8;2p>0-1;NS Tamoxifen better ‘ Tamoxifen worse

; b c 2 . .
Heterogeneity within subtotals: Xg = 5.:5; p>0-1; NS Treatment effect 2p > 0-1; NS

Heterogeneity between 10 trials: XS =62;p>01;NS

§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)
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Events/woman-years Tamoxifen events

Year code Allocated Allocated Logrank Variance Ratio of annual event rates
and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(a) Cytotoxics
76G2+b  Stockholm B post 1/1187 0/935 0-3 0-2
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 0/454 0/476
83B GROCTAI ltaly ER+ 0/1449 0/1025
86P2 FASG GFEA 02 0/1265 0/1120
89B2 SWOG 8897 2/10186 6/10112 -2.0 2.0
89F ECOG EST5188 1/3115 0/2953 06 02
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 2/4209 0/4233 1-0 05
93B NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
. (&) subtotal 6/ 6/ -01 3.0 :
with data § 21865 20854 0-96 (SE 0.57)
(0-0%ly)  (0-0%ly) reduction
2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 7/10035 719419 -0-4 3.5
78D1234  Scottish 4/6217 0/4912 19 10
78F CRFB Caen C5 post 0/704 0/552
82%1 NSABPB-14 N-ER+ 6/14714 5/13214 01 27
86M2  CRFB Caen 002 —-/2429 -12223 (no data)
86P2 FASG GFEA 02 0/1252 0/958
89K  Tokyo CIH (no data)
89L NSABP B-21 3/1761 1/1684 1.0 1.0
« (b) subtotal 20/ 13/ 2.6 8.2 ,
with data § 34683 30739 1-38 (se 0-41)
(0-1%ly)  (0-0%ly) increase
2p >0-1; NS
« Total (at+b) 26/ 19/ 25 111 _ I
56548 51593 1-254 (SE 0.336)
(0-0%ly) (0-0%ly) increase
2p >0-1; NS
- 99% or <<= 95% confidence intervals L L )

Difference between ) 0 05 1-0 15 20
treatment effects in 2 subtotals: x; = 0-3; 2p > 0-1; NS Tamoxifen better ‘ Tamoxifen worse

. . . .2 ; .
Heterogeneity within subtotals: Xg = 9:8; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 8 trials: x§ =10-1; p>0-1; NS
§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)
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Events/woman-years Tamoxifen events
Allocated Allocated Logrank Variance

Year code Ratio of annual event rates

and study name tamoxifen  control O-E of O-E Tamoxifen : Control
(2) Cytotoxics
76G2+b  Stockholm B post 5/1187 1/935 2:3 14
80H2  Marseille post -/139 -/160 (no data)
82M  Osaka 2/454 2/476 -1.0 05
83B GROCTAI ltaly ER+ 2/1449 5/1025 -1.9 1.7
86P2 FASG GFEA 02 1/1265 2/1120 -0-7 07
89B2 SWOG 8897 22/10186 22/10112 -0-8 10-9 -
89F ECOG EST5188 5/3115 8/2953 -1.8 32
91C EORTC 10901 (no data)
91F1 ICCG C/9/91 N+pre (no data)
91H NSABP B-23 ER- 4/4209 8/4233 =20 30
93B  NCI-C MA.12 (no data)
93Cs+6  GABG 4 Germanypost (no data)
93N  IBCSG 13-93 N+pre (no data)
= (a) subtotal 41/ 48/ -59 215 —1——— 076 (se 0:19)
with data § 21865 20854 re uction
(0-2%ly)  (0-2%ly) 2p>0-1; NS
(b) Nil
76G239ab  Stockholm B post 57/10035 52/9419 1.7 26-0 »
78D1234  Scottish 25/6217 17/4912 0-6 9.5 -
78F CRFB Caen C5 post 1/704 1/552 05 03
82%1 NSABPB-14 N-ER+ 45/14714 37/13214 16 204 .
86M2  CRFB Caen 002 -/2429 -/2223 (no data)
86P2 FASG GFEA 02 1/1252 1/958 -0-3 05
89K  Tokyo CIH (no data)
89L NSABP B-21 6/1761 2/1684 2:0 2:0
m (b) subtotal 135/ 110/ 6.1 587 ——3.11 (SE 014)
with data § 34683 30739 increase
(0-4%ly)  (0-4%ly) 2p >0-1; NS
B Total (a+b) 176/ 158/ 02 801 —+—1.002 (st 0-112)
56548 51593 increase
(0-3%ly) (0-3%ly) 2p >0:1; NS
- 99% or <<= 95% confidence intervals L L L )
0 0-5 1.0 1.5 2:0

Difference between )
treatment effects in 2 subtotals: X, = 2:3; 2p>0-1; NS Tamoxifen better ‘ Tamoxifen worse

Heterogeneity within subtotals: Xil =12-1; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 13 trials: Xiz =14-3; p>0-1; NS

§ 2 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 2568; allocated control: 2383)
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	Appendix to Table 3: ~5 years of tamoxifen versus Not: side effects ("forest plots" of trial-specific data and rate ratios with one line per trial for 13 trials), updated to 21 November 2003
	MORTALITY
	1. All-cause mortality, all trials
	2. Breast cancer mortality, all trials
	3. Non-breast-cancer mortality
	4. Vascular
	5. Stroke
	6. Thromboembolic
	7. Heart etc (i.e. other vascular)

	8. Neoplastic (not breast)
	9. Uterus
	10. Ovary
	11. Liver
	12. Lung
	13. Colon or rectum
	14. Haematopoietic
	15. Other neoplastic

	16. Other/unknown (not breast)


	SECOND CANCER INCIDENCE
	17. Any second primary
	18. Contralateral breast (before other recurrence)
	19. ER-poor original breast cancer
	20. ER+/unknown original breast cancer

	21. Uterus (endometrium or other)
	22. Other site (as first event)
	23. Ovary
	24. Liver
	25. Lung
	26. Colon or rectum
	27. Haematopoietic
	28. Other second primary





