Events/woman-years Cytotoxic events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment cytotoxic control O-E of O-E Cytotoxic : Control
(a) Single agents '
|
|
62B Berlin-Buch ?72C 160/1585 165/1888 52 661 R ™ E—
67A Birmingham * 24 CIF 93/2042 2(52/1035) -15 281 —!—
69B Osaka S44-48 60 C 8/171 -14 38 !
72B NSABP B-05 24 Mel 1211601 127/1300 -13.7 539 — .
74C Edinburgh Il 12F 112/956  105/830  -4.7 421 R
75E Guy's/Manch. | 24 Mel 126/1487 123/1500 -2'5 531 .
76D Dublin 12 F 15/103  11/114 05 34 :
77B1+2 DanishBCG77bpre 12 C 99/2168 133/1741 -201 489 — .
77E Oxford 24 Vel 66/673 1/599 -37 215 e
78A1 S Swedish BC 12 70/1158  68/1206 24 294 : ]
78S2 NKCC Japan Tpeant 24C 17/970 271659 -9:4 98 —_—
ICCG N+post T6E 81/1290 104/1196 -141 424 —
89J CRCRAMS Moscow T 4 Tt 7/56 5/56 1.1 25
90C7 FASG GFEA 08 T 6E 28/504  33/440 -45 143 :
|
. (a) subtotal * 1003/ 1086/ _g6.3 425.1 . 0-86 (se 0-04)
14764 13716 | reduction
(6:8%ly) (7-9%Iy) | 2p = 0-001
i
) : . . |
(b) CMF regimens (including other non—-anthracycline agents) !
|
|
73B INT Milan 7205 12 CMF 142/2127 136/1427 R —
75E2 Manchester | 12 CME 35/434 34/436
76C Glasgrow 12 CMF 69/835  73/626 —
76E EORTC 09771 24 CMF 134/1481 132/1233 it E—
77B1+2 DanishBCG77bpre 12 CMF 107/2293 133/1741 — .
77G1 Vienna 36 CMFV 71717 76/646 —
78E UK/Asia Collab. 124 CMF 113/1261 135/1089 —
78K3 IBCSG/LudW| llipost12 CMF 92/1414 120/1104 — .
78V2 E EST6177post 12 CMFPr 66/566 7' —_ -
79B1 SWOG7827Ap0 R+112 CMFVPr  184/2614 195/2413 — .
79C CaseWesternB ER+ le CMEVPr 24/432 32/465
79E Guy s/Manch. | 2 CMF 111/1575 154/1145 —m—
79H Paris N- GCMF 49/1113  67/985 e e
8OF INTMilan 8004 N- 13 CME 18/589  27/358 — w1
80J1 Vienna G&/n post 1 6CMF 16/194 13/223 t
80L SWOG 7985 2?2 CMFV i
81H EST1180/SW.8294 6 CMFPr 78/2851  114/2337 — .
82C DanishBCG82cpost T 9 CMF 490/4464 503/4243 . .
84D NCI-C MA.4 t 6 CMF 170/1829 178/1708 41_}7
85J1+43 PetrovStPetersb'y t 4 CMF; 2TtMF 75/1844  81/1704 L
86H2 IBCSG VI * 13/6 CMF 426/5820 3(161/1804) -21.0 979 +,
87D3 GABG 3 Germany 1 6 CMF 67/1066 68/916 -55 303 R
88C NSABP B-20 122 CMF 93/6146 150/5921 -31.0 593 — .
88D IBCSG IX t 3CMF 106/4391 136/4149 -17-4 584 e
89A2 SITAM-01 t 6 CMF 35/287 250277 47 129 r
89E4+9 GROCTA Vitaly 1 6 CMF 19/216  21/169 -34 7.9 '
89J1 CRCRAMS Moscow 6 CMF 2/39 4/24 -13 12
89V Romagnolio Italg 6 CMF 28/800  49/781  -11.3 179 e
90P Amsterdam 3 B6CMF 22/633  28/452 =71 111 B T
90S1 IBCSG 6 CMF ](.no datag} |
90X1 Tokyo 6 CMF 21/611  19/634 4 -6 :
93S Hamburg Germany 6 CMF 15/396 22/430 -37 85
Sweden-Finland 9 CMF (no data) !
|
|
(b) subtotal * 2878/ 3283/ _341.1 12372 < 0:76 (se 0-02)
49038 43647 | reduction
i
(5-9%ly) (7-5%ly) ! 2p < 0-00001
. . |
(c) Anthracycline regimens !
|
|
74D1 DFCI 74-063 * 7/3:5 AC 1/48 2&2/173 |
76H1 West Midlands N+ 6 CMFVAFol 219/1607 222/1190 -24-9 853 +
76L1 Cologne ?? AC ﬁno data; A
808374 N Sweden t 8AC 69/639  69/527 -45 277 —
80C2 SESwed. BCGB post 6AC 7/233  15/170 -4.0 47 '
80S1 Helslnkl 8 FAC 24/313  34/257 -51 114 !
80Z Wes t 6 VAP/VAC ~ 30/452  29/392 -04 114 !
82E MD Anders.8227 N- 4 FACVP 121446 23/407 -51 81 !
83B GROCTA I italy ER+t 6 100/1474 311  -33 451 —
84C NSABP B-16 post * 124 MeIF+A/3AC 386/6964 2(228/3102) -37.0 1219 =
84Qa+s Austrian BCSG4 1 6 CMFVA 65/770_ _58/76! 24 266 =
86P2+3 FASG France t 6 FEC 230/3187 244/2986 -14-8 1077 — .
89? Bari Italy N- 6 FEC 24/644 36/53 -82 140 —.
89B1 SWOG 8814 * t 6 FAC 324/6923 4(155/2118) -40-9 813 -
89D IGR Paris t 6 FAC/FEC  147/3408 185/3118 -22:6  77-3 +
90Cs FASG GFEAO7 1 6 FEC 20/649  33/603 -74 127 —_—
92D Amsterdam C9203 | 4 EC 10/179  10/178 00 4.7 :
93H IBCSG 11-93 N+pret 4 AC 11/307  7/302 2:0 44 '
93M1+2 IBCSG 12-93 N+post 4 AC ino daua?S i
F JCOG 9401 N+post T 6 AC 5/200 9/202 -17 -3 :
|
. (c) subtotal * 1684/ 2151/ -175.3 647.7 < 0 76 se 0-03)
28443 27657 ! eduction
(5-9%ly) (7-8%ly) ! 2p < 0-00001
i
(d) Other polychemotherapy |
|
|
73C1 Mayo 70-56-32 12 CFPr 15/159  9/131 15 34 ‘
74E UK MCCG 003 6 CVFICVM  95/710 99 568 -125 353 s
75G Northwick Park 12 MelvV 26/550 -38 129 !
76H2 Wesl Midlands N- 6 ChIMF 107/2981 119/2881 -67 534 — -
76K HD 1 W, Germany 24 ChIF 43/451  48/372 -67 186 —
76P King's CRCM/M~ 24 MelM 145/799 154/726  -81  59.2 —
77E Oxford 24 MelMF 68/776  71/599 -50 273 —
T7TW2 Mon;lg 12 CVF éno datag3 |
78M3 NCC G 773051post 10 CFPV 59/568  74/627 -61 280 —
81E N Fol 108/3883 160/3416 -31.4  62:4 T
86D1 UK Mumcemre T 6 CVF/CVM 13/352  14/329 -13 65 :
88C NSABP B-20 122 MFFol 118/6156 150/5921 -17-3 650 —
92B2 HE1092 Greece 16 CMzF 38/540  32/633 54 161 :
93A1245 UKCCCR ABC T various (no data) i
|
. (d) subtotal 835/ 965/  _g2.0 3881 <= 0 79 se 0-05)
17925 16804 ! eduction
(4-7%ly) (5:7%ly) ! 2p < 0:00001
i
|
|
|
Total (a+b+c+d)* 6400/ 7485 _674.7 2698.1 $ (0 779 se 0-017)
110170 101824 | eduction
(5-8%ly) (7-4%ly) 2p < 0-00001
i
M 99% or == 95% confidence intervals L L L L !
Heterogeneity between 4 subtotals: xg =4.9; p>0-1; NS 0 05 10 15 2.0
Heterogeneity within subtotals: ng =106-2; p = 0-003 Cytotoxic better ‘ Cytotoxic worse

Heterogeneity between 73 trials: st =1111; p = 0-002 Treatment effect 2p < 0-00001
* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
1 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/Women

Cytotoxic deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control = of O-E Cytotoxic : Control
(a) Single agents |
I
I
I
62B Berlin—Buch ?2?C 156/212  158/231 74 669 .
67A Birmingham * 24 CIF 88/161 2&48/83) 36 287 T L
69B Osaka S44 48 60 C 6/17 0/17 -14 33
72B N 24 Mel 111/198  118/182 =107 51.9 —
74C Edlnbur h II 12 F 104/151 99/146 -5-6 43-0 4.—7
75E Guy’'s/Manch. | 24 Mel 120/190 115/183 70 51.9 A
76D Dublin 12 F 13/20 0/2. 0-8 3.9 L
77B1+2 DanishBCG77bpre 12C 96/192  125/196  -14.0 489 —a—
77E Oxfor 24 Mel 62/100 61/100 -0-1 26-3 T
78A1 S Swedish BCG 12C 60/147 61/143 04 271 t
78S2 NKCC Japan TperiMit; 24 C 13/136 17/113 -4.8 6-8 -
88F ICCG N’\f 1T 6E 1/303 64/301 -1.7 29:2 —
89J Cl S Mos«::oWWL 4 Tt 3/22 2/20 06 08 .
90C7 FASG GFEA 08 19/169 20/157 -12 91 .
I
. (a) subtotal * 912/ 956/  _19.7 397.7 b 0 95 se 0-05)
2018 1976 | eduction
(45:2%) (48:4%) ! 2p >0-1; NS
I
(b) CMF regimens (including other non-anthracycline agents) .
I
I
73B INT Milan 7205 12 CMF 127/210  129/181 -17-3 57.5 —.—l——
75E2 Manchester | 12 CME 5/55 0/54 36 145 .
76C G|aS%0W 12 CME 66/112 71/103 =57 29-0 —
76E EORTC 09771 24 CME 86/229 99/223 =122 42-4 ———
77B1+2 DanlshBCG77bpre 12 CMF 102/201  125/196 -18.0 50-0 —
77G1 Vi 6 52/81 50/82 -0-6 21-2 L
78E UK/A Collal 4 CMFE 93/247 96/24. -1.6 39-1 4}%7
78K3 IB CSG/LudW| IIIpOSTlZ CMF 85/171 105/164 -131 42-0 —
78V2 ECOG EST6177post 12 CMEPr 63/87 7/95 35 283 =
79B1 SWOG7827ApoER+112 CMFVPr 164/325  168/316 =75 747 4
79C CaseWeslernB ER+ T12 CMEVPr 20/64 26/73 =36 9:6 T
79E Guy S/Manch 2 CMF 105/185  144/207 -26:2 53-8 —h—
79H Pari 6 CMFE 20/172 23/163 -0-8 102 !
80F INTMlIan 8004 N- 12 CMF 10/49 21/47 -6-7 68 4-7}
80J1 Vienna Gyn.post 1 6 CMF 30 10/29 4.2 4.9 T
80L SWO ?? CMEV (2 8 patlents% Zsno data) I
B BTamonmt. SOET WS A I g
anis! CpOs| -2 .
J
84D NCI-C MA.4 MF 123/381  130/377 -5.9 56-9 —
85J1+3 PetrovStPetersb'g t 4 CMF 2TtMF  68/193 70/191 -2:3 320 —H
86H2 IBCSG VIl * 13/6 CMF 333/948 3(122/318) -82 79-9 4;.,7
87D3 GABG 3 Germany 1 6 CMF 36/278 35/24 -2:2 165
88C NSABP B-20 1?2 CME 9/789 82/788 -169 32:1 —
88D IBCSG IX T 3CME 56/853 74/86. -9:3 314 —
89A2 SITAM-01 T 6 CME 22/63 16/5. 22 8:6 :
89E4+9 GROCTAV ltaly T 6 CME 15/40 19/39 =37 71 T
89J1 CRCRAMS Moscow 6 CMF 0/11 1/10 -0-6 02 +
89V Romagnolo Italg 6 CMF 18/138 23/143 -1.9 9:6
90P Amsterdam C8913 6 CMF 12/149 15/122 -4-1 6-2 ,
90S1 IBCS 6 CMF (,200 patlenls) (Sno data) i
90)(1 Tokyo CIH 6 CMF 117144 9/143 -4 4.4 :
S Hamburg, Germany 6 CMF 8/117 14/125 -2:6 51 T
Sweden=Finland 9 CMF (no data) I
I
I
(b) subtotal * 2302/ 2554/ _174.0 10084 < 0-84 (se 0:03)
7306 7230 i eduction
(31-5%) (35-3%) | 2p < 0-00001
I
(c) Anthracycline regimens |
I
I
I
74D1 DFCI 74-063 * 7/3-5 AC 1/4 2%2/4_) !
76H1 West Midlands N+ 6 CMFVAFol  197/294  205/274 -19:-6 879 +,
76L1 Cologne ?? AC $61 patlenls) éno dala)6 !
80B3+4 N Sweden T 8AC 60792 6879! -84 ———
80C2 SESwed. BCGB post 6 AC 7121 3/22 -2:1 4 5 .
80S1 Helsmkl 22/47 32/50 -3-3 114 T
80Z Wes: 1 6 VAP/VAC 20/48 23/45 -0-1 8:6 T
82F MD Anders 8227 N- 4 FAC\/P 9/64 15/67 -2:8 5.7
83B GROCTA | Italy ER+T 6 83/17. =22 384 —
84C NSABP B-16 post * 124 MeIF+A/3AC 310/862 2(182/434) -23.:6 100-2 +,
840Q4+5 Austrian BCSG4 1 6 CMFVA 54/131 47/129 4.0 22:2 L -
86P2+3 France T 6 FEC 145/551  163/553 -14.1 72:4 +7
899 Bari Ilalg N- 6 FEC 10/123 18/121 -4.8 6.7
9B1 SWOG 8814 T 6 FAC 209/1177 4(104/381) -25-2 55-6 —m
89D IGR Paris T 6 FAC/FEC 94/576 108/575 -6-7 48-1 " A
90Cs FASG GFEA 07 1 6 FEC 6/169 10/166 -19 39
92D Amsterdam C9203 1 4EC 7149 7/53 01 33 -
93H IBCSG 11-93 N+pret 4 AC 6/89 . 4/85 11 24 L
93M1+2 IBCSG 12-93 N+post 4 AC 5154 patlentsg {no dataé i
94F JCOG 9401 N+post T 6 AC 5/65 9/64 -1.7 T
I
. () subtotal * 1245/ 1586/ -111.5 501.4 - 0- 80 se 0-04)
4533 4870 ' eduction
(27-5%) (32:6%) | 2p < 0:00001
I
(d) Other polychemotherapy |
I
I
73C1 Mayo 70-56-32 12 CFPr 14/21 /13 05 3.5 1
74E UK'MCCG 003 6 CVF/C\/M 73/149 82/141 -11-3 320 .
75G Northwick Park 12 M 22/65 /75 -1.8 106 o
76H2 West Midlands N— 6 ChIMF 88/287 94/288 =27 43-6 —
76K HD 1 W, Germany 24 ChiF 39/61 1/63 -2:0 183 =
76P Klng S CRC M/M MelM 125/222  117/213 36 50-7 R
77E O 24 MeIMF 61/106  61/101 -1.3 25-4 —
77W2 Mon;lg ier VF 582 patlems? éno danal)6 '
78M3 N G 773051post 10 CFPr 53/85 66/99 =22 265 —— i
81E NSABI MFFol 69/376 99/384 -153 40-4 ———
86D1 UK Multlcentre CVF/CVM /118 105 =29 2.7 L
88C NSABP B-20 T I 53/786 82/788 -14.3 330 —.—
92B2 HE1092 Greece 16 25/135 18/145 52 98 T
93A1245 UKCCCR ABC T varlous (=1337 patients) (no data) |
I
Bl © subtotal 625/ 705/ _a4.4 296.7 - 0-86 (se 0:05)
2411 2414 l reduction
(25:9%) (29-2%) ! 2p = 0-010
I
I
|
I
Total (@a+b+c+d)* 5084/ 5801/ _349.6 22041 ES 0 853 st 0-020)
16268 16490 I eduction
(31-3%) (35-2%) | 2p < 0-00001
I
4 99% or == 95% confidence intervals L L . L )
Heterogeneity between 4 subtotals: X; =7.0; p=0-07 0 0-5 10 15 2:0
Heterogeneity within subtotals: ng =87-3; p =007 Cytotoxic better ‘ Cytotoxic worse

Heterogeneity between 73 trials: x; =94.3; p=004

Treatment effect 2p < 0-00001

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

1 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/Women

Cytotoxic deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic control -E  of O-E Cytotoxic : Control
T
(a) Single agents !
|
|
62B Berlin-Buch ?2?2C 156/212  158/231 74 669 — .
67A Birmingham * 24 CIF 119/161 2&59/83) 65 369 . -
698 Osaka s44 48 60 C 6/17 0/17 -14 33 !
72B NSAI 24 Mel 134/198 136/182 -84 611 [T
74C Edlnburgh || 12F 119/151 119/146  -96  51.0 Rl S
75E Guy's/Manch. | 24 Mel 139/190  133/183 80 599 T
76D Dublin 12F 4/20 2/21 05 4. ;
77B1+2 DanishBCG77bpre 12 C 117/192 135/196 -106 555 JER S
77E Oxford 24 Mel 67/100  62/100 10 275 L m
78A1 S Swedish BCG 12C 5/147  64/143 16 290 —tm
7852 NKCC Japan tperiMit; 24 C 16/136  23/113 -7:0 8.9 -
88F ICCG N+ 6E 4/303  70/301 -32 314 .
830 CRCRAMS. MoscowT 4Tt 4/22 2120 11 11 h
90C7 FASG GFEA08 1 6 22/169  20/157 04 9.9 !
|
. (a) subtotal * 1042/ 1062/ _13.8 4465 <t 0.97 (se 0-05)
2018 1976 ! reduction
(51-6%) (53-7%) 1 2p>01; NS
! H
|
(b) CMF regimens (including other non-anthracycline agents) !
|
|
73B INT Milan 7205 12 CMF 157/210 151/181 -149 682 .
75E2 Manchester | 12 CMF 41/55 33/54 49 163 L =
76C Glasgrow 12 CMF 78/112  77/103 -5 33.0 ——
76E EORTC 09771 24 CMF 5/229  106/223 -114 459 —
77B1+2 DanishBCG77bpre 12 CMF 117/201 135/196 -172 557 —
77G1 Vienna 36 CMFV 2/81 50/82 -06 212 -
78E UK/Asia Collab. 124 CMF 108/247  108/241 00 435 [
78K3 IBCSG/Ludwig Illpost12 CMF 104/171 116/164 -11.0 492 —
78V2 ECOG EST61/77post 12 CMFPr 65/87 69/95 35 292 ! ]
79B1 SWOG7827ApoER+112 CMFVPr 200/325 214/316 -138  94-6 —
79C CaseWesternB ER+ T12 CMFVPr 25/64 33/73 -4.5 12.5 -
79E Guy s/ anch. | 2CM 118/185 156/207 -27-8 589 — .
79H Par 6 CMF 20/172 23/163 -08 102 :
80F INTMllan 8004 N- 12 CMF /49 25/47 -8:2 83 — -
80J1 Vienna Gg/n post t 6 CMF 14/29 4.5 53 L
80 OG 7985 ? CMFV pa ients. ino datag !
o BSOSz | SEMER e e T e —
anis CpOst -11- -
P -
84D NCI-C MA.4 t 6 CMF 132/381 137/377  -53 608 — -
85J1+3 PetrovStPetersb’g 1t 4 CMF; 2TIMF  74/193 79/191 -28 351 —
86H2 IBCSG VI * 13/6 CMF 360/948 3(135/318) -11.2 873 4‘!7
87D3 GABG seermany 1 6 CMF 36/278  35/24 22 165 .
865 IBESE I T3 euE 7 R T s
89A2 SITAM-01 t 6 CMF 4/63 7/52 28 93 L
89E4+9 GROCTAV ltaly 1 6 CMF 15/40 19/39 -3.7 71 !
89J1 CRCRAMS Moscow 6 CMF 0/11 1/10 -0-6 02 '
89V Romagnoio Italg 6 CMF 20/138 23/143 -09 101 ;
90P Amsterdam €891 6 CMF 12/149 15/ -4-1 62
90S1 IBC 6 CMF SZOO patlents) no data) !
90X1 Tt ky 6 CMF 13144 9/143 2 4.9 !
93s Hamburg ermany 6 CMF 12/117 15/125 -1 63 :
Sweden=Finland 9 CMF (no data) i
|
|
(b) subtotal * 2620/ 2872/ -181.1 11458 < 0- 85 st 0:03)
7306 7230 ! uction
(35:9%) (39:7%) | 2p < 0-00001
|
(c) Anthracycline regimens |
|
|
74D1 DFCI 74-063 * 7/3.5 AC 3/4 |
76H1 West Midlands N+ 6 CMFVAFol ~ 203/294 20 /2 4 -190 903 —»—
76L1 Cologne ? 561 patlents) éno datab !
80B3+4 N Sweden BCG  t 8 AC 67)9 76195 -83 299 L
80C2 SESwed.BCGB post 6 AC 12/21 16/2 -2:4 6 !
8051 Helsi k 24147 36/50 -33 123 '
80Z Wesse: t 6 VAP/VAC 24148 25/45 05 9.9 ;
82F MD Ander FACVPr 17/67 -2:3 64
838 GROGTAT Italy ER+T 84/17 80/17 -1.7 386 —
84C NSABP B-16 post * 124 MeIF+A/3AC 393/862 2(215/434) -22.7 1237 . |
84Qa+s Austrian BCSG 4 1 6 CMFVA 54/131  47/129 40 222 ]
86P2+3 FASG France t 6 FEC 158/551 174/553 -135 783 —
89? Barj Italg N- 6 FEC 11/123_  18/121 -4.2 69 !
89B1 SWOG 8814 * t 6 FAC 281/1177 4(119/381) -206 705 —
89D IGR Paris t+ 6 FACIFEC ~ 100/576 113/575  -64  50.9 —a—
90Cs FASG GFEAQ7 1 6 FEC 8/169 10/166 -0-9 4.4 !
92D Amsterdam C9203 1 4 EC /49 8/53 01 38 ;
93H [BCSG 11-93 N+pref 4 AC /89  4/85 11 24 :
93Mu1+2 IBCSG 12-93 N+post 4 AC $154 patlentsb) ](-no datag l
94F JCOG 9401 N+post T 6 AC 5165 9/64 -1.7 ;
|
. (c) subtotal * 1452/ 1754/ _101.3 5603 <t 0-83 (sE 0-04)
4533 4870 | reduction
(32:0%) (36:0%) | 2p = 0:00002
|
|
(d) Other polychemotherapy !
|
|
73C1 Mayo 70-56-32 12 CFPr 19/21 12/13 21 4.5 :
74E UK'MCCG 003 6 CVFICVM  79/149 85141 -102 341 -
75G Northwick Park 12 MelV 27165 1775 -1.7 120 »
76H2 West Midlands N- ~6 ChIMF 100/287 103/288  -17 486 —
76K HD 1 W, Germany 24 ChIF 39/61 1/63 -2.0 183 !
76P ng s CRCM/M~ 24 MelM 129/222  127/213 14 536
77E O 24 MeIMF 61/106  62/100 -19 256
T7W2 Monq?elher 2 CV $82 patlents) éno datag; !
78M3 N G 773051post 10 CFPr 60/85 71199 -09 292 :
81E N Fol 85/376  117/384 -169 487 — w1
86D1 UK Mumcemre T e CVF/CVM 4/118 1/105 -4-1 37
88C NSABP B-20 127 MFFol 67/786 98/788 -156 405 — .
92B2 HE1092 Greece 16 CMzF 27/135  20/145 5. 108 !
93A1245 UKCCCR ABC T various (21337 patients) (no data) h
|
[l © subtota ngll L 7272/1 , 4603295 <= 0-87 (se 0-05)
X .
(28:9%) (32.2%) 1 reduction
| p=0
|
|
|
|
Total (a+b+c+d)* 5811/ = 6466/ _342.2 24821 + 0- 871 st 0-019)
16268 16490 | eduction
(35:7%) (39-2%) | 2p < 0-00001
i
|
- 99% or == 95% confidence intervals L L L L !
Heterogeneity between 4 subtotals: X; =6-6; p=0-09 0 05 10 15 2:0
Heterogeneity within subtotals: ng =827;p>01;NS Cytotoxic better ‘ Cytotoxic worse
Heterogeneity between 73 trials: Xiz =89-3; p=0.08 Treatment effect 2p < 0-00001

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

1 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Cytotoxic deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents
62B Berlin-Buch ?22C -/1584 -/1888 6no datal)
67A Birmingham * 24 CIF 1/2042  2(0/1035) -2 -2
69B Osaka S44-48 C —/17. -/117 6no datal)
72B NSABP B- 24 Mel 1/160 0/1300 -6 -2
74C Edinburgh Il F 0/1070 0/927
75E Guy’s/Manch. | 24 Mel 0/1487 2/1500 -0-6 04
76D Dublin 2F /102 /114

77B1+2 DanlshBCG??bpre 12C 0/2168 0/1741
77E Oxford 4 Mel /673 /599 04 03
78A1 S Swedish BCG 12C 1/1676 0/1704 06 02
78S2 NKCC Jap TperiMit; 24 C 1/970 /659 -0:2 05

88F ICC nf 0/1290 0/1196

89) CRCRAMS MOSCOWT 4 Tt 0/56 0/56

90C7 FASG GFEA 08 6 E 0/504 0/440
(a) subtotal with data § * 5/ 3/ 1.8

13639 12306
(0-0%ly) (0-0%/y)

(b) CMF regimens (including other non-anthracycline agents)

73B INT Milan 7205 12C 0/2127 0/1427
75E2 Manchester | 12 C 0/434 2/436 -0:6 04
76C Gla: q_ C /835 /625
76E EORTC 09771 24C 0/1481 0/1233
77B1+2 DanlshBCG??bpre 12C 1/2293 0/1741 05 03
77G1 Viel 36 C /717 /646
78E UK/A |a Collab. 4 Cl 0/1352 1/1178
78K3 IBCSG/Ludwi IIIpOSle C 1/1414 1/1104 -0:2 05
78V2 ECOG EST61/7post 12 C 0/566 /599
79B1 SWOG7827ApoER+112 C 1/2614 3/2413 -13 1.0
79C CaseWesternB ER+ 112 C 0/432 /465
79E Guy S/Manc Il 12C 0/1575 0/1145
79H Par 6C /111! —/985 (no data)
80F INTMllan 8004 N- 12 Cl 0/589 0/358
80J1 Vienna ng post 1 6Cl 1/194 0/223 0-5 0-3
80L SWOG 7985 22C (no data)
81H EST1180/SW.8294 6 Cl 0/2851 0/2337
82C DanlshBCGSZCpost 1 9Cl 4/4464 1/4243 1.3 1.3
84D ; 6 Cl 0/1828 0/1707
85J1+3 PetrovStPetersb g 4 Cl 1/1844 0/1704 04 03
86H2 IBCSG VIl * 13/6 C 0/5820 3(0/1804)
87D3 GABG 3 Germany 1 6 Cl —/106¢ -/916 ino datag)
88C NSAB B-20 1?2 CME 0/614 2/5921 -1.0 -5
88D IBCSG IX T 3CMFE 0/4391 0/4149
89A2 ITA -01 T 6 CME 0/287 0/277
89E4+9 GROCTAV ltal T 6 CME -/216 -/168 (no data)
9J1 CRCRAMS Moscow 6 CMF 0/39 0/24
89V Romagnolo Italg 6 CMF 0/800 0/781
90P Amsterdam C8913 6 CMF 0/633 0/452
90S1 IBCSG 6 CMF (no data)
90X1 Tokyo C 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF 0/396 0/430
Sweden=Finland 9 CMF (no data)
. (b) subtotal with data § * 9/ 10/ -03 44
46733 41664

(0-0%ly) (0-0%/y)

(c) Anthracycline regimens

A 7= 7 14 1
77 (sE101)
increase
2p > 0-1; NS

0-94(SE 0U-40)
reduction
2p >0:1; NS

74D1 DFCI 74-063 * 7/3:5 AC 0/47 250/173
76H1 West Midlands N+ 6 CMFVAFol  0/1917 07140
76L1 Cologne ?? AC 6no datab
80B3+4 N SwedenBCG  + 8 AC 1/639 0/526 -5 3
80C2 SESwed.BCGB post 6 AC 0/233 0/169
80S1 Helsmkl 8 FAC 0/313 0/257
80Z Wes: t 6 VAP/VAC 0/452 0/391
82F MD Anders.8227 N- 4 FACVPr /446 0/407
838 GROCTAI Italy ER+f 6 0/1474 /131
84C NSABP B-16 post * 124 MeIF+A/3AC 5/6964  2(0/3102) 15 1.0
84Q4+5 Ausman BCSG 4 I 6C -[770 —/765 (no data)
86P2:3 FASG France 6 FEC 0/3187  0/2986
89&@ Bari ItaI% 6 FEC 0/64; 0/539
89B1 814 * 1 6 FAC 2/6923 4&0/2118) 0-4 0-3
89D | T 6 FAC/FEC  0/3408 /31 -11 05
90Cs FASG GFEA 07 16 FEC 49 0/60
92D Amsterdam C9203 { 4E 0/179 0/178
93H IBCSG 11-93 N+preT 4 AC -1307 -/302 no data
93Mi+2 IBCSG 12-93 N 4 A no data
94F JCOG 9401 N+p05t 16 AC 0/200 0/202
(c) subtotal with data § * 8/ 2/ 13 21 O 7T— R Bn
27675 26806 88 (se 0-96)
(0:0%l/y) (0-0%ly) increase
2p >0:1; NS
(d) Other polychemotherapy
73C1 Mayo 70-56-32 CFPr 0/158 0/130
74E UK MCCG 003 6 CVFICVM  0/710 0/568
G Northwick Park 12 MelV 0/550 0/601
76H2 West Midlands N-  ~6 ChIMF 0/3692  1/3578 -05 03
76K HD 1 W. Germany 24 ChiF —/451 —/372 (no data)
76P Kin: s CRCM/M~ 24 MelM 0/799 0/726
77E OX 24 MelMF 0/776 0/599
77W2 Montjij_elller 12 CVF (no data)
G 773051post 10 CFPr /568 /627
MFFol 0/3883  1/3416 -05 03
86D1 UK Multlcentre T 6 CVF/CVM /352 /329
88C N B-20 ? MFFol 0/6156 5921 -1.0 05
92B2 HE1092 Greece 6 CMzF 0 o)
93A1245 UKCCCR ABC fvarious (no data)
(d) subtotal with data § o/ 4 21 10— 0 00 se 0-47)
18184 17128 eduction
(0:0%ly) (0-0%ly) 2p =0.03
« Total(@+b+c+d)* 22/ 19/ 0 93 P
106231 97904 W’S?DBZS)
(0:0%l/y) (0-0%ly) reduction
2p > 0:1; NS
i 99% or <= 95% confidence intervals L . . d
Heterogeneity between 4 subtotals: Xg =5.9; p>0-1; NS 0 05 10 15 2:0
Heterogeneity within subtotals: x; =19:1; p>0-1; NS Cytotoxic better ‘ Cytotoxic worse

Heterogeneity between 21 trials: XZO

=25.0; p>0-1; NS

Treatment effect 2p > 0-1; NS

§ 8 trials with no data do not contribute to subtotals or to the overall total (allocated cytotoxic: 5678; allocated control: 5513)
* For balance, control patients in 3—-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

T Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Cytotoxic deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of an_nual death rates
and study name treatment cytotoxic control  O-E of O-E Cytotoxic : Control
(a) Single agents
62B Berlin-Buch 2?2C —/1584 ~/1888 6no data,
67A Birmingham * 24 CIF 8/2042  2(4/1035) - -
69B Osaka S44-48 6 —-/171 —/11 fSno data{
72B 05 24 Mel 2/160 4/1300 -0-8 -3
74C Edinburgh Il 12 F 2/1070 -0-7 12
75E Guy’'s/Manch. | 24 Mel 2/1487 2/1500 -0-2 07
D Dubl 2F 1/10: -0-3 02
77B1+2 DanishBCG77bpre 12 C 5/2168 1/1741 1.5 10
Oxf 4 Mel 0/67.
78A1 S Swedish BCG 12C 0/1676 0/1704
78S2 NKC Ja an TperiMit; 24 C 0/970 0/659
F ICCi nj) T6E 0/1290 0/1196
J CR RA S Moscow; 4Tt 0/56 0/56
9007 FASG GFEA 08 6E 1/504 0/440 06 03
. i * 21/ 19/ . . -
(a) subtotal with data § 02 72 _—
13639 12306 .L'U‘.I- (SE U'O'S)
(O-Z%/y) (O-2%/y) InCrease
2p>0-1; NS
(b) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 0/2127 0/1427
75E2 Manchester | 1/434 0/436 0.5 0-3
76C Glasgrow 7/835 2/625 1.6 2.1
76E EORTC 09771 0/1481 0/1233
77B1+2 DanishBCG77bpre 1/2293 1/1741 04 04
77G1 Vienna 0/717
78E UK/A a Collab. 4/1352 1/1178 1.7 08
78K3 | SG/LudW|g7IIIpOSf1 3/1414 2/1104 02 12
78V2 E 0/566 0/5!
79B1 SWOG7 27ApOER+112 CMEVPr 6/2614 4/2413 08 25
79C CaseWesternB ER+ 112 CMF 2/432 4/4] -1.0 14
79E GuyS/M nch. Il 3/1575 3/1145 -04 11
79H Par ¢ - ~/9 (no data)
80F INTMlIan 8004 N- C 0/589 0/358
80J1 Vienna Gg/n post Cl 0/194 0/223
80L SWOG 7985 22 C (no data)
81H EST1180/SW.8294 Cl 0/2851 0/2337
82C DanishBCG82cpost T 9 C 9/4464 14/4243 -2:3 57
84D NCI-C MA.4 16C 0/1828 0/1707
85J1+3 PetrovStPetersb'g T 4 C 1/1844 1/1704 04 03
86H2 IBCSG VII * 13/6 C 2/5820  3(2/1804) -1-1 07
87D3 GABG 3 Germany T 6C —/1066 -/916 6no data)
88C NSABP B- 1?2 Cl 3/6146 3/5921 -0 15
88D IBCSG IX 1 3C 1/4391 2/4149 -05 08
89A2 SITAM- T 6Cl 0/287 0/277
89E4+9 GROCTAVltaly 1 6 CMF -216 -/168 (no data)
9J1 CRCRAMS Moscow 6 CMF /39 0/2.
V. Romagnolo Italg 6 CMF 0/800 0/781
90P Amsterdam C8913 6 CMF 0/633 0/452
90S1 I SG 6 CMF (no data)
90X1 Tokyo C 6 CMF 0/611 0/634
93S Hamburg Germany 6 CMF 0/396 0/430
Sweden=Finland 9 CMF (no data)
= (b) subtotal with data § * 43/ 43/ 01 186 —
46733 41664 - T-01 (se 0-23)
(0-1%ly) (0-1%ly) increase
2p>0-1; NS
(c) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 1/47 250/173
76H1 West Midlands N+ 6 CMFVAFol  2/1917 0/140¢ 0-9 0-5
76L1 Cologne C }no dataz)
80B3+4 N Sweden T 2/639 0/526 -1 -5
80C2 SESwed. BCGB post 6 AC 3/233 0/169 1.0 06
80S1 Helsinki 8 FAC 0/313 1/257 -0:6 02
80Z Wessex 1 6 VAP/VAC 0/452 0/391
82F MD Anders.8227 N- 4 FACVPr 0/446
83B GROCTA I Italy ER+f 6 CMF; 4 E 0/1474 0/1311
84C N P B-16 é)osl * 124 MeIF+A/3AC 716964  2(4/3102) -05 2:4
84Q4+5 Austnan BCSG4 T 6 CMFVA -[770 —/765 {no datab
86P2+3 FASG France T 6 FEC 2/3187 0/2986 -1 -5
899 Bari Italy N— 6 FEC 0/644 0/539
89B1 SWOG 8814 * T 6 FAC 6/6923 484/2118) -17 18
89D IGR Paris T 6 FAC/IFEC 0/3408 /3118
90Cs FASG GFEA 0 T 6 FEC 49
92D Amsterdam C9203 T 4EC 0/179 0/178
CSG 11-93 N+preT 4 AC -1307 /302 no data,
93Mi+2 IBCSG 12-93 N+post 4 AC no data
F JCOG 9401 N+post T 6 AC 0/200 0/202
« (c) subtotal with data § * 23/ 25/ 12 65 [N
27675 26806 £l '
(0-1%ly) (0-1%ly) increase
2p>0-1; NS
(d) Other polychemotherapy
7301 Mayo 70-56-32 12 CFP; 4/158 2/130 11 07
UK'MCCG 003 6 CVF/CVM 3/710 1/568 0.7 09
75(3 Northwick Park 12 MelV 1/550 2/601 -0-8 04
76H2 West Midlands N- 6 ChIMF 4/3692 5/3578 -05 2:3
76K 1w, Germany 24 ChiF —/451 =372 (no data)
76P Kln S CRC M/M 24 MelM 0/799 0/726
77 24 MelMF 0/776 0/599
77W2 Mom? ier 12 CVF (gno datag)
Ms NCC G 773051post 10 CFPr 2/568 1/627 - g
Fol 2/3883 1/3416 06 08
86D1 UK Multlcentre T 6 CVF/CVM 0/352 0/329
C NSABP B-20 12?2 Fol 1/6156 3/5921 -11 1.0
92 HE1092 Greece 16 CMZ 0/540 0/633
93A1245 UKCCCR ABC Tvarious (no data)
« (d) subtotal with data § 171 15/ 05 68 E—
18184 17128 ~— 1-08 (SE 0-40)
(0-1%l/y) (0-1%ly) increase
2p > 0:1; NS
m Total(a+b+c+d)* 104/ 102/ 2.1 391 ———1.056 (SE 0164)
106231 97904 increase
(0:1%ly) (0-1%ly) 2p >0:1; NS
4 99% or <= 95% confidence intervals L L L )
Heterogeneity between 4 subtotals: Xi =02; p>0-1; NS 0 05 10 15 20
Heterogeneity within subtotals: Xio =32:2; p>0-1; NS Cytotoxic better ‘ Cytotoxic worse
Heterogeneity between 34 trials: ng =324;p>01;NS Treatment effect 2p > 0-1; NS, adverse

§ 8 trials with no data do not contribute to subtotals or to the overall total (allocated cytotoxic: 5678; allocated control: 5513)
* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone
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Events/woman-years Cytotoxic events

Year code Months & Allocated Adjusted Logrank Variance Ratio of an_nual event rates
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents
erlin-Buc 27 = no ata
62B Berlin—Buch 22C 825 /2179 dat:
67A Birmingham * 24 CIF 1/2275 2(1/1222)
69B Osaka S44-48 60 C =211 —-/176 {no data)
72B NSABP B-05 24 Mel 4/1905 0/1699
74C Edinburgh Il F 0/1288 0/114:
75E Gu 'sl anch. | 24 Mel 0/1836 2/2028
76D Du F ~/129 —/139 (no data)
77B1+2 DanlshBCG77bpre 12C 0/2363 0/2130
77E Oxford 24 Mel 1/803 0/755 06 03
78A1 S Swedish BCG 12C 1/1299 5/1384 -14 1.2
7852 NKCC Japan TperiMit 24C 1/1013 -01 05
88F ICCG N+post 5/1371 0/1340 2.4 13
89) CRCRAMS Moscow T 4 Tt -/63 -162 (no data)
90C7 FASG GFEA 08 T 6E 0/531 0/475
« (a) subtotal with data § * 13/ 10/ 24 50 P sT—
14684 14134 T62(se 0°57)
(0-1%ly) (0-1%ly) increase
2p>0-1; NS
(b) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CME 1/2720 1/2004 -0-1 05
2 Manchester F -0 -
75E2 M hester | 12C 0/550 2/595 0-8 0-5
76C Glasqu CMFE 62 2/77 -1.0 05
76E EORTC 09771 24 CME 0/1845 0/1561
77B1+2 DanishBCG77bpre 12 CMF 1/2536 0/2130 0-6 0-3
77G1 Vienna 36 CMFV -/830 =771 (no data)
78E UK/Asia Collab. 124 CMF 0/1393 1/1326
78K3 IBCSG/LudWI IIIpOStlZ CME 2/1670 3/1442 -0-4 1.2
78V2 ECOG 7post 12 CMEPr 0/762 0/906
79B1 SWOG7827A 0ER+112 CMEVPr 1/3082 4/2942 -16 1.3
79C CaseWesternB ER+ 112 CMFVPr 0/: 0/!
79E Guys/ anCh 1l 12 CME /1830 1/1604 -0-6 03
79H Parl 6 CMF -/1265 -/1260 6n0 dataz)
80F INTMIIan 8004 N- 12 CMF 1/652 0/465 -4 -2
80J1 Vienna ng. post T 6 CMF 1/214 1/248 0-0 0-
80L SWOG 7985 22 CMF (no data)
81H EST1180/SW.8294 6 CMFEPr 0/3031 0/2757
82C DanIShBCGSZCpOSt T 9CMF 5/5470 1/5495 1.9 15
84D NCI-C MA. 1 6 CMF 0/2147 0/2083
85J1+3 PetrovStPetersb o] 4 CMF; 2TtMF  1/1917 0/1846 05 0-3
86H2 IBCSG VII * 13/6 CMF 5/6485 3(1/2140)
87D3 ABG 3 Germany T 6 CMFE /11 —/989 {no data&
88C NSABP B-20 1?2 CME 1/6192 4/6137
88D IBCSG IX T 3CME 0/4557 2/4425 -1.0
89A2 SITAM-01 T 6 CMF 0/337 0/304
89E4+9 GROCTAV Italy T 6 CMFE 0/240 0/206
89J1 CRCRAMS MosScow 6 CMF -/40 -/29 (Sno dataz)
89V Romagnolo Italg 6 CMF 1/859 0/883 -4 -3
90P Amsterdam C891. 6 CMF -1657 1492 no data
90S1 IBCSG 6 CMF no data;
90X1 Tokyo CIH 6 CMFE 0/651 0/658
93S Hamburg, Germany 6 CMF -/418 -/453 no data;
Sweden=Finland 9 CMF no data;
= (b) subtotal with data § * 20/ 25/ -2.7 100 ————+ 076 (se 0-28)
50580 47752 reduction
(0-0%ly) (0-1%ly) 2p > 0-1; NS
(c) Anthracycline regimens
74D1 DFCI 74-063 * 7/3-5 AC 0/52 250/213
76H1 West Midlands N+ 6 CMFVAFol  0/2212 0/182:
76L1 Cologne 2?2 AC ESno datazj
80B3+4 N Sweden BCG T 8 AC 2/815 1/652 -2 -7
80C2 SESwed.BCGB post 6 AC 0/235 0/225
80S1 Helsinki 8 FAC 0/366 0/385
80Z Wessex 1t 6 VAP/VAC 0/547 1/471 -04 0-2
82F MD Anders.8: 4FACV r 0/471
83B GROCTA| ItaIy ER+T 6C 1647 0/1529
84C NSABP B-16 t* 124 MeIF+A/3AC 10/7731 2(0/3690) 32 22
84Qa+5 Austrian BCS T 6CM 0/830 0/845
86P2+3 FASG France t6 FEC 0/3627 0/3434
89@ Bari Ital% N- 6 FEC 0/670 0/607
89B1 SWOG 8814 * T 6F 9/7245 4%1/2394) 14 1.8
89D IGR Paris T 6 FAC/FEC 0/3620 /3462 -16 0.7
90Cs FASG GFEA 07 T 6F 0/6!
92D Amsterdam C9203 1 4 EC —/189 —/183 (no data)
93H IBCSG 11-93 N+pref 4 AC 0/321 0/316
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC -/200 -/202 no data;
«  (c) subtotal with data § * 21/ 9/ 28 57 |
31051 31861 ' '
(0-1%/y) (0-0%ly) increase
2p>0-1; NS
(d) Other polychemotherapy
1 ayo r = = no data;
73C M 70-56-32 12 CFPi /206 /189 dat;
CCG 003 6 CVF/CVM 0/955 0/816
75G Northwu':k Park 12 Melv 0/619 0/716
76H2 West Midlands N— 6 ChIMF 0/3383 2/3296 -11 05
76K HD 1 W, Germany 24 ChlF 0/551 0/542
76P Kin s CRC M/M 24 MelM 0/995 0/970
77E Ox 24 MelMF 0/912 0/755
TTIW2 Momﬁgelller 12 CVF (no data)
78M3 NCCTG— 773051post 10 CEPr 0/790 0/891
81E N 11 MFFol 0/4217 1/4054 -05 0-3
86D1 UK Multlcentre 16 CVF/CVM 0/357 0/327
88C NSABP B-20 122 2/6231 46137 -1-1 1 5
92B2 HE1092 Greece 16 CMZF 0/582 1/673 -0-5 03
93A1245 UKCCCR ABC Tvarious (no data)
(d) subtotal with data § 2/ 8/ 32 25 0-27 (se 0-36)
19592 19177 reduction
(0-0%ly) (0-0%ly) 2p = 0-04
m Total(@+b+c+d)* 56/ 52/ -08 232 -<:&-—967 se 0-204)
115907 112924 eduction
(0-0%ly) (0-0%ly) 2p >0:1; NS
- 99% or = 95% confidence intervals L L L |
Heterogeneity between 4 subtotals: xi =74;p=0-06 0 05 1.0 15 2:0
Heterogeneity within subtotals: X; =37-3; p=0-09 Cytotoxic better Cytotoxic worse
Heterogeneity between 31 trials: Xgo =44.7,p=0-04 Treatment effect 2p > 0-1; NS

§ 13 trials with no data do not contribute to subtotals or to the overall total (allocated cytotoxic: 7169; allocated control: 7124)
* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
1t Chemotherapy plus tamoxifen versus same tamoxifen alone
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Events/woman-years Cytotoxic events

Ratio of annu

al event rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents l
I
I
74C Edinburgh I 12F 2/18 2/8 -04 08 1
75E Guy's/Manch. | 24 Mel 14/196  13/188 05 5.9 :
77B1+2 DanishBCG77bpre 12 C 6/180 7136 -2:6 1.9 .
78A1 S Swedish BCG 12C 10/204  15/248 -1-6 5.6 ;
88F ICCG N+post t6E 1/5 1/9 00 05 "
89J CRCRAMS Moscowt 4 Tt 2/16 1/5 -0-2 05 !
I
= (a) subtotal 35/ 39/ 43 152 ————— 0:75(se 0-22)
619 494 l reduction
(5:7%ly) (7-9%ly) ! 2p >0-1; NS
I
(b) CMF regimens (including other non—-anthracycline agents) l
I
I
75E2 Manchester | 12 CMF 5/20 6/83 15 19 1
76C Glasgow 12 CMF 9/134 9/65 -2.2 35 !
77B1+2 DanishBCG77bpre 12 CMF 8/125 7136 -1.0 2.5
77G1 Vienna 36 CMFV 8/69 6/51 03 2.7 !
78K3 IBCSG/Ludwig Illpost12 CMF 0/0 11 |
78V2 ECOG EST6177post 12 CMFPr 0/18 1/2 -0-5 03 ;
79C CaseWesternB ER+ 112 CMFVPr 4/36 2/10 -0-7 09 '
79E Guy's/Manch. Il 12 CMF 8/160 19/53 -6-7 45 —a 1
79H Paris N- 6 CMF 14/263  18/175 -4.7 71 :
80F INTMilan 8004 N- 12 CMF 9/343  16/241 -4.9 5.8 :
81H EST1180/SW.8294 6 CMFPr 31/1369 43/1092  -90 174 ———
82C DanishBCG82cpost T 9 CMF 0/9 12 -05 03 L
84D NCI-C MA.4 t 6 CMF 1/6 /1 1
85J1+3 PetrovStPetersb’g 1 4 CMF; 2TtMF  5/145 3/114 04 19 :
86H2 IBCSG VIl * +3/6 CMF 214 3(0/14) 09 05 ;
87D3 GABG 3 Germany 1 6 CMF 0/0 0/4 !
88C NSABP B-20 1?? CMF 0/0 0/18 1
88D IBCSG IX t+ 3CMF 1/12 2/12 -0-1 0.7 .
89J1 CRCRAMS Moscow 6 CMF 1/21 2/16 -07 0.7 1
89V Romagnolo Italy 6 CMF 5/159 5/103 -1.0 2.3 "
90P Amsterdam C8913 6 CMF 10/275  11/160 -2:9 47 !
90X1 Tokyo CIH 6 CMF 10/245  5/167 2.1 3.2 "
93S Hamburg, Germany 6 CMF 0/32 6/90 -1.8 1.2 :
I
B (b) subtotal * 131/ 164/ 315 619 - 0-60 (se 0-10)
3455 2538 l reduction
(3-8%ly) (6-5%/y) ! 2p = 0-00006
I
(c) Anthracycline regimens |
I
I
76H1 West Midlands N+ 6 CMFVAFol ~ 27/129  31/135 -14 106 1
80S1 Helsinki 8 FAC 4/116 7114 -3.8 1.9 !
80Z Wessex t 6 VAP/VAC 9/141 9/138 03 36
82F MD Anders.8227 N- 4 FACVPr 3/171  11/138 -37 3.2 ;
83B GROCTA | Italy ER+t 6 CMF; 4 E 1/9 11 -05 03
84C NSABP B-16 post * 124 MelF+A/3AC  0/0 2(0/10) !
86P2+3 FASG France + 6 FEC 17/314  19/241 -31 8.2 "
89@ Bari Italy N— 6 FEC 3/136 3/66 -11 1.3 !
89B1 SWOG 8814 * t 6 FAC 2/55 4(2/12) -0-9 08 :
89D IGR Paris + 6 FACIFEC 7/113 977 -1-8 33 ;
92D Amsterdam C9203 1 4 EC 0/0 0/7 |
93H IBCSG 11-93 N+pret 4 AC 0/7 0/2 !
94F JCOG 9401 N+post t 6 AC 0/4 13 -05 03 ;
I
m (c) subtotal * 73/ 99/  _-164 333 —_ 0-61 (se 0-14)
1195 890 1 reduction
(6-1%/y)(11-1%ly) 1 2p = 0-004
I
(d) Other polychemotherapy 3
I
I
76H2 West Midlands N- 6 ChIMF 13/368  12/281 -12 5.8 ;
76K HD 1 W. Germany 24 ChlF 0/14 0/0 |
81E NSABP B-13N- 11 MFFol 69/2113 102/1864 -20-0 394 —
88C NSABP B-20 +2? MFFol 0/0 0/18 ‘
92B2 HE1092 Greece 16 CMzF 0/10 0/0 !
I
B (d) subtotal 82/ 114/ _21.2 452 e 0-63 (se 0-12)
2505 2163 ! reduction
(3-3%ly) (5-3%ly) w 2p = 0-002
I
I
I
B Total@a+b+c+d)* 321/ 416/  -73.4 155.6 = 0-624 (se 0-064)
7774 6085 ! reduction
(4-1%ly) (6-8%ly) ! 2p < 0-00001
I
M 99% or <<— 95% confidence intervals | L )
05 1.0 15 2.0

Heterogeneity between 4 subtotals: x; =07;p>01;NS

Heterogeneity within subtotals: x; =34.0; p>0:1; NS

Heterogeneity between 37 trials: Xie =34-6; p>01; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone

Cytotoxic better

‘ Cytotoxic worse

Treatment effect 2p < 0-00001
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Deaths/Women  Cytotoxic deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
T
(a) Single agents ;
I
I
74C Edinburgh Ii 12F 2/3 1/2 -0-1 05 .
75E Guy's/Manch. | 24 Mel 13/23 12/21 1.4 54 L
77B1+2 DanishBCG77bpre 12 C 6/15 6/8 -2.7 2.0 }
78A1 S Swedish BCG 12C 10/26 14/32 -0-2 54 .
88F ICCG N+post t 6E 1/2 1/2 0-0 05 ;
89) CRCRAMS Moscow T 4 Tt 1/4 0/3 0-2 02 :
I
I
= (a) subtotal 33/ 34/ -14 140 N
73 68 ! 0-90 (se 0-25)
(45-2%) (50-0%) l reduction
\ 2p >0-1; NS
I
(b) CMF regimens (including other non—-anthracycline agents) l
I
I
75E2 Manchester | 12 CMF 5/5 5/10 2.1 19 :
76C Glasgow 12 CMF 8/16 9/13 -2.3 33 !
77B1+2 DanishBCG77bpre 12 CMF 6/14 6/8 -2:0 2:3
77G1 Vienna 36 CMFV 6/9 417 03 21 }
78K3 IBCSG/Ludwig lllpost12 CMF 0/0 11 |
78V2 ECOG EST6177post 12 CMFPr 01 1/1 -0-5 03 ;
79C CaseWesternB ER+ 112 CMFVPr 4/6 2/3 -0-7 09 +
79E Guy’'s/Manch. Il 12 CMF 7117 19/22 =73 50 ————-
79H Paris N- 6 CMF 6/43 10/34 -3.2 37 -
80F INTMilan 8004 N- 12 CMF 5/27 10/29 -26 36 :
81H EST1180/SW.8294 6 CMFPr 24/130  30/122 -46 131 ]
82C DanishBCG82cpost T 9 CMF 01 11 -0-5 03 L
84D NCI-C MA.4 t 6 CMF 11 1/1 |
85J1+3 PetrovStPetersb’g 1 4 CMF; 2TtMF  4/13 3/10 0-1 16 :
86H2 IBCSG VIl * 13/6 CMF 2/3 3(0/2) 09 05 ;
87D3 GABG 3 Germany t 6 CMF 0/0 01 [
88C NSABP B-20 1?22 CMF 0/0 02 1
88D IBCSG IX t 3CMF 1/3 0/5 03 02 .
89J1 CRCRAMS Moscow 6 CMF 0/5 1/4 -0-5 03 }
89V Romagnolo Italy 6 CMF 4/28 3/19 -0-2 16 +
90P Amsterdam C8913 6 CMF 6/60 7145 -2.0 3.0 }
90X1 Tokyo CIH 6 CMF 5/57 2/34 0-9 1.7 .
93S Hamburg, Germany 6 CMF 0/11 5/26 -15 1.0 :
I
m (b) subtotal * 94/ 120/ _23.2 463 e 0-61 (se 0-12)
450 404 l reduction
(20:9%) (29:7%) ! 2p = 0-0007
I
(c) Anthracycline regimens l
I
I
76H1 West Midlands N+ 6 CMFVAFol ~ 25/33 29/38 01 111 1
80S1 Helsinki 8 FAC 4/14 7 -4-1 2.0 }
80Z Wessex t 6 VAP/VAC 6/15 7115 -0-1 28
82F MD Anders.8227 N- 4 FACVPr 3/23 7128 -1.8 24 ;
83B GROCTA | Italy ER+t 6 CMF; 4 E 01 1/1 -0-5 03
84C NSABP B-16 post * 124 MelF+A/3AC  0/0 2(0/1) !
86P2+3 FASG France t 6 FEC 13/63 9/53 1.0 52 "
89@ Bari ltaly N— 6 FEC 224 2/14 -0.7 09 :
89B1 SWOG 8814 * t 6 FAC 2/8 4(1/3) -0-1 06 ,
89D IGR Paris t 6 FACIFEC 4122 6/18 -0-9 21 ;
92D Amsterdam C9203 t 4 EC 0/0 0/2 |
93H IBCSG 11-93 N+pret 4 AC 0/2 01 !
94F JCOG 9401 N+post T 6 AC o1 11 -05 03 T
I
m (c) subtotal * 59/ 3 76 275 ———  0:76 (se 0:17)
206 192 w reduction
(28:6%) (38-0%) ! 2p>0-1; NS
I
(d) Other polychemotherapy i
I
I
76H2 West Midlands N— 6 ChIMF 9/36 8/27 -09 4.0 L
76K HD 1 W. Germany 24 ChIF 0/1 0/0 |
81E NSABP B-13N- 11 MFFol 46/217  60/220 -6:8 255 —
88C NSABP B-20 12?2 MFFol 0/0 0/2 }
92B2 HE1092 Greece 16 CMzF 02 0/0 !
I
m (d) subtotal 55/ 68/ -76 295 e 0:77 (se 0-16)
256 249 ! reduction
(21:5%) (27-3%) ‘ 2p >0-1; NS
‘ ;
I
I
B Total(@+b+c+d)* 241/ 295/ _39.8 1173 = 0-712 (se 0-078)
985 9138 ! reduction
(24-5%) (32:3%) ! 2p = 0-0002
I
M 99% or << 95% confidence intervals L L L )
0-5 1.0 15 2.0

Heterogeneity between 4 subtotals: X; =23;p>01;NS

Heterogeneity within subtotals: x§3 =357; p>01; NS

Heterogeneity between 37 trials: ng =38:0; p>0-1; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone

Cytotoxic better

Cytotoxic worse

Treatment effect 2p = 0-0002
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Events/woman-years Cytotoxic events

Ratio of annual event rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
[
(a) Single agents !
I
I
62B Berlin-Buch ?22C 33/336  32/611 66 124 } -
67A Birmingham * 24 CIF 49/1019 2(17/362) 31 120 .
69B Osaka S44-48 60 C 5/117 6/68 -12 2.4 ;
72B NSABP B-05 24 Mel 37/623  45/469 -77 181 R
74C Edinburgh Il 12F 27/193  25/213 08 103 :
75E Guy's/Manch. | 24 Mel 11/243 12/137 -3.0 4.8 !
76D Dublin 12F 6/47 7/51 -0-9 1.9 ;
77B1+2 DanishBCG77bpre 12 C 52/1155  73/946  -12.0 27-1 —_—
77E Oxford 24 Mel 25/318  32/286 -43 118
78A1 S Swedish BCG 12C 17/270  11/327 37 5.7 !
88F ICCG N+post t 6E 0/20 112 -0-8 02 ;
I
B (a) subtotal * 262/ 278/  -15.7 1066 == 0-86 (se 0-09)
4341 3834 ! reduction
(6-0%ly) (7-3%ly) ! 2p>01; NS
I
(b) CMF regimens (including other non-anthracycline agents) !
I
I
73B INT Milan 7205 12 CMF 66/1082  59/615  -11.4 264 —.
75E2 Manchester | 12 CMF 5/74 5/48 -1.0 2.1 L
76C Glasgow 12 CMF 5/158 8/57 -2:3 1.8 T
76E EORTC 09771 24 CMF 57/662  53/532 -31 235 Lm
77B1+2 DanishBCG77bpre 12 CMF 62/1298  73/946  -12.9 283 —.
77G1 Vienna 36 CMFV 7187 7149 -1.9 1.9 !
78E UK/Asia Collab. 124 CMF 54/759  56/431  -13.8 213 — -
78K3 IBCSG/Ludwig Illpost12 CMF 1/3 3/2 -11 0-6 ,
79E Guy's/Manch. Il 12 CMF 2/20 7127 -0-7 0.7 .
79H Paris N- 6 CMF 16/440  20/446 -1.9 87 }
82C DanishBCG82cpost T 9 CMF 171 1/16 07 02 :
85J1+3 PetrovStPetersb’g t 4 CMF; 2TtMF 47/1063  42/798 -39 205 .
I
88D IBCSG IX t+ 3CMF 1/22 0/13 04 02 ;
90P Amsterdam C8913 6 CMF 8/195 5/126 00 2.9
90X1 Tokyo CIH 6 CMF 2/38 1/21 02 0.7 }
I
B (o) subtotal 334/ 340/ _52.7 139.8 = 0-69 (se 0-07)
5902 4127 | reduction
(5:7%ly) (8-2%ly) } 2p < 0-00001
I
(c) Anthracycline regimens 3
I
I
74D1 DFCI 74-063 * 7/3-5 AC 1/19 2(0/10) 05 03 "
76H1 West Midlands N+ 6 CMFVAFol ~ 27/320  29/189 -52 112 -
80Bs+4 N Sweden BCG 1t 8AC 13/166  18/146 -2.8 63 :
80S1 Helsinki 8 FAC 0/7 1/25 -0-3 0-2 :
82F MD Anders.8227 N- 4 FACVPr 1/84 3/75 -1.0 1.0 ;
86P2+3 FASG France t 6 FEC 0/7 0/18 |
89@ Bari Italy N- 6 FEC 17 13 -0-2 05 !
89D IGR Paris t 6 FACIFEC ~ 10/150  12/191 08 5.0
92D Amsterdam C9203 1 4 EC 0/4 0/0 '
I
m (c) subtotal * 53/ 64/ -82 244 —_—— 0-72 (se 0-:17)
764 667 | reduction
(6:9%ly) (9-6%ly) : 2p =010
I
(d) Other polychemotherapy 3
I
I
73C1 Mayo 70-56-32 12 CFPr 2/45 1/27 02 05 :
74E UK MCCG 003 6 CVFICVM  43/262  31/232 00 134 :
75G Northwick Park 12 MelvV 11/155  10/192 13 46 ;
76H2 West Midlands N- 6 ChIMF 13/381  20/515 -12 7.7 .
76K HD 1W. Germany 24 ChIF 21/206  24/128 -4.8 8.4 ;
76P King's CRC M/M 24 MelM 47/351  44/206 -87 179 —
77E Oxford 24 MelMF 28/369  32/286 -35 122 %
78M3 NCCTG-773051post 10 CFPr 0/0 0/16 |
86D1 UK Multicentre t 6 CVFICVM 0/4 0/4 }
I
B (d) subtotal 165/ 162/ _1p6.8 647 —_—r 0-77 (se 0-11)
1773 1606 | reduction
(9-3%/y)(10-1%l/y) | 2p =0.04
I
I
I
. Total (a+b +c+d)* 814/ ~ 844/  _93.3 3355 <+ 0-757 (se 0-048)
12780 10234 | reduction
I
(6:4%ly) (8-2%ly) ! 2p < 0-00001
- 99% or <t 95% confidence intervals L L ‘ L )
Heterogeneity between 4 subtotals: xg =33;p>01;NS 0 0-5 10 15 2:0
Cytotoxic better ‘ Cytotoxic worse

Heterogeneity within subtotals: xgﬁ =418; p>01; NS

Heterogeneity between 40 trials: ng =45.1; p>0-1; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
1T Chemotherapy plus tamoxifen versus same tamoxifen alone

Treatment effect 2p < 0-00001
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Deaths/Women  Cytotoxic deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name treatment cytotoxic control O-E of O-E Cytotoxic : Control
- I
(a) Single agents !
I
I
62B Berlin-Buch ?22C 30/45 30/56 58 12.1 ;
67A Birmingham * 24 CIF 47179 2(15/28) 50 118 " .
69B Osaka S44-48 60 C 4/11 6/10 -14 21 ;
72B NSABP B-05 24 Mel 31/59 41/61 -73 167 -
74C Edinburgh Il 12F 26/34 23/34 25 110 ; .
75E Guy's/Manch. | 24 Mel 9/20 11/17 -22 46
76D Dublin 12F 5/8 6/10 -0-1 2.1 !
77B1+2 DanishBCG77bpre 12C 50/99 70/105 -91 275 —a——
77E Oxford 24 Mel 24/44 27148 -14 114 ;
78A1 S Swedish BCG 12C 17/35 11/33 47 61 "
88F ICCG N+post t6E 0/5 0/1 }
I
Bl (a) subtotal * 243/ 255/  _3.6 1056 == 0:97 (se 0-10)
439 431 | reduction
(55-4%) (59-2%) ; 2p>0-1; NS
I
(b) CMF regimens (including other non-anthracycline agents) i
I
73B INT Milan 7205 12 CMF 55/95 58/76 ~ -12.5 253 S — |
75E2 Manchester | 12 CMF 5/8 417 01 2:1 :
76C Glasgow 12 CMF 5/14 8/11 -2:5 2.2 :
76E EORTC 09771 24 CMF 40/100  41/95 -45 185 -
77B1+2 DanishBCG77bpre 12 CMF 59/114 70/105 -87 285 —
77G1 Vienna 36 CMFV 3/8 5/7 -2:3 1.1 ,
78E UK/Asia Collab. 124 CMF 38/134  38/102 -67 163 -
78Ks IBCSG/Ludwig Illpost12 CMF 12 3/3 -0-5 0-2 :
79E Guy's/Manch. Il 12 CMF 1/2 718 -0-8 09 ;
79H Paris N- 6 CMF 6/66 3/68 1-8 2.2 .
82C DanishBCG82cpost T 9 CMF 11 13 07 0-2 ;
84D NCI-C MA.4 t 6 CMF 0/1 0/1 |
85J1+3 PetrovStPetersb’g t 4 CMF; 2TtMF 44/113  38/90 -2.3 190 'm
88D IBCSG IX t+ 3CMF 0/3 0/2 |
90P Amsterdam C8913 6 CMF 5/48 3/30 0-1 1.9 ;
90X1 Tokyo CIH 6 CMF 1/10 1/9 -0-2 05 :
I
B (b) subtotal 264/ 280/ _38.4 1189 - 0-72 (se 0-08)
719 617 ! reduction
(36-7%) (45-4%) w 2p = 0-0004
I
I
(c) Anthracycline regimens }
I
I
74D1 DFCI 74-063 * 7/3-5 AC 12 2(0/1) 05 03 :
76H1 West Midlands N+ 6 CMFVAFol  24/43 25/38 -36 110 :
80B3+4 N Sweden BCG T 8 AC 9/20 18127 -4.9 5.8 :
80S1 Helsinki 8 FAC 0/1 13 !
82F MD Anders.8227 N- 4 FACVPr 0/11 1/9 -0-6 0-2 "
86P2+3 FASG France + 6 FEC 0/1 0/3 !
89@ Bari Italy N— 6 FEC 1/2 1/1 -0-2 05 "
89D IGR Paris t 6 FACIFEC 4/29 6/38 -05 2.4 ;
92D Amsterdam C9203 1 4 EC 0/1 0/0 !
I
I
= (c) subtotal * 39/ 52/ -92 201 _— 0-63 (se 0-:18)
110 121 ! reduction
(35-5%) (43-0%) ! 2p = 0-04
I
I
(d) Other polychemotherapy !
I
I
73C1 Mayo 70-56-32 12 CFPr 214 12 07 0-2 }
74E UK MCCG 003 6 CVFICVM  35/61 28/47 14 139 . -
75G Northwick Park 12 MelvV 8/21 8/24 08 36 }
76H2 West Midlands N- 6 ChIMF 10/38 16/52 -0-9 61 .
76K HD 1W. Germany 24 ChIF 19/30 21/30 -2:2 9.0 }
76P King's CRCM/M 24 MelM 43/85 36/62 -2.8 169 -
77E Oxford 24 MelMF 24/46 27/48 -26 111 }
78Mz NCCTG-773051post 10 CFPr 0/0 0/1 [
86D1 UK Multicentre + 6 CVFICVM 0/1 0/2 1
I
B (d) subtotal 141 1371 57 608 ——— 091 (se 0:12)
286 268 w reduction
(49:3%) (51-1%) ! 2p >0-1; NS
I
I
I
B o @+rbrc+a 687/ 724  _56.9 305.4 <= 0-830 (se 0-052)
1554 1437 ‘ reduction
(44-2%) (50-4%) 1 2p = 0-001
I
M 99% or << 95% confidence intervals L L ‘ L )
Heterogeneity between 4 subtotals: x; =67, p=008 0 0-5 10 15 2:0
Cytotoxic better ‘ Cytotoxic worse

Heterogeneity within subtotals: X§3 =381; p>01; NS

Heterogeneity between 37 trials: Xse =44.8;p>0-1; NS Treatment effect 2p = 0-001
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone
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Events/woman-years Cytotoxic events

Ratio of annual event rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents }
|
|
74C Edinburgh Il 12F 11/104 11/32 -3.9 34 .
75E Guy’s/Manch. | 24 Mel 18/266  24/313 -1.9 9.3 L
77B1+2 DanishBCG77bpre 12C 5/161 11/176 -2:2 38 ;
78A1 S Swedish BCG 12C 17/317  11/188 -0-2 5.4 ‘
78S2 NKCC Japan tperiMit; 24 C 0/33 0/0 !
88F ICCG N+post t6E 1/19 2/9 -0.7 05 v
89J CRCRAMS Moscow t 4 Tt 2/9 1/11 04 07 ;
|
m (a) subtotal 54/ 60/ -85 23.1 =~ 0-69 (se 0-17)
909 729 ! reduction
(5:9%ly) (8-2%ly) ‘ 2p =008
|
. . . . !
(b) CMF regimens (including other non—anthracycline agents) !
|
|
75E2 Manchester | 12 CMF 5/63 4/59 -0-1 2:0 ;
76C Glasgow 12 CMF 10/125 6/106 1.1 36 ‘
77B1+2 DanishBCG77bpre 12 CMF 9/268 11/176 -1:3 4.2 I
77G1 Vienna 36 CMFV 13/114 12/84 -0-7 38 :
78V2 ECOG EST6177post 12 CMFPr 0/0 6/73 w
79B1 SWOG7827ApoER+112 CMFVPr 8/181 13/158 -3.2 4.3 ;
79C CaseWesternB ER+ 112 CMFVPr 7/85 6/137 1.6 29 T
79E Guy’s/Manch. Il 12 CMF 36/631  49/363  -13-3 177 — -
79H Paris N- 6 CMF 16/290  21/227 -4.9 8.4 }
81H EST1180/SW.8294 6 CMFPr 8/334 19/234 -6:9 62 —a— +
82C DanishBCG82cpost T 9 CMF 3/32 0/0 !
84D NCI-C MA.4 t 6 CMF 2117 6/37 -0.7 1.6 v
85J1+3 PetrovStPetersb’g 1 4 CMF; 2TtMF  1/57 71127 -20 1.7 -
86H2 IBCSG VIl * 13/6 CMF 10/157  3(2/16) -0-8 1.0 ;
87D3 GABG 3 Germany 1 6 CMF 0/19 0/20 i
88C NSABP B-20 1?2 CMF 46/2752  82/2543  -20.0 312 —a—
88D IBCSG IX t 3 CMF 2/47 3/58 -0-2 1.2 .
89E4+9 GROCTAV Italy  t 6 CMF 1/1 0/0 |
89J1 CRCRAMS Moscow 6 CMF 1/10 2/9 -0-3 07 :
89V Romagnolo Italy 6 CMF 3/146 17/230 -4.8 4.5 T
90P Amsterdam C8913 6 CMF 3/124 8/96 -3:2 26 :
90X1 Tokyo CIH 6 CMF 0/57 2/52 -1.0 05 ;
93S Hamburg, Germany 6 CMF 3/80 5/55 -1.5 1-8
I
|
B (b) subtotal * 187/ 285/  _g2.2 99.8 = 0-54 (se 0-07)
5590 4892 | reduction
(3:3%Ty) (5:8%ly) | 2p < 0-00001
|
. . |
(c) Anthracycline regimens !
|
|
76H1 West Midlands N+ 6 CMFVAFol ~ 31/291  38/185 -80 134 —_—
80C2 SESwed.BCGB post 6 AC 0/0 1/1 i
80S1 Helsinki 8 FAC 4/43 7127 -1.7 16 .
80Z Wessex t 6 VAP/VAC 2/60 2/18 -11 07 }
82F MD Anders.8227 N- 4 FACVPr 4/60 2/58 08 15 :
83B GROCTA | ltaly ER+T 6 CMF; 4E  36/537  37/537 -07 170 : =
84Q4+5 Austrian BCSG4 T 6 CMFVA 3/22 212 07 02 v
86P2+3 FASG France T 6 FEC 6/67 7/31 -2:3 2:6 +
89@ Bari ltaly N- 6 FEC 8/103 13/136 -0-9 4.8 ;
89B1 SWOG 8814 * t 6 FAC 13/230  4(9/123)  -12 4.7 .
89D IGR Paris t 6 FAC/IFEC ~ 19/541  34/514 -81 121 —
90Cs FASG GFEA07 1 6 FEC 0/0 0/5 }
92D Amsterdam C9203 1 4 EC 0/4 0/2 |
93H IBCSG 11-93 N+pret 4 AC 6/239 6/244 01 30 !
94F JCOG 9401 N+post T 6 AC 0/0 2 \
|
B (c)subtotal * 132/ 186/ _22.5 615 - 0-69 (se 0-11)
2197 2264 | reduction
(6:0%l/y) (8-2%ly) : 2p = 0-004
|
(d) Other polychemotherapy |
|
I
76H2 West Midlands N- 6 ChIMF 18/530  22/512 -2:2 95 1
76K HD 1W. Germany 24 ChIF 0/0 0/14 }
78Ms NCCTG-773051post 10 CFPr 0/0 2/5 |
81E NSABP B-13N- 11 MFFol 1/1 1/15 07 02 ;
88C NSABP B-20 12?2 MFFol 51/2750 82/2543  -17.7 324 —
92B2 HE1092 Greece 16 CMzF 1/34 2/18 -0-8 0.7 X
|
m (d) subtotal 71 109/ 200 428 —— 0-63 (s 0-12)
3315 3107 ! reduction
(2:1%ly) (3-5%ly) | 2p = 0-002
I
|
|
Bl rotai@+b+c+d)* 414245/11 614(1%92—113-3 2272 <+ 0:607 (se 0-052)
‘ .
(3-79%1y) (5-89%0y) ‘ reduction
Yy Yy ! 2p < 0-00001
|
M 99% or << 95% confidence intervals L L L )
Heterogeneity between 4 subtotals: x; =31;p>01;NS 0 0-5 1.0 15 2:0
Cytotoxic better ‘ Cytotoxic worse

Heterogeneity within subtotals: xge =33.0; p>0:1; NS

Heterogeneity between 40 trials: Xig =36-1; p>0-1; NS Treatment effect 2p < 0-00001

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/Women  Cytotoxic deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents l
I
I
74C Edinburgh II 12F 11/14 11/12 -4.4 35 ‘
75E Guy’s/Manch. | 24 Mel 17/29 23/37 -12 91 ;
77B1+2 DanishBCG77bpre 12C 5/13 11/17 -1.9 38 T
78A1 S Swedish BCG 12C 13/36 9/25 0-0 52 .
78S2 NKCC Japan TperiMit; 24 C 0/4 0/0 .
88F ICCG N+post 6 E 1/4 0/3 0-2 +
89J CRCRAMS Moscow T 4 Tt 0/6 0/3 '
I
m (a) subtotal 47/ 54/ -71 218 —_— 0:72 (se 0-18)
106 97 ! reduction
(44-3%) (55:7%) [ 2p >0-1; NS
‘ ;
I
(b) CMF regimens (including other non—anthracycline agents) !
I
I
75E2 Manchester | 12 CMF 5/8 417 05 2:1 :
76C Glasgow 12 CMF 10/15 6/11 1.3 37 .
77B1+2 DanishBCG77bpre 12 CMF 9/21 11/17 -1.6 4.0 }
77G1 Vienna 36 CMFV 11/15 5/12 1.0 3.0 :
78V2 ECOG EST6177post 12 CMFPr 0/0 517 !
79B1 SWOG7827ApoER+112 CMFVPr 7/18 11/21 -31 37 }
79C CaseWesternB ER+ 112 CMFVPr 7114 5/18 2.3 2:6 +
79E Guy’s/Manch. Il 12 CMF 36/67 46/63 -96 179 —.
79H Paris N—- 6 CMF 7146 6/39 0.7 31 T
81H EST1180/SW.8294 6 CMFPr 6/33 13/30 -4.0 4.6 .
82C DanishBCG82cpost T 9 CMF 3/5 0/0 }
84D NCI-C MA.4 t 6 CMF 1/5 4/10 -06 1.0 ;
85J1+3 PetrovStPetersb’g t 4 CMF; 2TtMF  1/6 5/15 -14 14 :
86H2 IBCSG VIl * 13/6 CMF 7122 3(2/4) -1.0 08 .
87D3 GABG 3 Germany T 6 CMF 0/4 0/6 !
88C NSABP B-20 1?? CMF 22/358  43/352  -10-7 160 —_—
88D IBCSG IX t 3CMF 1/13 3/13 -0.7 1.0 ;
89E4+9 GROCTAV ltaly T 6 CMF 1/1 0/0 !
89J1 CRCRAMS Moscow 6 CMF 0/4 0/6 \
89V Romagnolo Italy 6 CMF 2/25 4/43 -0-1 11 +
90P Amsterdam C8913 6 CMF 0/31 5/28 -2:7 1.2 :
90X1 Tokyo CIH 6 CMF 0/12 1/14 -05 02 .
93S Hamburg, Germany 6 CMF 1/24 1/20 -0-1 05 !
I
B (b) subtotal * 137/ 184/  _30.5 680 — 0-64 (se 0-10)
747 744 ! reduction
(18:3%) (24:7%) | 2p = 0-0002
I
I
(c) Anthracycline regimens !
I
I
76H1 West Midlands N+ 6 CMFVAFol  24/45 34/44 -77 129 -
80C2 SESwed.BCGB post 6 AC 0/0 1/1 i
80S1 Helsinki 8 FAC 416 719 -15 2:2 :
80Z Wessex t 6 VAP/VAC 2/5 1/2 0-0 06 :
82F MD Anders.8227 N- 4 FACVPr 4/12 1/8 1.3 11 .
83B GROCTA | Italy ER+t 6 CMF; 4 E 28/64 29/66 -08 136 : =
84Qa+5 Austrian BCSG 4 T 6 CMFVA 2/6 1/2 0-3 02 ;
86P2+3 FASG France T 6 FEC 1/16 4/9 -2.0 11 L
89@ Bari Italy N— 6 FEC 4122 6/30 -0-1 23 :
89B1 SWOG 8814 * t 6 FAC 10/39 4(6/21) -0-3 34 .
89D IGR Paris 1t 6 FAC/FEC 7/88 9/94 -0-4 3.7 :
90Cs FASG GFEA07 1 6 FEC 0/0 o1 |
92D Amsterdam C9203 1 4 EC 0/1 0/1 !
93H IBCSG 11-93 N+pret 4 AC 4/71 3/69 0.7 17 :
94F JCOG 9401 N+post T 6 AC 0/0 1/1 |
I
I
m (c) subtotal * 90/ 121/ -10.5 43.0 ———r 0-78 (se 0-14)
375 421 ; reduction
(24:0%) (28:7%) | 2p >0-1; NS
I
(d) Other polychemotherapy i
I
I
76H2 West Midlands N- 6 ChIMF 14/49 17/50 -15 74 !
76K HD 1 W. Germany 24 ChlF 0/0 0/1 |
78M3 NCCTG-773051post 10 CFPr 0/0 2/2 !
81E NSABP B-13N- 11 MFFol 1/1 1/2 0-7 02 !
88C NSABP B-20 1?2? MFFol 19/353 43/352 -12.3 153 —.—
92B2 HE1092 Greece 16 CMzF 17 0/5 06 02 :
I
m  (d) subtotal 35/ 63/  _12.5 232 _ 0-58 (se 0-16)
410 412 ! reduction
(8:5%) (15:3%) ‘ 2p = 0-009
I
I
I
M Total@+b+c+d)* 309/ 422/ _g0.6 156:0 = 0-678 (se 0-066)
16%8 16704 | reduction
(18:9%) (25-2%) ! 2p < 0-00001
I
- 99% or <<— 95% confidence intervals L L L L )
Heterogeneity between 4 subtotals: x; =1.8;p>0-1; NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: x; =40.1; p>0-1; NS Cytotoxic better ‘ Cytotoxic worse

Heterogeneity between 38 trials: x; =41.9; p>0-1; NS Treatment effect 2p < 0-00001
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone

12:11:51 1 March 2005
Not for publication or citation



Events/woman-years Cytotoxic events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
T
(a) Single agents !
|
|
74C Edinburgh Il 12 F 5127 6/41 14 1.5 l
75E Guy’'s/Manch. | 24 Mel 21/249 20/221 -0-2 8:2 +
77B1+2 DanishBCG77bpre 12 C 2/36 6/31 -14 14 :
78A1 S Swedish BCG 2C 7/85 12/142 -14 39 T
88F ICCG N+post T 6E 15/174 14/152 -0-4 6-6 :
89J CRCRAMS Moscow T 4 Tt 1/2 2/10 0-2 0-5 :
90C7 FASG GFEA 08 T 6E 4/24 5/25 -0-5 18 T
|
= (a) subtotal 55/ 65/ -2.3 238 —_—t—0 9]_ se 0-20)
597 622 | eduction
(9-2%ly)(10-5%y) \ 2p >0-1; NS
I
(b) CMF regimens (including other non-anthracycline agents) |
I
I
75E2 Manchester | 12 CMF 4/53 7175 -0:5 1.9 1
76C Glasgow 12 CMF 17/134 10/86 0-2 4.9 :
77B1+2 DanishBCG77bpre 12 CMF 1/32 6/31 -1-1 1.0 T
77G1 Vienna 36 CMFV 10/87 12/73 -0-1 3.0 :
78K3 IBCSG/Ludwig lllpost12 CMF 9/173 24/135 =74 6-5 —_—
78V2 ECOG EST6177post 12 CMFPr 23/182 30/125 -5.8 9-8 T
79B1 SWOG7827ApoER+112 CMFVPr 7/121 8/91 -1.4 3.0 L
79C CaseWesternB ER+ 112 CMFVPr 1/31 1/33 -0-4 0-3 :
79E Guy’'s/Manch. Il 12 CMF 18/128 17/110 -0-2 55 +
79H Paris N—- 6 CMF 0/52 1/9 !
80F INTMilan 8004 N- 12 CMF 9/246 11/117 -32 4.0 :
80J1 Vienna Gyn. post 1 6 CMF 5/54 2/56 1.1 1.4 +
81H EST1180/SW.8294 6 CMFPr 26/770 31/698 -35 134 lm
82C DanishBCG82cpost T 9 CMF 58/302 62/317 -1.2 200 : -
84D NCI-C MA.4 T 6 CMF 26/181 15/91 0-8 7-4 +
85J1+3 PetrovStPetersb’g t 4 CMF; 2TtMF  2/30 3/60 03 11 L
86H2 IBCSG VIl * 13/6 CMF 109/1012 3(39/301) -39 22:4 —=
87D3 GABG 3 Germany 1 6 CMF 4/75 5/59 -0-9 19
88C NSABP B-20 1?? CMF 0/9 0/0 }
88D IBCSG IX T 3CMF 27/990 41/867 -88 16-2 —
89A2 SITAM-01 T 6 CMF 11/90 10/103 0-8 4.3 +
89E4+9 GROCTA V ltaly t 6 CMF 18/211 21/160 -3-4 7-9 L
89V Romagnolo Italy 6 CMF 3/142 8/166 -2:3 25 :
90P Amsterdam C8913 6 CMF 0/17 0/18 |
90X1 Tokyo CIH 6 CMF 6/144 8/260 0-9 31 !
93S Hamburg, Germany 6 CMF 5/91 7174 -1.3 28 T
|
B () subtotal * 399/ 457/ _41.3 143.9 == 0- 75 se 0-07)
5357 4717 ! eduction
(7-4%ly) (9-7%ly) ! 2p =0-0006
I
(c) Anthracycline regimens |
|
I
76H1 West Midlands N+ 6 CMFVAFol  22/138 31/110 -38 9-6 1
80C2 SESwed.BCGB post 6 AC 2/2 2/36 -0-3 0-2 :
80S1 Helsinki 8 FAC 4/43 9/54 -1.6 2:3 T
80Z Wessex 1t 6 VAP/VAC 11/187 13/157 -1.7 51 -
82F MD Anders.8227 N- 4 FACVPI’ 2/87 5/67 -1.3 15 :
83B GROCTA | Italy ER+T 6 CMF; 4 0/0 1/4 |
84C NSABP B-16 post * 124 MeIF+A/3AC 257/4069 2(139/1602) -24-4 747 +
84Q4+5 Austrian BCSG4 1 6 CMFVA 7145 3/17 -14 0-3 T
86P2+3 FASG France t 6 FEC 56/758 69/697 -10-2 277 —
89@ Bari Italy N— 6 FEC 6/142 4/102 0-3 2:3 :
89B1 SWOG 8814 * T 6 FAC 12/245 4(4/61) -0-6 25 T
89D IGR Paris T 6 FAC/FEC 20/297 30/241 -6-5 104 +
90Cs FASG GFEA 07 T 6 FEC 0/4 0/0 '
92D Amsterdam C9203 1 4 EC 5/44 5/44 0-7 19 T
93H IBCSG 11-93 N+pret 4 AC 0/5 0/0 !
94F JCOG 9401 N+post T 6 AC 1/23 0/32 0-4 0-2 :
|
M (c) subtotal * 405/ 466/  -50.5 138-8 === 0- 70 se 0-07)
6089 5009 ! eduction
(6-7%ly) (9-3%ly) ! 2p = 0-00002
|
(d) Other polychemotherapy |
|
|
76H2 West Midlands N- 6 ChIMF 15/462 13/300 -1.6 6-2 ;
78M3 NCCTG-773051post 10 CFPr 16/141 23/146 -2:6 7-8 #
81E NSABP B-13 N- 11 MFFol 37/1736  56/1493 -12:1 22:3 %}
92B2 HE1092 Greece 16 CMzF 5/40 0/36 1.7 1.0 +
I
m (d) subtotal 73/ 92/ 145 373 _—— 0-68 (se 0-14)
2379 1975 1 reduction
(3-1%ly) (4-7%ly) 1 2p =0.02
I
|
|
. Total (a+b +c+d)* 932/ 1080/ _108.7 343.8 <= 0-729 (se 0-046)
14422 12323 l reduction
(6:5%ly) (8:8%ly) 2p < 0-00001
- 99% or <= 95% confidence intervals . L ‘ L )
0 0-5 1.0 1.5 2.0

Heterogeneity between 4 subtotals: xg =18;p>0-1; NS

Heterogeneity within subtotals: Xis =35.3; p>01; NS Cytotoxic better ‘ Cytotoxic worse

Heterogeneity between 47 trials: xie =37.1;p>01; NS Treatment effect 2p < 0-00001

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
1T Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/Women  Cytotoxic deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control

(a) Single agents

74C Edinburgh I 12F 5/6 5/9 10 14
75E Guy's/Manch. | 24 Mel 2032 19728 09 78
77B1+2 DanishBCG77bpre 12 C 273 5/6 02 14
78A1 S Swedish BCG 12 C 713 1019  -11 36
88F ICCG N+post 1 6E 14739 9/35 22 54
89J CRCRAMS Moscowt 4 Tt 172 13 03 02
90C7 FASG GFEAO8 T 6E a7 5/9 06 18
m (a) subtotal 53/ 54/ 12 216
102 109

(52:0%) (49-5%)

(b) CMF regimens (including other non—anthracycline agents)

75E2 Manchester | 12 CMF 4/7 6/10 0-2 16
76C Glasgow 12 CMF 17/23 10/15 0-2 5.2
77B1+2 DanishBCG77bpre 12 CMF 1/3 5/6 -0-1 0-6
77G1 Vienna 36 CMFV 6/11 10/12 -11 2.7
78K3 IBCSG/Ludwig lllpost12 CMF 9/19 23/29 =51 6-8
78V2 ECOG EST6177post 12 CMFPr 22/30 26/34 -0-3 9:9
79B1 SWOG7827ApoER+112 CMFVPr 7/15 8/14 -0-4 3.0
79C CaseWesternB ER+ 112 CMFVPr 1/5 1/4 -0-4 03
79E Guy’s/Manch. Il 12 CMF 17/23 16/22 0-8 5.9
79H Paris N—- 6 CMF 0/5 1/2
80F INTMilan 8004 N- 12 CMF 5/22 11/18 -4.4 34
80J1 Vienna Gyn. post 1 6 CMF 5/9 1/6 1.8 1.3
81H EST1180/SW.8294 6 CMFPr 20/77 26/72 -38 11.0
82C DanishBCG82cpost T 9 CMF 57174 57/82 5.9 22:2
84D NCI-C MA.4 T 6 CMF 23/42 12/26 15 6:6
85J1+3 PetrovStPetersb’g 1 4 CMF; 2TtMF  1/3 1/6 0-4 0-4
86H2 IBCSG VIl * 13/6 CMF 102/205  3(33/66) 0-1 218
87D3 GABG 3 Germany T 6 CMF 4/23 3/14 0-0 16
88C NSABP B-20 1?2 CMF 0/1 0/0
88D IBCSG IX T 3CMF 19/187 28/175 -54 113
89A2 SITAM-01 T 6 CMF 7/19 6/20 0-2 3.0
89E4+9 GROCTAYV ltaly T 6 CMF 14/38 19/37 -37 71
89V Romagnolo Italy 6 CMF 2/23 6/31 -1.7 1.8
90P Amsterdam C8913 6 CMF 0/5 0/5
90X1 Tokyo CIH 6 CMF 3/34 4/59 -0-1 15
93S Hamburg, Germany 6 CMF 4/28 5/25 -1.0 19
B (v) subtotal * 350/ 384/  _165 1313
931 922
(37-6%) (41-6%)
(c) Anthracycline regimens
76H1 West Midlands N+ 6 CMFVAFol 22/28 31/35 -34 10-8
80C2 SESwed.BCGB post 6 AC 212 2/4 -0-2 05
80S1 Helsinki 8 FAC 4/8 7/11 0-3 1.9
80Z Wessex Tt 6 VAP/VAC 7/19 10/21 -09 3.7
82F MD Anders.8227 N- 4 FACVPr 0/11 5/13 -2:6 12
83B GROCTA | ltaly ER+t 6 CMF; 4 E 0/0 0/1
84C NSABP B-16 post * 124 MelF+A/3AC 210/531 2(113/244) -15-6 62-9
84Qa4+5 Austrian BCSG 4 T 6 CMFVA 6/10 3/5 -1.0 0-6
86P2+3 FASG France T 6 FEC 40/136 48/137 -54 20-4
89@ Bari Italy N— 6 FEC 2/28 2/24 -0-4 09
89B1 SWOG 8814 * T 6 FAC 9/45 4(3/12) -0-2 2:0
89D IGR Paris T 6 FAC/FEC 17/57 23/56 -34 8:6
90Cs FASG GFEA 07 T 6 FEC 0/1 0/0
92D Amsterdam C9203 T 4 EC 4/14 4/17 0-2 15
93H IBCSG 11-93 N+pret 4 AC 0/1 0/0
94F JCOG 9401 N+post t 6 AC 1/6 0/8 04 0-2
B (c) subtotal * 324/ 373/ _32.3 1152
897 868
(36:1%) (43:0%)
(d) Other polychemotherapy
76H2 West Midlands N- 6 ChIMF 12/42 13/33 =27 5.7
78M3 NCCTG-773051post 10 CFPr 16/22 20/28 0-5 7-4
81E NSABP B-13 N- 11 MFFol 22/155 37/157 -88 14.3
92B2 HE1092 Greece 16 CMzF 4/11 0/5 1.3 0-8
m (d) subtotal 54/ 70/ -96 282
230 223
(23:5%) (31-4%)
. Total (a+b+c+d)* 781/ 881/ _57.2 206.2

2160 2122
(36-2%) (41-5%)

M 99% or << 95% confidence intervals
Heterogeneity between 4 subtotals: Xi =34;p>01;NS
Heterogeneity within subtotals: xfm =36-9; p>0:1; NS
Heterogeneity between 47 trials: xis =40-3; p>01; NS

— | 1.06(se0-22)

increase
2p>0-1; NS

=T  088(sc0:08)
w uction
| 2p >0-1; NS
+i
-
— 0-76 (s 0-08)
| reduction
} 2p = 0-003
.
—_— 0-71 (se 0-16)
! reduction
<= 0-825 (gSE 0:053)
! uction
! 2p = 0-0009
0 05 1.0 15 2.0
Cytotoxic better ‘ Cytotoxic worse

Treatment effect 2p = 0-0009

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

T Chemotherapy plus tamoxifen versus same tamoxifen alone

12:11:51 1 March 2005
Not for publication or citation



Events/woman-years Cytotoxic events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
. [
(a) Single agents !
I
I
62B Berlin-Buch ?22C 122/1213 128/1254  -0-8 527 —
67A Birmingham * 24 CIF 44/1025 2(35/675) -4-3 164 -—
69B Osaka S44-48 60 C 3/54 4/50 -03 15 ;
72B NSABP B-05 24 Mel 74/921  77/730 -84 330 —
74C Edinburgh Il 12F 53/484  46/424 08 200 TR
75E Guy's/Manch. | 24 Mel 13/59 7/161 3-8 2.9 ;
76D Dublin 12F 8/38 4/64 13 1-6 .
77B1+2 DanishBCG77bpre 12 C 23/513  32/493 -25 116 ;
77E Oxford 24 Mel 41/356  39/315 14 160 " =
78A1 S Swedish BCG 12C 9/147 8/163 1.5 35 !
88F ICCG N+post t6E 32/432  36/410 -32 156 -
90C7 FASG GFEA08 T 6E 0/8 312 -1.8 0.7 ;
I
B (2 subtotal * 422/ 4541 _12.4 1755 = 0-93 (se 0-07)
5250 5416 ! reduction
(8-0%ly) (8-4%ly) ! 2p>01; NS
I
(b) CMF regimens (including other non-anthracycline agents) }
I
|
73B INT Milan 7205 12 CMF 72/1025  74/700 -12.7 311 —
75E2 Manchester | 12 CMF 7/123 3/52 -0-2 1.9 !
76C Glasgow 12 CMF 12/100  14/91 -35 5.1 :
76E EORTC 09771 24 CMF 77/820  79/698 -65 350 L
77B1+2 DanishBCG77bpre 12 CMF 21/429  32/493 -4.8 119 :
77G1 Vienna 36 CMFV 12/123  10/92 -20 40 .
78E UKJ/Asia Collab. 124 CMF 59/505  77/672 -32 260 n
78K3 IBCSG/Ludwig lllpost12 CMF 41/750  58/571  -12.8 216 — .
79E Guy's/Manch. II 12 CMF 4/68 6/26 -1.7 1.2 !
79H Paris N— 6 CMF 0/20 2/56 -0-5 0-3
82C DanishBCG82cpost T 9 CMF 213/2180 236/2120 -12:3 984 —
85J1+3 PetrovStPetersb’g t 4 CMF; 2TtMF  20/482 23/533 05 9-4 .
88D IBCSG IX t+ 3CMF 2/228 8/233 -2.7 2:3 :
89A2 SITAM-01 + 6 CMF 7/35 2/13 09 13 .
90P Amsterdam C8913 6 CMF 1/1 2/27 08 0-2 ;
90X1 Tokyo CIH 6 CMF 1/22 0/30 05 0-3 :
|
B ©) subtotal 549/ 626/ -60.0 249-9 = 0-79 (se 0:06)
6911 6407 ! reduction
(7:9%ly) (9-8%ly) | 2p = 0-0001
|
|
(c) Anthracycline regimens !
|
I
74D1 DFCI 74-063 * 7/3-5 AC 0/29 2(0/0) }
76H1 West Midlands N+ 6 CMFVAFol ~ 58/332  31/189 09 163 TR
80B3+4+ N Sweden BCG 1 8 AC 56/473  50/378 -1.6 216 =
80C2 SESwed.BCGB post 6 AC 2/112 3/54 -0-9 1.1
80S1 Helsinki 8 FAC 3/17 3/84 14 1.1 :
82F MD Anders.8227 N- 4 FACVPr 2/24 0/9 0-8 04 +
86P2+3 FASG France t 6 FEC 38/465  37/521 13 165 ; =
89@ Bari Italy N- 6 FEC 0/24 0/6 |
89D IGR Paris + 6 FACIFEC 7/375  12/258 -32 44 "
92D Amsterdam C9203 1 4 EC 1/20 3/26 -0-9 1.0 ;
94F JCOG 9401 N+post T 6 AC 0/27 0/4 !
|
B (c) subtotal * 167/ 139/ 22 624 ———— 0.97 (se 0:12)
1898 1529 ‘ reduction
(8-8%ly) (9-1%ly) 1 2p > 0-1; NS
I
|
(d) Other polychemotherapy !
|
|
73C1 Mayo 70-56-32 12 CFPr 12/113  8/104 1.0 31 ;
74E UK'MCCG 003 6 CVFICVM  50/409  65/322 -96 222 — e
75G Northwick Park 12 MelV 12/348 24/397 -4-6 81 ;
76H2 West Midlands N- 6 ChIMF 22/685  25/594 -28 109
76K HD 1 W. Germany 24 ChIF 22/231  24/230 -17 102 4
76P King's CRCM/M 24 MelM 96/430  109/507 03 409 .-
77E Oxford 24 MelMF 40/397  39/315 -18 158 '
78M3 NCCTG-773051post 10 CFPr 6/15 7/39 08 2.1 ;
86D1 UK Multicentre t+ 6 CVFICVM  12/342  14/321 -1-6 63 :
|
B (d) subtotal 272/ 315  -19.9 1198 == 0-85 (se 0-08)
2970 2829 ! reduction
(9-:2%ly)(11-1%ly) | 2p = 0-07
I
|
I
. Total (a + b + ¢ + d) * 1410/ 1534/  _g45 §07.5 + 0-856 (st 0-038)
17029 16181 l reduction
(8-3%ly) (9-5%ly) 1 2p = 0-0001
|
- 99% or <t 95% confidence intervals L L : L .
Heterogeneity between 4 subtotals: X; =4.0;p>01;NS 0 05 10 15 20
Cytotoxic better ‘ Cytotoxic worse

Heterogeneity within subtotals: xil =45.5; p>0-1; NS

Heterogeneity between 45 trials: xfm =49.4; p>0-1; NS Treatment effect 2p = 0:0001
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
1T Chemotherapy plus tamoxifen versus same tamoxifen alone

12:11:08 1 March 2005
Not for publication or citation



Deaths/Women

Cytotoxic deaths

Ratio of annual death rates

Heterogeneity within subtotals: xil =39:6; p>0:1; NS

Heterogeneity between 45 trials: Xfm =411; p>01; NS

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents i
I
I
62B Berlin-Buch ?2C 121/161  123/169 09 542 .
67A Birmingham * 24 CIF 41/82 2(33/55) -1.8 165 =
69B Osaka S44-48 60 C 2/6 417 01 1.2 L
72B NSABP B-05 24 Mel 71/127  72/110 -45 322 — -
74C Edinburgh II 12F 47/75 45/68 -2.0 198 =
75E Guy's/Manch. | 24 Mel 12/16 5/15 39 34 }
76D Dublin 12F 719 4/11 08 1.9 "
77B1+2 DanishBCG77bpre 12 C 22/47 30/54 -15 112 :
77E Oxford 24 Mel 38/56 34/52 18 153 .
78A1 S Swedish BCG 12C 7120 8/17 0-4 31 .
88F ICCG N+post t 6E 27/113  26/110 -02 123 }
90C7 FASG GFEA08 t 6E 0/19 117 -0-6 02
I
I
B (2 subtotal * 395/ 418/ 2.9 1714 == 0-98 (se 0-08)
731 740 ‘ reduction
(54-0%) (56:5%) | 2p > 0-1; NS
I
. . . . !
(b) CMF regimens (including other non—anthracycline agents) !
I
I
73B INT Milan 7205 12 CMF 68/111 68/95 -6:5 309 .
75E2 Manchester | 12 CMF 7114 2/6 0-6 16 +
76C Glasgow 12 CMF 11/18 14/18 -2:6 55 ;
76E EORTC 09771 24 CMF 46/129  58/127 -86 239 R e
77B1+2 DanishBCG77bpre 12 CMF 21/37 30/54 -31 111 L
77G1 Vienna 36 CMFV 11/15 5/11 11 2.8 }
78E UK/Asia Collab. 124 CMF 55/112  56/138 53 237 :
78K3 IBCSG/Ludwig lllpost12 CMF 40/88 50/83 -57 205 -
79E Guy's/Manch. Il 2 CMF 417 6/8 -15 1.4 "
79H Paris N- 6 CMF 0/3 1/9 -0-3 02 ‘
82C DanishBCG82cpost T 9 CMF 192/317  215/352 -86 910 47
84D NCI-C MA.4 t 6 CMF 0/1 0/2 ‘
85J1+3 PetrovStPetersb’y t 4 CMF; 2TtMF  18/53 20/63 09 86 ‘
I
88D IBCSG IX + 3CMF 0/30 5/32 -2:2 1.2 ;
89A2 SITAM-01 t 6 CMF 3/12 1/3 -0-1 07 ,
90P Amsterdam C8913 6 CMF 1/1 0/8 08 01 :
90X1 Tokyo CIH 6 CMF 1/6 0/6 03 02 .
I
B ©) subtotal 478/ 531  _30.1 223.7 = 0-87 (se 0-06)
954 1015 ‘ reduction
(50-1%) (52-3%) | 2p = 0.04
I
(c) Anthracycline regimens i
I
I
74D1 DFCI 74-063 * 7/3-5 AC 0/2 2(0/1) [
76H1 West Midlands N+ 6 CMFVAFol  54/72 31/41 -02 173 }
80B3+4 N Sweden BCG  t 8 AC 51/72 49/67 -39 209 -
80C2 SESwed.BCGB post 6 AC 2/9 3/5 -0-9 11 !
80S1 Helsinki 8 FAC 1/3 3/9 00 06 '
82F MD Anders.8227 N- 4 FACVPr 2/4 0/1 0-8 05 !
86P2+3 FASG France + 6 FEC 20/87 22/95 -0-3 95 .
89@ Bari ltaly N— 6 FEC 0/4 0/1 !
89D IGR Paris + 6 FACIFEC 4/59 7/52 -15 26 }
92D Amsterdam C9203 t 4 EC 0/6 2/8 -0-9 05 :
94F JCOG 9401 N+post T 6 AC 0/9 0/1 !
I
H (c) subtotal * 134/ 117/  _gg 53.1 ———— 0-88 (gSE 0-13)
327 282 l reduction
(41:0%) (41-5%) | 2p>0-1; NS
I
(d) Other polychemotherapy |
I
I
73C1 Mayo 70-56-32 12 CFPr 11/16 8/11 00 33 ;
74E UK MCCG 003 6 CVF/CVM 36/81 51/89 -97 183 |
75G Northwick Park 12 MelvV 11/37 19/49 -2:0 67 :
76H2 West Midlands N- 6 ChIMF 18/65 21/61 =27 9.3 L
76K HD 1 W. Germany 24 ChIF 20/30 20/32 05 9.4 :
76P King's CRC M/M 24 Melm 80/132  80/147 53 337 .
77E Oxford 24 MelMF 37/59 34/52 07 150 ;
78M3 NCCTG-773051post 10 CFPr 5/7 718 0.0 22 "
86D1 UK Multicentre + 6 CVFICVM 3/115 8/102 -2:9 2.7 ;
I
B (d) subtotal 221/ 248/ -10.8 1006 —==— 0-90 (se 0-09)
542 551 ! reduction
(40-8%) (45-0%) | 2p>0-1; NS
|
I
. Total (a+b +c+d)* 1228/ 1314/ _50.6 5488 < 0-912 (se 0-041)
2554 2588 | reduction
(48:1%) (50-8%) 1 2p =0.03
I
M 99% or <<— 95% confidence intervals L L , L )
Heterogeneity between 4 subtotals: x; =15;p>01; NS 0 0-5 1.0 15 2:0
Cytotoxic better ‘ Cytotoxic worse

Treatment effect 2p = 0-03

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone

12:11:52 1 March 2005
Not for publication or citation



Events/woman-years Cytotoxic events

Ratio of annual event rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents }
I
I
74C Edinburgh Il 12F 14/126  15/111 -2:1 55 ‘
75E Guy's/Manch. | 24 Mel 40/373  41/417 -10 170 T
77B1+2 DanishBCG77bpre 12C 11/117 4/56 22 24 i
78A1 S Swedish BCG 12C 10/132  11/135 -0-7 4.3 -
78S2 NKCC Japan tperiMit; 24 C ~ 14/786  23/549 -8-0 8.2 e —
88F ICCG N+post 6E 29/528  41/484 -6:9 162 -
89J CRCRAMS Moscow t 4 Tt 2/30 1/23 04 07 :
90C7 FASG GFEA08 T 6E 14/284  9/211 09 5.4 ;
I
N (a) subtotal 134/ 145/ ~ _150 59.7 — 0-78 (se 0-11)
2376 1986 w reduction
(5-6%ly) (7-3%ly) 1 2p =005
I
. . . . !
(b) CMF regimens (including other non—anthracycline agents) !
I
I
75E2 Manchester | 12 CMF 9/97 9/116 1.3 39 :
76C Glasgow 12 CMF 14/180  24/210 -4.1 79 T
77B1+2 DanishBCG77bpre 12 CMF 6/137 4/56 04 1.8 .
77G1 Vienna 36 CMFV 21/231  28/280 -0-1 84 ;
78K3 IBCSG/Ludwig lllpost12 CMF 41/485  32/376 -1.0 160 =
78V2 ECOG EST6177post 12 CMFPr 43/364  38/398 30 172 =
79B1 SWOG7827ApoER+112 CMFVPr  133/1906 146/1774 -10-4 636 —m
79C CaseWesternB ER+ 112 CMFVPr 9/249 20/254 -5.7 68 T
79E Guy's/Manch. II 12 CMF 43/564  56/565 -57 206 -
79H Paris N- 6 CMF 3/47 5/70 -0-1 1.6 !
80J1 Vienna Gyn. post t 6 CMF 8/131 6/92 -0-7 3.0 .
81H EST1180/SW.8294 6 CMFPr 7/253 15/167 -5.2 5.0
82C DanishBCG82cpost T 9 CMF 211/1909 201/1751  -46 885 —
84D NCI-C MA.4 t 6 CMF 124/1428 144/1454 -89  61.1 —a——
85J1+3 PetrovStPetersb’g 1 4 CMF; 2TtMF  0/63 3/69 -1.2 07 ‘
86H2 IBCSG VII * 13/6 CMF 273/4184 3(109/1290) -18-3  64-4 R —
87D3 GABG 3 Germany t 6 CMF 55/851  60/791 -4.4 263 ]
88C NSABP B-20 12?2 CMF 41/3188 61/3123 -105 251 e
88D IBCSG IX t 3 CMF 65/2756  66/2649 -1.8 319 -
89A2 SITAM-01 t 6 CMF 16/139  12/145 21 62 L
89E4+9 GROCTAV Italy t 6 CMF 0/0 0/2 !
89J1 CRCRAMS Moscow 6 CMF 0/8 0/0 |
89V Romagnolo Italg 6 CMF 17/353  19/281 -3.0 79 .
90P Amsterdam C8913 6 CMF 0/19 2/23 -0-8 04 }
90X1 Tokyo CIH 6 CMF 1/86 3/92 -0-4 07 .
93S Hamburg, Germany 6 CMF 6/180 4/210 11 2.3 X
I
. (b) subtotal * 1146/ 1285/ _79.0 4715 <+ 0-85 (se 0-04)
19808 18818 | reduction
(5:8%ly) (6:8%ly) 1 2p = 0-0003
I
I
(c) Anthracycline regimens !
I
I
76H1 West Midlands N+ 6 CMFVAFol ~ 54/395  62/368 -57 233 -
80C2 SESwed.BCGB post 6 AC 3/116 9/79 -3-2 27 ‘
80S1 Helsinki 8 FAC 9/85 7/50 -0-4 32 L
80Z Wessex t 6 VAP/VAC 8/64 5/79 1.4 28 :
82F MD Anders.8227 N- 4 FACVPr 0/21 2/40 -0-8 04 ;
83B GROCTA | ltaly ER+t 6 CMF; 4E  63/928  58/768 -27 217 -
84C NSABP B-16 é)ost * 124 MelF+A/3AC 125/2761 2(86/1437) -12.7  44.2 —
84Qu4+5 Austrian BCSG4 1 6 CMFVA 53/694  51/731 1.9 241 . -
86P2+3 FASG France t 6 FEC 112/1558 109/1457  -38 497 —
89@ Bari ltaly N— 6 FEC 6/212 13/188 -3.8 4.5 ;
89B1 SWOG 8814 * t 6 FAC 262/5566 4(120/1663) -31-1 645 — .
89D IGR Paris t+ 6 FAC/IFEC  82/1896 86/1811 -35 395 —
90Cs FASG GFEAQ07 T 6 FEC 20/645  33/598 -73 127 » }
92D Amsterdam C9203 1 4 EC 4/101 2/97 02 13 ;
93H IBCSG 11-93 N+pret 4 AC 5/55 1/56 21 1.4 L
94F JCOG 9401 N+post T 6 AC 3/143 71154 -1.9 23 !
I
. (c) subtotal * 81%92/40 1828(/) , ~712 3044 <o 0:79 (se 0-05)
‘ .
(5:3%ly) (6:9%1y) ‘ rec uction
oly oly ! 2p = 0-00005
I
(d) Other polychemotherapy }
I
I
76H2 West Midlands N- 6 ChIMF 26/547  27/675 25 123 "
78Ms NCCTG-773051post 10 CFPr 33/330  33/348 -05 141 -
81E NSABP B-13N- 11 MFFol 1/24 0/27 05 03 !
88C NSABP B-20 122 MFFol 64/3272  61/3123 00 306 —
92B2 HE1092 Greece 16 CMzF 31/425  24/495 55 129 ; =
I
W (d) subtotal 155/ 145/ 80 701 ————=%-12 (se 0-13)
4598 4668 1 increase
(3-4%ly) (3-1%ly) l 2p>01; NS
I
1
I
Total (a+b+c+d)* 2244/ 2672/ _157.3 905.6 <+ 0-841 (se 0-031)
42022 41474 ‘ reduction
(5-3%ly) (6-4%ly) 2p < 0-00001
- 99% or <<= 95% confidence intervals . . ‘ . !
Heterogeneity between 4 subtotals: X; =7-3;p=0-06 0 05 1.0 15 2:0
Cytotoxic better ‘ Cytotoxic worse

Heterogeneity within subtotals: xjg =57.3; p>0:1; NS

Heterogeneity between 53 trials: Xéz =64-6; p>01; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
T Chemotherapy plus tamoxifen versus same tamoxifen alone

Treatment effect 2p < 0-00001
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Deaths/Women  Cytotoxic deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance .
and study name treatment cytotoxic  control O-E of O-E Cytotoxic : Control
(a) Single agents |
I
I
74C Edinburgh Il 12 F 13/19 14/21 -2:3 5.2 ‘
75E Guy's/Manch. | 24 Mel 40/58 39/55 69 16-3 L
77B1+2 DanishBCG77bpre 12C 11/15 3/6 15 2:3 ;
78A1 S Swedish BCG 12C 6/17 9/17 =21 3:6 +
78S2 NKCC Japan TperlMlt 24C 11/111 14/93 -3-6 5.7 L
88F ICCG N+post T 6 16/116 22/122 =27 9.1 :
89J CRCRAMS Moscow t 4Tt 1/10 1/9 -0-1 0-4 T
90C7 FASG GFEA 08 Tt 6E 9/67 4/57 15 31 -
I
B (a) subtotal 107/ 106/ -0.9 456 ——=——0-98 (s 0:15)

413 380
(25:9%) (27-9%)

(b) CMF regimens (including other non—anthracycline agents)

reduction
2p>0-1; NS

[
|
1
|
|
|
1
|
|
1
!
[
T
1
[
T

75E2 Manchester | 12 CMF 9/13 9/14 1-4 36
76C Glasgow 12 CMF 13/24 22/33 -2:2 76
77B1+2 DanishBCG77bpre 12 CMF 6/12 3/6 0.7 1.6
77G1 Vienna 36 CMFV 15/23 20/31 0-6 7.0
78Ks IBCSG/Ludwig lllpost12 CMF 35/62 26/46 1.3 136 =
78V2 ECOG EST6177post 12 CMFPr 41/56 35/53 52 168 =
79B1 SWOG7827ApoER+112 CMFVPr 116/234  126/232 -60 553 R
79C CaseWesternB ER+ 112 CMFVPr 6/33 16/43 -4.4 51 T
79E Guy’s/Manch. Il 12 CMF 40/69 50/84 -31 198 -
79H Paris N- 6 CMF 1/9 2/11 0-0 06 !
80J1 Vienna Gyn. post t 6 CMF 8/18 4/11 0-8 2.7 }
81H EST1180/SW.8294 6 CMFPr 7/24 10/24 -14 4.0 ;
82C DanishBCG82cpost T 9 CMF 188/305  177/295 01 800 — .
84D NCI-C MA.4 t 6 CMF 84/289  102/311 -76 429 — .
85J1+3 PetrovStPetersb’g t 4 CMF; 2TtMF  0/5 3/7 -1.2 0.7 L
86H2 IBCSG VII * 13/6 CMF 198/643 3(79/217) -91 495 —
87D3 GABG 3 Germany t 6 CMF 27/217 30/217 -24 13.5 -
88C NSABP B-20 1?2 CMF 23/402  35/403 -62 142 = .
88D IBCSG IX t 3CMF 30/557  25/570 19 134 } =
89A2 SITAM-01 t 6 CMF 12/28 8/26 23 4.4 v
89E4+9 GROCTAV ltaly T 6 CMF 0/0 0/1 |
89J1 CRCRAMS Moscow 6 CMF 0/2 0/0 !
89V Romagnolo Italg 6 CMF 10/62 10/50 -0-4 4.6 *
90P Amsterdam C8913 6 CMF 0/4 0/6 |
90X1 Tokyo CIH 6 CMF 1/22 1/19 0.0 05 L
93S Hamburg, Germany 6 CMF 3/51 3/54 0-1 14 ;
I
. (b) subtotal * 873/ 954/  _p9.7 362.8 = 0-92 (se 0-05)
31604 31%8 l eduction
(27-6%) (29:8%) | 2p >0-1; NS
I
(c) Anthracycline regimens |
I
I
76H1 West Midlands N+ 6 CMFVAFol  48/73 55/77 -44 230 -
80C2 SESwed.BCGB post 6 AC 3/10 7/12 -1.3 2:4 L
80S1 Helsinki 8 FAC 9/15 7/11 05 33 ;
80Z Wessex 1t 6 VAP/VAC 5/9 5/7 -0-4 2:2 T
82F MD Anders.8227 N- 4 FACVPr 0/3 1/6 -05 03 L
83B GROCTA | Italy ER+t 6 CMF; 4 E 55/106  50/103 -10 246 'm
84C NSABP B-16 post * 124 MelF+A/3AC 97/316 2(67/180) -7-9 354 —
84Qa+s Austrian BCSG4 T 6 CMFVA 44/113  41/120 39 197 . =
86P2+3 FASG France t 6 FEC 70/246  77/252 -83 341 ]
89@ Bari ltaly N— 6 FEC 1/40 5 -2:1 15 :
89B1 SWOG 8814 * t 6 163/934 4(78/299) -185  42:6 — .
89D IGR Paris t6 AC/FEC 57/316 55/ 12 268 "1
90Cs FASG GFEAO07 1 6F 6/168 10/165 -1.9 3.9 }
92D Amsterdam C9203 1 4 EC 3/26 1/25 05 09 "
93H IBCSG 11-93 N+pret 4 AC 2/15 1/15 05 07 L
94F JCOG 9401 N+post T 6 AC 3/48 7/51 -1.9 23 }
I
B () subtotal * 566/ 768/  _41.6 223.7 == 0 83 se 0-06)
2438 2753 ! uction
23:2%) (27-9%) l 2 0-005
( | p=0
I
(d) Other polychemotherapy }
I
I
76H2 West Midlands N- 6 ChIMF 25/56 19/65 63 101 "
78M3 NCCTG-773051post 10 CFPr 29/47 30/48 -0-4 131 -
81E NSABP B-13N- 11 MFFol 0/2 0/2 !
88C NSABP B-20 12?2 MFFol 33/416  35/403 -19 167 =
92B2 HE1092 Greece 16 CMzF 19/104  13/115 36 76 :
I
B (d) subtotal 106/ 97/ 7.5 475 —_—T
625 633 ; 1.17 (se 0-16)
(17-0%) (15:3%) } increase
! 2p>0-1; NS
I
1
I
. Total (@a+b+c+d)* 1652/ 1925/ -64.7 679-6 < 0- 909 se 0-037)
6640 6964 | eduction
I
(24-9%) (27-6%) | 2p =0.01
I
M 99% or << 95% confidence intervals L L : L )
Heterogeneity between 4 subtotals: Xi =52;p>01;NS 0 05 1.0 15 2:0
Cytotoxic better ‘ Cytotoxic worse

Heterogeneity within subtotals: xfw =44.5;p>01; NS
Heterogeneity between 51 trials: x§0 =49.7; p>0-1; NS

Treatment effect 2p = 0-01

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

T Chemotherapy plus tamoxifen versus same tamoxifen alone

12:11:52 1 March 2005
Not for publication or citation



Events/woman-years Chemo. 1 events
Allocated Adjusted Logrank Variance

Year code Ratio of annual event rates

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1 : Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 99/782 114/766 =75 40-8 —
8271357 Metaxas Athens 3v1VAC 31/727  35/1086 32 132
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 138/1279 142/1326 2.7 584 — .
86H Ludwig/IBCSG 6 v 3 CMF (+Tam) 329/4246 342/4079 -12:7 1507 —B—
86P1 FASG GFEA 01 6V 3 FEC (+R) 103/1268 111/1020 -13-9 469 ——
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 159/1361 146/1313 40 664 — .
87Q PRONACAM 87 6 v 4 CMFEP (no data)
90G Leicester 6 v 3 CMF (+R) (no data)
. (a) subtotal 859/ 890/  _24.2 3764 <+ 0-94 (se 0-05)
9663 9590 reduction
(8:9%ly) (9-3%ly) 2p >0-1; NS
Heterogeneity between 6 trials: xé =6:2; p>0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 135/2316 134/2501 4.9 600 —
75L SAKK 27/76 24 v 6 ChIMF 153/1491 162/1453  -36 660 — .
76A1+2 SECSG 1 12v 6 CMF 99/1155 105/1251  -0-5  43-4 — .
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 139/1935 141/1730 -45  60-0 — . —
86H1 IBCSG VI 9v 6 CMF 192/2387 201/2317 -7-2 884 ——
Bl © subtotal 718/ 743/ _11.0 317:9 <+ 097 (se 0-06)
9284 9252 reduction
(7-7%ly) (8-0%ly) 2p >0.1; NS
Heterogeneity between 5 trials: xi =12;p>01;NS
(c) Anthracycline versus CMF
I
I
76A4 SECSG 2 6FAC v 6CMF 118/1038 124/878 -83 515 B —
78L2 ONCOFRANCE 12FACV v 12CMF 67/989  67/672 -9.7 289 —
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 6/269 11/224 -25 4.0 }
80M INT Milan 8/12CMF+4A v 12CMF (no data) !
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 31/301  30/256 -16 129 -
84B NSABP B-15 * 4AC+3CMF v 6CMF (+R) 863/110122(446/5292) -146 255.9 -
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 69/502  81/567 -18 306 ]
84L ICCG Charing Cross  8/6FEC v 6CMF 122/1482 129/1405  -66 567 R E—
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 76/531  83/538 -06 314 —
85Y1 PRONACAM 85 N+pre FECM v CMF (no data) .
86G2 JCOG Japan 10FAC v 10CMF (+Tam) (no data) '
86S GOCCNE ltaly 4EC v 6CMF 61/502  66/457 -44 277 —
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 85/380  87/352 -21 316 ]
87Q1 PRONACAM 87 4/6CMFEP v 6CMF (no data) \
88R Brussels Belgium*  8EC v 6CMF 186/2795 2(94/1388) -1.2 567 —
88V H San Carlos, Madrid 6FAC v 6CMF (no data) '
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 256/10414 305/10214 -25.7 136-0 B
89R NCI-C MA.5 6FEC v 6CMF 152/1880 189/1744 -23.2 747 ——
89Wi234s6e Denmark—-Sweden *  9FEC v 9CMF (+Pmd) 207/25950-8(309/2844) -23-:3 1025 44‘—»
90Z GOIRC SANG 2 ltaly 4E v 6CMF (+Tam) 66/1006  63/1093 36 292 .
91H NSABP B-23ER-  AC v CMF (+Tam) 143/4279 131/4226 55 658 —
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam 72/775  83/782 -39 332 - =
94J1+2+3 GOIRC SANG 2B R1 6CMFEV v 6CMF (+Tam) (no data) \
I
I
I
(c) subtotal with data § * 2580/ 2769/ _120.4 1029-3 <+ 0-89 (se 0:03)
40750 39114 ti
A ; reduction
(6-3%ly) (7-1%ly) 2p = 0-0002
Heterogeneity between 17 trials: xie =136; p>0-1; NS
4l 99% or << 95% confidence intervals L L L )
0 0-5 1.0 15 2:0

§ 1 trial with no data does not contribute to subtotals or to the overall total.
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s).

Chemo. 1 better

Chemo. 2 better

14:08:33 13 May 2003
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Year code

Deaths/Women

Chemo. 1 deaths

Allocated Adjusted Logrank Variance

Ratio of annual death rates

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1 : Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 94/148  89/151 55 374 »
8271357 Metaxas Athens 3v1VAC 16/106 17/142 -0-1 67
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 103/239  111/242 -14 471 — .
86H Ludwig/IBCSG 6 v 3 CMF (+Tam) 221/700 250/696 -16:9 1107 —
86P1 FASG GFEA 01 6 v 3FEC (+R) 64/212  73/209 -91 322 —.—
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 82/396  80/370 01 368 —.———
87Q PRONACAM 87 6 v 4 CMFEP (322 patients) (no data)
90G Leicester 6 v 3 CMF (+R) (104 patients) (no data)
B @ subtotal 580/ 620/  _21.8 270.9 -t 0-92 (se 0-06)
1801 1810 reduction
(32:2%) (34-3%) 2p > 0-1; NS
Heterogeneity between 6 trials: xg =4.2;p>01; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 123/215  112/219 101 534 — ).
75L SAKK 27/76 24 v 6 ChIMF 138/211  149/208 -1.8 645 #
76A1+2 SECSG 1 12 v 6 CMF 78/208  81/221 39 353 »
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 131/225  128/220 01 576
86H1 IBCSG VI 9v 6 CMF 136/394  137/393 -07 641
B ©) subtotal 606/ 607/  11.7 274.9 <= 1.04 (s 0-06)
1253 1261 increase
(48:4%) (48-1%) 2p > 0-1; NS
Heterogeneity between 5 trials: xi =19;p>01;NS
(c) Anthracycline versus CMF
I
I
76A4 SECSG 2 6FAC v 6CMF 85/260  88/268 -57 392 %
78L2 ONCOFRANCE 12FACV v 12CMF 50/138  57/113  -11.0 240 .
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 6/21 10/22 -17 3.7 :
80M INT Milan 8/12CMF+4A v 12CMF —/211 —-/212 (no data) .
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 23/55 20/50 -07 9.7 ;
84B NSABP B-15* 4AC+3CMF v 6CMF (+R) 693/1562 2(359/776) -85 2164 ! .
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 45/105  58/115 -58 233 -
84L ICCG Charing Cross  8/6FEC v 6CMF 66/380  79/379 -92 340 — e
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 67/121  75/124 -31 307 .
85Y1 PRONACAM 85 N+pre FECM v CMF (no data) !
86G2 JCOG Japan 10FAC v 10CMF (+Tam) (100 patients) (no data) !
86S GOCCNE ltaly 4EC v 6CMF 41/103  48/104 -30 201 =
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 52/142  60/146 -77 223 —.
87Q1 PRONACAM 87 4/6CMFEP v 6CMF (322 patients) (no data) |
88R Brussels Belgium * 8EC v 6CMF 131/537 2(68/267) 05 418 —
88V H San Carlos, Madrid 6FAC v 6CMF (158 patients) (no data) }
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 132/1461 189/1470 -286 783 ——
89R NCI-C MA.5 6FEC v 6CMF 111/356 133/360 -12-7  56-8 —.—
89W123456e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 152/582 0-8(262/713) -28:7 846 ﬂ%
90Z GOIRC SANG 2 ltaly 4E v 6CMF (+xTam) 36/170  34/178 07 163 .
91H NSABP B-23 ER-  AC v CMF (¥Tam) 85/1003  89/1005 -23 424 —L
91Q GOCSIMAM1 Italy  (A;CMF v CMF)ZolTam 34/232  43/234 -42 177 -
94J1+2+3 GOIRC SANG 2B R1 6CMFEV v 6CMF (+Tam) (489 patients) (no data) !
I
I
. (c) subtotal with data § * 1809/ 2037/ -131.8 761-1 <+ 0-84 (se 0-03)
7228 7242 re uction
(25-0%) (28-1%) 2p < 0-00001
Heterogeneity between 17 trials: Xie =15.8; p>0-1; NS
4 99% or == 95% confidence intervals L L L )
0 0-5 1.0 15 2:0

Chemo. 1 better

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated chemo. 1: 211; allocated chemo. 2: 212)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s).

Chemo. 2 better

14:10:15 13 May 2003
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Deaths/Women Chemo. 1 deaths

Year code Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1 : Chemo. 2

(a) Less than 6 months of polychemotherapy versus longer

74D1+2+4 Boston 10v5AC 106/148 97/151 5.8 41.4 L
82Z1357 Metaxas Athens 3v1VAC 19/106 19/142 1.2 75
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 108/239  118/242 -2:1 49-7 ——
86H Ludwig/IBCSG 6 v 3 CMF (+Tam) 237/700 259/696 -13-3 1169 4_*
86P1 FASG GFEA 01 6 v 3 FEC (+R) 66/212 77/209 -10-3 337 ——
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 82/396 80/370 0-1 36-8 .
87Q PRONACAM 87 6 v 4 CMFEP (322 patients) (no data)
90G Leicester 6 v 3 CMF (+R) (104 patients) (no data)
B @ subtotal 618/ 650/ _18.7 286.1 - 0-94 (se 0-06)
1801 1810 reduction
(34-3%) (35:9%) 2p >0-1; NS

Heterogeneity between 6 trials: xé =4.5;p>01; NS
(b) At least 6 months of polychemotherapy versus longer

75H INT Milan 7502 12v 6 CMF 141/215  132/219 8:4 62-1 —R—
75L SAKK 27/76 24 v 6 ChIMF 138/211  150/208 -2:2 64-7 ——
76A1+2 SECSG 1 12 v 6 CMF 84/208 86/221 4.6 375 L )

79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 143/225  146/220 -4.9 64-3 —

86H1 IBCSG VI 9v 6 CMF 139/394  140/393 -0-6 65-5 ——

B © subtotal 645/ 654/ 5.3 294.1 == 1:02 (se 0-06)

1253 1261 increase
(51:5%) (51-9%) 2p>01; NS

Heterogeneity between 5 trials: xi =2.0;p>01;NS
(c) Anthracycline versus CMF

76A4 SECSG 2 6FAC v 6CMF 93/260 89/268 -31 411 e
78L2 ONCOFRANCE 12FACV v 12CMF 52/138 58/113 -10-8 24-8 H%—
80C1 SE SwedenBCGA  8ACV 7CMF (+R) 8/21 13/22 -2:4 4.9 ;
80M INT Milan 8/12CMF+4A v 12CMF -/211 -/212 (no data) !
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 23/55 21/50 -1.2 9:9 ?
84B NSABP B-15 * 4ACx3CMF v 6CMF (+R) 716/1562 2(374/776) -11-4 2245 : .
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 45/105 58/115 -5-8 233 —
84L ICCG Charing Cross  8/6FEC v 6CMF 68/380 81/379 -94 350 —.
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 67/121 75/124 -31 307 —
85Y1 PRONACAM 85 N+pre FECM v CMF (no data) !
86G2 JCOG Japan 10FAC v 10CMF (+Tam) (100 patients) (no data) I
86S GOCCNE ltaly 4EC v 6CMF 42/103 49/104 -30 206 -
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 52/142 60/146 =77 223 — =
87Q1 PRONACAM 87 4/6CMFEP v 6CMF (322 patients) (no data) !
88R Brussels Belgium * 8EC v 6CMF 138/537 2(69/267) 2.4 436 —_—
88V H San Carlos, Madrid 6FAC v 6CMF (158 patients) (no data) !
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 173/1461 223/1470 -24-9 96-8 +
89R NCI-C MA.5 6FEC v 6CMF 118/356 135/360 -10-3 591 +—
89W123456e Denmark-Sweden*  9FEC v 9CMF (+Pmd) 156/582 0-8(267/713) -28-5  86:6 ——
90Z GOIRC SANG 2 ltaly 4E v 6CMF (+Tam) 38/170 37/178 03 175 :
91H NSABP B-23 ER- AC v CMF (£Tam) 91/1003 100/1005 -5:4 465 ——
91Q GOCSI MAM1 ltaly (A;CMF v CMF)+ZolTam 34/232 43/234 -42 177 -
94J1+2+3 GOIRC SANG 2B R1 6CMFEV v 6CMF (+Tam) (489 patients) (no data) !
|
|
. (c) subtotal with data § * 1914/ 2130/ _128.4 804-8 <+ 0-85 (se 0:03)
7228 7242 reduction
(26-5%) (29-4%) 2p < 0-00001

Heterogeneity between 17 trials: Xie =13.0; p>0-1; NS

L s

i 99% or <= 95% confidence intervals L L
0 05 1.0 15 2.0

Chemo. 1 better Chemo. 2 better

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated chemo. 1: 211; allocated chemo. 2: 212)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s).

14:10:50 13 May 2003
Not for publication or citation



Deaths/woman-years Chemo. 1 deaths

Year code Ratio of annual death rates

Allocated Adjusted Logrank Variance

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 0/780 1/766 -0-8 02
8271357 Metaxas Athens 3v1VAC -[727 -/1086 (no data)
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 0/1279 0/1326
86H Ludwig/IBCSG 6 v 3 CMF (£Tam) 0/4246  0/4079
86P1 FASG GFEA 01 6V 3 FEC (+R) 0/1268  0/1020
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) -/1361 -/1313 (no data)
87Q PRONACAM 87 6 v 4 CMFEP (no data)
90G Leicester 6 v 3 CMF (+R) (no data)
(a) subtotal with data § o u -08 02— 0-00 (se 0-55)
7573 7191 re uction
(0-0%/y) (0-0%ly) 2p =007
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 1/2316  0/2501 05 03
75L SAKK 27/76 24 v 6 ChIMF 0/1491  0/1453
76A1+2 SECSG 1 12 v 6 CMF 1/1155  0/1251 0-4 0-2
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 1/1935  0/1730 05 0-3
86H1 IBCSG VI 9v 6 CMF 0/2387  0/2317
(b) subtotal 3/ o/ 13 07
9284 9252 6-27 (se 3-36)
(0-0%l/y) (0-0%ly) increase
2p>0-1; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 0/1038 0/878
78L2 ONCOFRANCE 12FACV v 12CMF 1/989 0/672 0-4 02
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 0/269 0/224
80M INT Milan 8/12CMF+4A v 12CMF (no data)
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 0/301 0/256
84B NSABP B-15 * 4AC+3CMF v 6CMF (+R) 1/11012 2(1/5292)  -0-3 0-4
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 0/502 0/567
84L ICCG Charing Cross  8/6FEC v 6CMF 0/1482  0/1405
84Q2 Austrian BCSG 3 6CMFVA v 6CMF —-/530 -/538 (no data)
85Y1 PRONACAM 85 N+pre FECM v CMF (no data)
86G2 JCOG Japan 10FAC v 10CMF (+Tam) (no data)
86S GOCCNE ltaly 4EC v 6CMF 0/502 0/457
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) -/380 -/352 (no data)
87Q1 PRONACAM 87 4/6CMFEP v 6CMF (no data)
88R Brussels Belgium * 8EC v 6CMF 0/2795  2(0/1388)
88V H San Carlos, Madrid 6FAC v 6CMF (no data)
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 4/10414  0/10214 2.0 1.0
89R NCI-C MA.5 6FEC v 6CMF 0/1880  0/1744
89W123456e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 1/2595 0-8(0/2844) 07 02
90Z GOIRC SANG 2 ltaly 4E v 6CMF (+Tam) 0/1006  0/1093
91H NSABP B-23 ER- AC v CMF (+Tam) 0/4279  1/4226 -05 03
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam -I775 -1782 (no data)
94J1+2+3 GOIRC SANG 2B R1 6CMFEV v 6CMF (+Tam) (no data)
. (c) subtotal with data § * 7/ 3/ 22 21
39064 37442 2:85 (se 1-21)
(0-0%ly) (0:0%ly) increase
2p>0:1; NS
. Total(@+b+c)* 10/ 4/ 28 31
55921 53885 2-513 (SE 0.940)
(0-0%ly) (0:0%ly) increase
2p>0-1; NS
- 99% or <<= 95% confidence intervals L L L )
0 0-5 1.0 15 2:0

Heterogeneity between 3 subtotals: X; =5.5; p=0-06

Chemo. 1 better Chemo. 2 better

Heterogeneity within subtotals: x: =56; p>01; NS

Heterogeneity between 9 trials: x§ =11.1; p>01; NS Treatment effect 2p > 0-1; NS, adverse

§ 6 trials with no data do not contribute to subtotals or to the overall total (allocated chemo. 1: 3773; allocated chemo. 2: 4071)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

15:08:01 16 February 2005
Not for publication or citation



Deaths/woman-years Chemo. 1 deaths

Ratio of annual death rates
Chemo. 1 : Chemo. 2

Year code
and study name

Allocated Adjusted Logrank Variance

Months & treatment chemo.1 chemo.2 O-E ofO-E

(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 1/780 1/766 -05 0-3
8271357 Metaxas Athens 3v1VAC -[727 -/1086 (no data)
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 0/1279 1/1326 -0-4 02
86H Ludwig/IBCSG 6 v 3 CMF (+Tam) 0/4246  1/4079 -0-4 0-2
86P1 FASG GFEA 01 6V 3 FEC (+R) 0/1268  0/1020
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) -/1361 -/1313 (no data)
87Q PRONACAM 87 6 v 4 CMFEP (no data)
90G Leicester 6 v 3 CMF (+R) (no data)
(a) subtotal with data § u 3/ -13 07 —r——
7573 7191 0:-16 (se 0.54)
(0-0%ly) (0-0%ly) reduction
2p>0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 0/2316  0/2501
75L SAKK 27/76 24 v 6 ChIMF 0/1491  0/1453
76A1+2 SECSG 1 12 v 6 CMF 1/1155  1/1251 -05 0-3
79Bs SWOG 7827 C 24 v 12 CMF (+10VP) 2/1935  3/1730 -0-6 12
86H1 IBCSG VI 9v 6 CMF 1/2387  0/2317 0-5 0-3
(b) subtotal 4/ 4/ -07 17 T
9284 9252 0-69 (SE 0.63)
(0-0%l/y) (0-0%ly) reduction
2p>0-1; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 1/1038 0/878 0-4 03
78L2 ONCOFRANCE 12FACV v 12CMF 0/989 0/672
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 0/269 0/224
80M INT Milan 8/12CMF+4A v 12CMF (no data)
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 0/301 0/256
84B NSABP B-15* 4AC+3CMF v 6CMF (+R) 2/11012 2(0/5292) 0-6 04
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 0/502 0/567
84L ICCG Charing Cross  8/6FEC v 6CMF 0/1482  0/1405
84Q2 Austrian BCSG 3 6CMFVA v 6CMF —-/530 -/538 (no data)
85Y1 PRONACAM 85 N+pre FECM v CMF (no data)
86G2 JCOG Japan 10FAC v 10CMF (+Tam) (no data)
86S GOCCNE ltaly 4EC v 6CMF 0/502 0/457
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) -/380 -/352 (no data)
87Q1 PRONACAM 87 4/6CMFEP v 6CMF (no data)
88R Brussels Belgium * 8EC v 6CMF 0/2795  2(0/1388)
88V H San Carlos, Madrid 6FAC v 6CMF (no data)
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 5/10414  4/10214 0-5 2:3
89R NCI-C MA5 6FEC v 6CMF 0/1880  0/1744
89Wi234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 0/2595 0-8(1/2844) -02 01
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 0/1006  0/1093
91H NSABP B-23 ER- AC v CMF (+Tam) 1/4279  2/4226 -0-7 0-7
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam -I775 -/782 (no data)
94J1+2+3 GOIRC SANG 2B R1 6CMFEV v 6CMF (+Tam) (no data)
. (c) subtotal with data § * 9/ 7/ 08 38
39064 37442 1.22 (SE 0.57)
(0-0%ly) (0-0%l/y) increase
2p>01; NS
. Total(@a+b+c)* 14/ 14/ -1.2 62
55921 53885 0-821 (se 0.364)
(0-0%l/y) (0-0%ly) reduction
2p>0-1; NS
- 99% or <<= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: Xi =2:6;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: x; =4.6;p>01; NS

Heterogeneity between 11 trials: Xio =7.3;p>01; NS Treatment effect 2p > 0-1; NS

§ 6 trials with no data do not contribute to subtotals or to the overall total (allocated chemo. 1: 3773; allocated chemo. 2: 4071)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

15:09:26 16 February 2005
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Events/woman-years Chemo. 1 events

Year code

Allocated Adjusted Logrank Variance

Ratio of annual event rates

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 0/981 1/1135 -05 03
8271357 Metaxas Athens 3v1VAC —-/808 -/1177 (no data)
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 0/1603 0/1620
86H Ludwig/IBCSG 6 v 3 CMF (£Tam) 2/5001  2/4813 0-0 1.0
86P1 FASG GFEA 01 6 v 3 FEC (+R) 0/1522  0/1298
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) -/1581 -/1517 (no data)
87Q PRONACAM 87 6 v 4 CMFEP (no data)
90G Leicester 6 v 3 CMF (+R) (no data)
(a) subtotal with data § 2/ 3/ -05 13 ;
9107 8866 0-65 (SE 0.73)
(0-0%ly) (0-0%ly) reduction
2p>0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12v 6 CMF 2/2700  0/3042 11 05
75L SAKK 27/76 24 v 6 ChIMF 0/2009  0/1995
76A1+2 SECSG 1 12 v 6 CMF 1/1293  0/1468 0-4 02
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 2/2181  0/2012 09 05
86H1 IBCSG VI 9v 6 CMF 0/2822 212777 -1.0 05
(b) subtotal 5/ 2/ 14 17
11005 11294 218 (SE 1- 15)
(0-0%ly) (0-0%ly) increase
2p>0-1; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 0/1230  0/1102
78L2 ONCOFRANCE 12FACV v 12CMF 1/1172 0/845 04 02
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 0/271 0/263
80M INT Milan 8/12CMF+4A v 12CMF (no data)
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 0/395 0/339
84B NSABP B-15* 4AC+3CMF v 6CMF (+R) 4/13070 2(1/6454) 0-6 11
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF -/731 -1762 (no data)
84L ICCG Charing Cross  8/6FEC v 6CMF 0/1671  0/1608
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 0/639 0/628
85Y1 PRONACAM 85 N+pre FECM v CMF (no data)
86G2 JCOG Japan 10FAC v 10CMF (+Tam) (no data)
86S GOCCNE ltaly 4EC v 6CMF 0/633 0/609
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) —-/1466 —1425 (no data)
87Q1 PRONACAM 87 4/6CMFEP v 6CMF (no data)
88R Brussels Belgium*  8EC v 6CMF 1/3054  2(0/1580) 0-4 02
88V H San Carlos, Madrid 6FAC v 6CMF (no data)
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 9/10862 5/10688 19 35
89R NCI-C MA.5 6FEC v 6CMF 1/2165  0/2125 05 03
89W123456e Denmark-Sweden 9FEC v 9CMF (+Pmd) /2828 -/13215 (no data)
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 0/1164  0/1233
91H NSABP B-23 ER-  AC v CMF (+Tam) 1/4436  2/4350 -07 07
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam -/892 -/906 (no data)
94J1+2+3 GOIRC SANG 2B R1 6CMFEV v 6CMF (+Tam) (no data)
« (c) subtotal with data § * 17/ 9/ 31 60 ‘
40762 39858 167 (SE 0.53)
(0-0%ly) (0-0%ly) increase
2p>0-1; NS
« Total(@+b+c)* 24/ 14/ 39 90 T
600874 600018 1.543 (SE 0.417)
(0-0%l/y) (0-0%ly) increase
2p>0:1; NS
- 99% or <<= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: Xi =1.2;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: ng, =91;p>01; NS

Heterogeneity between 12 trials: xil =10-2; p>0-1; NS

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

§ 7 trials with no data do not contribute to subtotals or to the overall total (allocated chemo. 1: 7306; allocated chemo. 2: 8002)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.

15:10:32 16 February 2005
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Events/woman-years Chemo. 1 events

Year code Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2

(a) Less than 6 months of polychemotherapy versus longer

74D1+2+4 Boston 10v5AC 13/83 18/147 06 58
8271357 Metaxas Athens 3v1VAC 6/85 6/116 16 2.5
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 17/112 21/168 1.0 73
86H Ludwig/IBCSG 6 v 3 CMF (+Tam) 51/582 58/530 -56 239 —
86P1 FASG GFEA 01 6 v 3 FEC (+R) 26/272 25/221 -13 111
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 54/394 35/298 35 19-2 ]
B (a) subtotal 167/ 163/ 0.1 698 ——— 1.00 (se 0-12)
1528 1480 reduction
(10-9%/y)11-0%ly) 2p>01;NS

(b) At least 6 months of polychemotherapy versus longer

75H INT Milan 7502 12 v 6 CMF 9/152 10/170 0-4 4.2
76A1+2 SECSG 1 12 v 6 CMF 7160 11/84 -11 4.0
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 55/983 61/844 -6-1 257 —_— .
86H1 IBCSG VI 9v 6 CMF 58/647 43/586 27 224 "
B (b) subtotal 129/ 125/  _40 562 ——— 0-93 (se 0-:13)
1842 1684 reduction
(7:0%ly) (7-4%ly) 2p >0-1; NS

(c) Anthracycline versus CMF

76A4 SECSG 2 6FAC v 6CMF 19/156 27/129 -4.2 91
80C1 SE Sweden BCG A 8AC v 7CMF (+R) 3/40 3/76 08 13
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 9/42 2/46 29 22
84B NSABP B-15* 4AC+3CMF v 6CMF (+R) 620/8035 2(333/4146) -7-4 1923 .
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 7/58 13/53 -2:8 4.0
84L ICCG Charing Cross  8/6FEC v 6CMF 29/267 34/248 -3-8 136 =
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 32/283 31/239 -1.5 131
86S GOCCNE ltaly 4EC v 6CMF 12/108 15/79 -2:5 54
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 13/74 13/25 -3-6 4.1
88R Brussels Belgium * 8EC v 6CMF 36/444  2(18/137) -4.7 88
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 73/3055  82/3070 -3-4 375 —
89R NCI-C MA5 6FEC v 6CMF 34/426 47/388 =71 168 =
89Wi23456e Denmark—-Sweden *  9FEC v 9CMF (+Pmd) 83/10470-9(116/1032) —-13-0 41-2 —
90Z GOIRC SANG 2 ltaly 4E v 6CMF (+Tam) 15/196 10/146 -11 4.7
91H NSABP B-23 ER- AC v CMF (+Tam) 87/2368  70/2356 8.7 379 |
91Q GOCSI MAM1 ltaly (A;CMF v CMF)+ZolTam 19/105 22/160 2:4 82
. (c) subtotal * 1091/ 1182/  _40.3 400-2 - 0-90 (se 0-05)
16704 16559 reduction
(6-5%ly) (7-1%ly) 2p =004
. Total (a+b + ) * 1387/ 1470/  _44.5 5263 < 0:919 (se 0-042)
20074 19723 reduction
(6:9%ly) (7-5%ly) 2p =005

- 99% or << 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: X; =06; p>01;NS 0 0-5 1.0 15 2.0

Heterogeneity within subtotals: X§3 =27.9;p>0-1; NS Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity between 26 trials: ng =28.5;p>0-1; NS Treatment effect 2p = 0-05
* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.

12:16:07 1 March 2005
Not for publication or citation



Chemo. 1 deaths
Allocated Adjusted Logrank Variance

Deaths/Women

Year code Ratio of annual death rates

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 17/20 10/17 37 53
8271357 Metaxas Athens 3v1VAC 0/6 2/21 -0-3 02
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 24/61 23/56 03 107
86H Ludwig/IBCSG 6 v 3 CMF (£Tam) 66/217  84/225 -84 355 —.—
86P1 FASG GFEA 01 6 v 3 FEC (+R) 29/108  38/105 -65 158 =
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 24/164 29/145 =27 12.4
B (a) subtotal 160/ 186/  -13.8 80-0 —T 0-84 §SE 0-10)
576 569 reduction
(27-8%) (32:7%) 2p>0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 43/64 40/73 69 19.0 =
76A1+2 SECSG 1 12 v 6 CMF 8/27 9/31 05 39
79Bs SWOG 7827 C 24 v 12 CMF (+10VP) 2/4 02 07 05
86H1 IBCSG VI 9v 6 CMF 69/208  73/213 -16 337 — =
B (b) subtotal 122/ 122/ 66 571 —————=%-12 (se 0-14)
303 319 increase
(40-3%) (38:2%) 2p>0-1; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 29/89 26/83 -10 125
80C1 SE Sweden BCGA  8AC Vv 7CMF (+R) 2/6 a7 -06 1.4
83A NSABC Israel Br0283 2CMF+4AVhCMF v 6CMF 3/9 4/9 -11 17
84B NSABP B-15 * 4AC+3CMF v 6CMF (+R) 34/187  2(16/33) -2.4 93
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 1/3 2/5 -05 07
84L ICCG Charing Cross  8/6FEC v 6CMF 27/133  24/139 25 121
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 0/0 11
86S GOCCNE ltaly 4EC v 6CMF 13/40 17/46 -19 7.0
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (£Tam) 12/34 11/30 03 53
88R Brussels Belgium * 8EC v 6CMF 36/143  2(16/80) 35 116
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 26/364  47/393 -96 180 — s
89R NCI-C MA.5 6FEC v 6CMF 53/174  59/168 -57 264 — =
89Wi234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 14/112 0.9(19/102) -4.5 72
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 4/37 6/46 -05 24
91H NSABP B-23ER-  AC v CMF (+Tam) 11 02 07 02
91Q GOCSIMAML Italy  (A;CMF v CMF)ZolTam 10/64 14/73 -12 56
B () subtotal * 265/ 296/  _22.2 121.4 — 0-83 (se 0-08)
1296 1319 reduction
(20-4%) (22-4%) 2p =0.04
B ol @+b+c)* 547/ 604/  _29.4 2585 == 0-893 (st 0-059)
2175 2207 re uction
(25:1%) (27-4%) 2p =0-07
4l 99% or < 95% confidence intervals L L )
05 1.0 15 2.0

Heterogeneity between 3 subtotals: X; =39;p>01;NS

Heterogeneity within subtotals: ng =205, p>0-1; NS

Heterogeneity between 25 trials: X; =24.4;p>0-1; NS

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

Chemo. 1 better

Chemo. 2 better

Treatment effect 2p = 0-07

12:17:06 1 March 2005
Not for publication or citation



Events/woman-years Chemo. 1 events

Year code Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
I
(a) Less than 6 months of polychemotherapy versus longer !
I
I
74D1+2+4 Boston 10v5AC 17/103  11/149 33 57 ;
8271357 Metaxas Athens 3v1VAC 3/33 3/71 05 1.4 -
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 1/1 3/35 0.7 02
86P1 FASG GFEA 01 6V 3FEC (+R) 19/267  21/202 -3.0 91 .
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 02 02 \
87Q PRONACAM 87 6 v 4 CMFEP (no data) !
90G Leicester 6 v 3 CMF (+R) (no data) !
I
= (a) subtotal 40/ 38/ 14 164 —%::1>
406 459 ‘ 1-09 (SE 0.26)
(9-9%ly) (8-3%ly) | increase
| 2p >0-1; NS
I
(b) At least 6 months of polychemotherapy versus longer 3
I
75H INT Milan 7502 12v 6 CMF 32/879  30/808 -09 141 : =
75L SAKK 27/76 24 v 6 ChIMF 74/842  63/611 -49 291 — =
76A1+2 SECSG 1 12 v 6 CMF 21/372  24/314 -5.0 98 ;
I
I
m (b) subtotal 127/ 117/  _10.8 530 — 0-82 (se 0:12)
2093 1733 ! reduction
(6-1%ly) (6-8%ly) w 2p > 0-1; NS
| ;
I
(c) Anthracycline versus CMF \
I
I
78L2 ONCOFRANCE 12FACV v 12CMF 26/547  30/276 -9.9 116 -
80C1 SE Sweden BCGA  8AC Vv 7CMF (+R) 1/103 2/71 -0.7 07 }
80M INT Milan 8/12CMF+4A v 12CMF (no data) :
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 1/56 6/25 -31 14 .
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 35/265  40/298 -0-4 158 —
84L ICCG Charing Cross  8/6FEC v 6CMF 27/482  36/409 -67 144 T
85Y1 PRONACAM 85 N+pre FECM v CMF (no data) l
86G2 JCOG Japan 10FAC v 10CMF (+Tam) (no data) .
86S GOCCNE ltaly 4EC v 6CMF 8/78 4/54 11 27 ;
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 0/1 0/0 !
87Q1 PRONACAM 87 4/6CMFEP v 6CMF (no data) w
88R Brussels Belgium * 8EC v 6CMF 11/222  2(7/103) -0-4 34 ,
88V H San Carlos, Madrid 6FAC v 6CMF (no data) \
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 4270 6/196 -1.8 24 !
89R NCI-C MA.5 6FEC v 6CMF 15/172  17/187 -0-2 73 ;
89Wi234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 16/190 0:9(12/211) 13 59 :
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 5/50 2/68 11 13
91Q GOCSIMAML Italy  (A;CMF v CMF)zZolTam 23/243  21/218 -0.7 97 ;
94J1+2+3 GOIRC SANG 2B R1 6CMFEV v 6CMF (+Tam) (no data) |
I
I
B (c) subtotal with data § * 172/ 190/  _20.4 766 —_— 0-77 (se 0-10)
2679 2201 | reduction
(6:4%ly) (8-6%ly) | 2p = 002
I
I
I
B Total(a+b+c)* 339/ 345/ _29.9 1460 = 0-815 (se 0:075)
5%78 4393 i reduction
(6:5%ly) (7-9%ly) ! 2p =001
I
- 99% or <<= 95% confidence intervals L L ! L )
Heterogeneity between 3 subtotals: xg =17;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better Chemo. 2 better

Heterogeneity within subtotals: xie =232;p>01; NS

Heterogeneity between 19 trials: Xie =24.9;p>0-1; NS Treatment effect 2p = 0-01
§ 1 trial with no data does not contribute to subtotals or to the overall total.
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
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Year code
and study name

Months & treatment

Deaths/Women

Chemo. 1 deaths

Allocated Adjusted Logrank Variance
chemo.1 chemo.2 O-E ofO-E

Ratio of annual death rates

Chemo. 1 : Chemo. 2

(a) Less than 6 months of polychemotherapy versus longer

74D1+2+4 Boston
8271357 Metaxas Athens
84A1+4+5 GBSG 02 Germany
86P1 FASG GFEA 01
87D1+2 GABG 3 Germany
87Q PRONACAM 87
90G Leicester

= (@) subtotal

10v5AC
3v1VAC
6 v 3 CMF (£Tam)
6 v 3 FEC (+R)
6 v 3 CMF (+R)
6 v 4 CMFEP
6 v 3 CMF (+R)

16/21 10/18 33 53
3/7 0/9 17 0.7
1/1 3/10 0.7 02
9/43 12/44 -2-8 4.9
0/1 0/1

(no data)
(no data)
29/ 25/ 2.8 11.2
73 82

(39-7%) (30-5%)

(b) At least 6 months of polychemotherapy versus longer

75H INT Milan 7502
75L SAKK 27/76
76A1+2 SECSG 1

B (b) subtotal

12v 6 CMF
24 v 6 ChIMF
12v 6 CMF

(c) Anthracycline versus CMF

78L2 ONCOFRANCE
80C1 SE Sweden BCG A
80M INT Milan

83A NSABC Israel Br0283
84K1 GUN-3 Naples

84L ICCG Charing Cross

12FACV v 12CMF
8AC v 7CMF (+R)
8/12CMF+4A v 12CMF
2CMF+4AVbCMF v 6CMF
6(CMF/EV) v 6CMF
8/6FEC v 6CMF

85Y1 PRONACAM 85 N+pre FECM v CMF

86G2 JCOG Japan
86S GOCCNE ltaly
87D4+5+6 GABG 3 Germany
87Q1 PRONACAM 87
88R Brussels Belgium *
88V H San Carlos, Madrid
89B2 SWOG 8897
89R NCI-C MA5
89W123456e Denmark—-Sweden *
90Z GOIRC SANG 2 ltaly
91Q GOCSI MAML1 ltaly
94J1+2+3 GOIRC SANG 2B R1

10FAC v 10CMF (+Tam)
4EC v 6CMF

6FEC v 6CMF (+Tam)
4/6CMFEP v 6CMF

8EC v 6CMF

6FAC v 6CMF

6FAC v 6CMF (+R+Tam)
6FEC v 6CMF

9FEC v 9CMF (+Pmd)
4E v 6CMF (£Tam)
(A;CMF v CMF)+ZolTam
6CMFEV v 6CMF (+Tam)

H (c) subtotal with data 8 *

B Total(a+b+c)*

- 99% or <<= 95% confidence intervals
Heterogeneity between 3 subtotals: X; =36; p>01; NS

30/65 25/59 15 12.7

63/110 55/83 -39 269

18/60 17/53 -2:4 77

111/ 97/ -4.8 473
235 195

(47-2%) (49-7%)

20/66 27/51 -92 104
1/7 1/6 00 0-5
/126 —-/143 (no data)
17 417 -1.7 1.1
28/56 29/58 08 130
14/110 20/115 -4.3 80
(no data)
(no data)
3/14 3/8 -07 1.4
0/1 0/0
(no data)
7146 2(6/23) -08 26
(no data)
1/35 6/29 -3.0 1.7
10/34 9/37 1.2 4.5
11/34  0:9(11/37) -0-2 4.7
4/9 1/10 0-8 1.0
11/67 11/63 -08 51
(no data)
111/ 134/ _17.8 538
486 465

(22-8%) (28-8%)

251/ 256/ _-19.8 1123
794 742
(31:6%) (34-5%)

Heterogeneity within subtotals: xie =23.9; p=0:09

Heterogeneity between 19 trials: xis =275, p=0:07

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated chemo. 1: 126; allocated chemo. 2: 143)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

L

"1-28 (sE 0-34)
INCrease
2p>0-1; NS

—— 0:90 (se 0-14)
reduction
2p>01; NS

L

0-72 (se 0:12)
reduction
2p =0-02

0-838 (se 0-086)

reduction
2p = 0-06

L y

0

05

1.0 1.5 2:0
Chemo. 1 better ‘ Chemo. 2 better
Treatment effect 2p = 0-06
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Events/woman-years Chemo. 1 events

Year code Ratio of annual event rates

Allocated Adjusted Logrank Variance

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 18/59 14/64 22 59
8271357 Metaxas Athens 3v1VAC 1/32 3/163 03 05
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 37/363 30/374 43 144 -
86H Ludwig/IBCSG 6 v 3 CMF (£Tam) 114/1302 123/1266  -6:0 533 —
86P1 FASG GFEA 01 6V 3FEC (+R) 53/650  62/536 -93 254 R
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 63/582  64/552 -23 282
B (5 subtotal 286/ 296/  _10.8 1279 - 0-92 (se 0-08)
2988 2955 reduction
(9:6%/y)(10-0%l/y) 2p > 0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 47/609  50/777 40 218 -
76A1+2 SECSG 1 12 v 6 CMF 10/183  15/192 -13 54
79Bs SWOG 7827 C 24 v 12 CMF (+10VP) 2/58 0/36 07 05
86H1 IBCSG VI 9v 6 CMF 102/1268 111/1280 -4-6 484 —
H (b) subtotal 161 176/  _1.1 76.0 —a— 0-99 (se 0-11)
2118 2285 reduction
(7-6%ly) (7-7%ly) 2p >0-1; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 44/375  34/304 22 171 =
80C1 SE Sweden BCGA  8AC Vv 7CMF (+R) 2/75 4172 -0-9 15
83A NSABC Israel Br0283 2CMF+4AVhCMF v 6CMF 5/60 5/39 -05 2.0
84B NSABP B-15 * 4AC+3CMF v 6CMF (+R) 47/665 2(20/240) -2.0 123
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 3/8 4124 09 12
84L ICCG Charing Cross  8/6FEC v 6CMF 52/519  42/566 68 215 -
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 0/0 1/2
86S GOCCNE ltaly 4EC v 6CMF 24/196  25/211 08 107
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (£Tam) 21/100 21/94 -0-4 84
88R Brussels Belgium * 8EC v 6CMF 57/758  2(26/462) 53 182 ]
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 56/2690 78/2748 -10-1  32:6 .
89R NCI-C MA.5 6FEC v 6CMF 78/936  86/826 -84 364 —
89Wi234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 27/652 0-9(29/575) -3:3 12.2
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 14/219  17/286 05 71
91H NSABP B-23ER-  AC v CMF (+Tam) 11 0/8 07 02
91Q GOCSIMAML Italy  (A;CMF v CMF)ZolTam 20/218  27/251 -11 102
B () subtotal * 451/ 463/  _9.5 1916 == 0-95 (se 0:07)
7472 7340 reduction
(6-0%/y) (6-:3%ly) 2p >0-1; NS
i oei@rbror 898/ 935/ _p1.4 3955 =+ 0-947 (st 0-049)
12578 12580 reduction
(7-1%ly) (7-4%ly) 2p > 0-1; NS
i 99% or <= 95% confidence intervals . . . g
Heterogeneity between 3 subtotals: X; =02;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: Xiz =217, p>0-1; NS

Heterogeneity between 25 trials: X; =21.9;p>0-1; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.

Treatment effect 2p > 0-1; NS
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Chemo. 1 deaths
Allocated Adjusted Logrank Variance

Deaths/Women

Year code Ratio of annual death rates

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
I
(a) Less than 6 months of polychemotherapy versus longer !
|
|
74D1+2+4 Boston 10v5AC 13/17 15/26 22 56 ;
8271357 Metaxas Athens 3v1VAC 2/12 3/14 00 11 :
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 12/26 16/34 02 59 :
86H Ludwig/IBCSG 6 v 3 CMF (+Tam) 37/105  42/103 -4.4 182 =
86P1 FASG GFEA 01 6 v 3 FEC (+R) 24/50 21/50 10 104 ;
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 31/110 21/94 06 117 ;
|
I
B (a) subtotal 119/ 118/ _04 52.9 —=1——0-99 (se 0-14)
320 321 ! reduction
(372%) (36:8%) ! 2p >0-1; NS
I
I
(b) At least 6 months of polychemotherapy versus longer !
|
|
75H INT Milan 7502 12v 6 CMF 8/14 8/16 05 36 ;
76A1+2 SECSG 1 12 v 6 CMF 6/13 10/18 -1-8 34 ;
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 52/102  53/100 -2.0 238 -
86H1 IBCSG VI 9v 6 CMF 44/115  34/97 19 180 : =
I
B (b) subtotal 110/ 105/  _1.5 489 ————— 0-97 (se 0-14)
244 231 l reduction
(451%) (45:5%) ! 2p >0-1; NS
I
(c) Anthracycline versus CMF |
I
I
76A4 SECSG 2 6FAC v 6CMF 14/46 20/50 -2:6 76 :
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 3/5 37 07 13 ;
83A NSABC Israel Br0283 2CMF+4AVhCMF v 6CMF 8/10 217 22 21 .
84B NSABP B-15 * 4AC+3CMF v 6CMF (+R) 487/1133 2(264/594) -4.5 159:3 *
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 3/12 10/14 -35 31 "
84L ICCG Charing Cross  8/6FEC v 6CMF 16/79 26/76 -4-9 96 .
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 30/57 26/48 -03 125 :
86S GOCCNE ltaly 4EC v 6CMF 12/23 13/21 -11 55 !
87Da+s5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 11/25 12/19 -4-3 4.0 :
88R Brussels Belgium * 8EC v 6CMF 26/90 2(13/30) -31 66
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 38/434  53/438 -74 222 -
89R NCI-C MA.5 6FEC v 6CMF 30/85 30/84 -4-.8 149 T —
89W123456e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 66/245 1(95/281) -10-4 34:2 e s
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 10/36 7125 -13 31 ;
91H NSABP B-23ER-  AC v CMF (+Tam) 50/547  49/546 01 242 —
91Q GOCSIMAM1 Italy  (A;CMF v CMF)+ZolTam 8/35 13/48 -0-3 4.7
I
I
. (c) subtotal * 812/ 917/  _45.3 3148 <= 0-87 (se 0-05)
2862 2899 | reduction
(28-4%) (31-6%) ! 2p =0-01
|
I
. Total (a+ b +c) * 1041/ 1140/ _47.2 4166 < 0-893 (se 0:046)
3426 3451 ! reduction
(30-4%) (33:0%) | 2p = 0-02
|
4 99% or <= 95% confidence intervals L : L )
Heterogeneity between 3 subtotals: xi =12;p>01;NS 0 10 15 20
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: xis =21.1; p>0-1; NS

Heterogeneity between 26 trials: Xis =223;p>01; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

Treatment effect 2p = 0-02
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Events/woman-years Chemo. 1 events

Ratio of annual event rates
Chemo. 1 : Chemo. 2

Year code
and study name

Allocated Adjusted Logrank Variance

Months & treatment chemo.1 chemo.2 O-E ofO-E

(a) Less than 6 months of polychemotherapy versus longer

74D1+2+4 Boston 10v5AC 14177 14/117 05 54
8271357 Metaxas Athens 3v1VAC 5/135 6/148 -04 2:3
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 23/244 19/148 -0-1 71
86H Ludwig/IBCSG 6 v 3 CMF (+Tam) 44/467 41/487 04 180
86P1 FASG GFEA 01 6 v 3 FEC (+R) 1/6 0/1
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 28/221 35/310 1.8 133 -
B (a) subtotal 115/ 115/ 21 462 ——=——1.05 (se 0-15)
1150 1211 increase
(10-0%/y)(9-5%ly) 2p > 0-1; NS

(b) At least 6 months of polychemotherapy versus longer

75H INT Milan 7502 12v6 CMF 232 3126 04 10
76A1+2 SECSG 1 12v6 CMF 10062 4/61 09 25
79B3 SWOG 7827 C 24v 12 CMF (+10VP) 66/730  59/748 56 263 -
86H1 IBCSG VI 9v 6 CMF 7112 15130  -19 46
m (b) subtotal 85/ 81/ 5.1 34.4 _—
936 1065 1.16 (se 0-18)
(9-1%ly) (7-6%ly) increase
2p>01; NS

(c) Anthracycline versus CMF

76A4 SECSG 2 6FAC v 6CMF 18/182  21/149 -25 83
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 0/17 2/4 -0-8 05
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 2/8 2/1 -05 03
84B NSABP B-15* 4AC+3CMF v 6CMF (+R) 170/2075 2(84/1812) -9-8 456 ——
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 7139 8/75 0-1 2.7
84L ICCG Charing Cross  8/6FEC v 6CMF 4/51 3/22 -0-9 14
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 43/247  49/294 08 176 =
86S GOCCNE ltaly 4EC v 6CMF 5/8 4/39 2.0 16
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 19/72 17/78 1.8 66
88R Brussels Belgium*  8EC v 6CMF 30/296  2(11/179) 3.9 76
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 47/1820  59/1829 -42 253
89R NCI-C MA.5 6FEC v 6CMF 9/91 7175 03 36
89Wi1234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 77/592 0-6(141/911) -83 39-8 —.
90Z GOIRC SANG 2 ltaly 4E v 6CMF (xTam) 8/110 13/122 -01 4.0
91H NSABP B-23 ER-  AC v CMF (+Tam) 50/1817  55/1740 -38 252
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam 0/38 1/23 -05 03
B ) subtotal * 489/ 516/  _22.6 1903 = 0-89 (se 0:07)
7463 7013 reduction
(6-6%ly) (7-4%ly) 2p >0-1; NS
[l rotal@+b+c) 689/ 712/  _15.4 270.9 —=  0-945 (se 0-059)
9549 9289 reduction
(7-2%ly) (7-7%ly) 2p >0-1; NS
- 99% or <<= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: Xi =26;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: ng =144;p>0-1; NS

Heterogeneity between 25 trials: x; =17-1;p>01; NS Treatment effect 2p > 0-1; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
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Deaths/Women

Chemo. 1 deaths

Ratio of annual death rates

Year code Allocated Adjusted Logrank Variance
and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 12/19 10/20 15 4.7
8271357 Metaxas Athens 3v1VAC 1/21 2/21 -03 07
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 19/46 15/30 0.7 61
86H Ludwig/IBCSG 6 v 3 CMF (£Tam) 39/88 37/88 05 170 =
86P1 FASG GFEA 01 6 v 3 FEC (+R) 11 0/1
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 18/73 24/88 0-4 9:3
m (a) subtotal 90/ 88/ 2.7 379 ——=—3-07 (se 0-17)
248 248 increase
(36-3%) (35:5%) 2p>0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 2/4 2/9 12 06
76A1+2 SECSG 1 12 v 6 CMF 9/15 2/9 2.0 2.1
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 62/96 57/96 2.8 255 1
86H1 IBCSG VI 9v 6 CMF 717 9/24 07 34
] (b) subtotal 80/ 70/ 6-7 316 —_t
132 138 1-23 (st 0-20)
(60-6%) (50-7%) increase
2p>01; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 13/44 18/43 -35 71
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 0/1 2/2 -0-8 05
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 2/3 2/2 -0-8 05
84B NSABP B-15* 4AC+3CMF v 6CMF (+R) 150/302 2(71/134) -46  42:1 — .
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 5/10 4/12 1.0 18
84L ICCG Charing Cross  8/6FEC v 6CMF 1/13 3/8 -1.6 038
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 37/63 46/73 -1.8 175 -
86S GOCCNE ltaly 4EC v 6CMF 5/5 3/8 2:1 16
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 11/29 11/36 04 4.7
88R Brussels Belgium * 8EC v 6CMF 28/66 2(7/34) 57 68
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 30/258  43/272 -51 174 -
89R NCI-C MA.5 6FEC v 6CMF 9/19 5/15 13 31
89Wi1234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 59/170 0-7(126/266) -12-3 359 —a—
90Z GOIRC SANG 2 ltaly 4E v 6CMF (xTam) 5/20 9/26 -01 28
91H NSABP B-23 ER-  AC v CMF (+Tam) 32/427  35/425 -16 162 =
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam 0/9 0/9
B (o) subtotal * 387/ 412/  _21.6 158.9 = 0-87 (se 0:07)
1439 1442 reduction
(26-9%) (28:6%) 2p =0:09
B otai@a+b+c)* 557/ 570/  _12.3 2284 =~ 0-948 (se 0-064)
1819 1828 reduction
(30-6%) (31-2%) 2p > 0-1; NS
- 99% or <<= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: Xi =39;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: xil =24.0; p>0-1; NS

Heterogeneity between 24 trials: Xia =27-9; p>0-1; NS
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

Treatment effect 2p > 0-1; NS
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Events/woman-years Chemo. 1 events

Ratio of annual event rates

Year code Allocated Adjusted Logrank Variance
and study name Months & treatment chemo.1 chemo.2 O-E of O-E Chemo. 1 : Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 15/148  26/129 -4.2 79
8271357 Metaxas Athens 3v1VAC 3/96 3/83 -0.7 11
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 3/26 1/2 -05 03
86P1 FASG GFEA 01 6 v 3FEC (+R) 3/35 1/19 07 09
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 0/6 0/0
« (a) subtotal 24/ 31 -4.7 102 ———— 063 (se 0:25)
311 233 reduction
(7-7%ly)(13-3%ly) 2p > 0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12v 6 CMF 26/334  24/340 04 104
75L SAKK 27/76 24 v 6 ChIMF 76/628  96/813 06 360 4
76A1+2 SECSG 1 12 v 6 CMF 26/207  28/331 42 108
B (b) subtotal 128/ 148/ 51 57:2 ———=2%-09 (se 0-14)
1169 1484 increase
(10-9%/y)10-0%ly) 2p >0-1; NS
(c) Anthracycline versus CMF
76Aa SECSG 2 6FAC v 6CMF 0/0 1/8
78L2 ONCOFRANCE 12FACV v 12CMF 38/429  37/374 -13 166 =
80C1 SE Sweden BCG A 8AC v 7CMF (+R) 0/17 0/0
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 5/63 5/53 -01 16
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 16/112 9/87 17 51
84L ICCG Charing Cross  8/6FEC v 6CMF 4174 6/73 -0-8 23
86S GOCCNE ltaly 4EC v 6CMF 2121 1/8 05 03
88R Brussels Belgium*  8EC v 6CMF 11/199  2(6/106) 12 33
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 5/127 5/63 -11 1.9
89R NCI-C MA.5 6FEC v 6CMF 0/35 2/69 -0.7 05
89W123456e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 0/18 1/18
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 6/58 4/55 04 1.9
91Q GOCSIMAM1 Italy ~ (A;CMF v CMF)ZolTam 5/80 6/56 -11 23
m (c) subtotal * 92/ 89/  -14 358 ————0-96 (se 0-:16)
1233 1076 reduction
(7-5%ly) (8-3%ly) 2p >0-1; NS
B Total (a+b+c)* 244/ 268/  -1.0 1032 = 0-990 (se 0-098)
2713 2793 reduction
(9:0%l/y) (9-6%ly) 2p >0:-1; NS
- 99% or <<= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: x; =27;p>01; NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: xil =75;p>01;NS
Heterogeneity between 17 trials: Xie =10-2; p>0-1; NS

Treatment effect 2p > 0-1; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
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Deaths/Women

Chemo. 1 deaths

Ratio of annual death rates

Year code Allocated Adjusted Logrank Variance
and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 14/24 21/31 -01 71
8271357 Metaxas Athens 3v1VAC 113 1/13 -0-1 04
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 3/9 11 -05 03
86P1 FASG GFEA 01 6 v 3FEC (+R) 0/4 0/3
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 012 0/0
« (a) subtotal 18/ 23/ -07 77
52 48 0-91 (s 0-34)
(34-6%) (47-9%) reduction
2p>01; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12v 6 CMF 23/36 23/36 -0.7 9.9
75L SAKK 27/76 24 v 6 ChIMF 72/98 91/121 11 368 -
76A1+2 SECSG 1 12v 6 CMF 19/41 23/55 31 8.8
B (b) subtotal 114/ 137/ 35 554 ———1:07 (se 0-14)
175 212 increase
(65-1%) (64-6%) 2p > 0-1; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 0/0 11
78L2 ONCOFRANCE 12FACV v 12CMF 27169 30/60 -32 131
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 0/1 0/0
80M INT Milan 8/12CMF+4A v 12CMF -85 -169 (no data)
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 411 1/9 16 11
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 7122 9/18 -2:6 36
84L ICCG Charing Cross  8/6FEC v 6CMF 4121 4/18 01 2.0
86S GOCCNE ltaly 4EC v 6CMF 1/4 on 05 03
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (xTam) 0/1 0/0
88R Brussels Belgium * 8EC v 6CMF 7145 2(6/22) -0-4 24
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) an7 1/11 1.0 09
89R NCI-C MA.5 6FEC v 6CMF 0/6 1/10 -02 02
89Wi1234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 0/3 1/3
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 411 3/9 06 11
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam 2/33 2/22 -05 07
m  (c) subtotal with data § * 60/ 65/ -31 253 ————— 088 (se 0-19)
244 206 reduction
(24-6%) (31-6%) 2p>0.1; NS
B Total(a+b+c)* 192/ 225/ 03 885 —+— 0-996 (se 0-106)
471 466 reduction
(40-8%) (48:3%) 2p > 0-1; NS
4l 99% or < 95% confidence intervals L L )
05 1.0 15 2.0

Heterogeneity between 3 subtotals: X; =07;p>01;NS

Heterogeneity within subtotals: Xis =97, p>01; NS

Heterogeneity between 16 trials: xis =10-3; p>0:1; NS

Chemo. 1 better Chemo. 2 better

Treatment effect 2p > 0-1; NS

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated chemo. 1: 85; allocated chemo. 2: 69)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
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Events/woman-years Chemo. 1 events

Year code Ratio of annual event rates

Allocated Adjusted Logrank Variance

and study name Months & treatment chemo.1 chemo.2 O-E ofO-E Chemo. 1: Chemo. 2
I
(a) Less than 6 months of polychemotherapy versus longer !
I
I
74D1+2+4 Boston 10v5AC 20/306  28/134 -9-8 95 —
8271357 Metaxas Athens 3v1VAC 9/241 10/411 2.0 34 .
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 54/481 63/552 -0-7 24.0 —
86H Ludwig/IBCSG 6 v 3 CMF (£Tam) 109/1732 107/1642  -2:4 502 — -
86P1 FASG GFEA 01 6 v 3 FEC (+R) 1/36 2/39 -0-6 07 v
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 12/154 11/148 02 53 :
I
1
B () subtotal 205/ 221  _11.2 93.0 — 0-89 (se 0-10)
2950 2926 | reduction
(6-9%ly) (7-6%ly) | 2p >0-1; NS
I
I
(b) At least 6 months of polychemotherapy versus longer !
I
I
75H INT Milan 7502 12 v 6 CMF 18/267  17/277 1.0 76 !
76A1+2 SECSG 1 12 v 6 CMF 21/201  16/172 07 74 ;
79Bs SWOG 7827 C 24 v 12 CMF (+10VP) 5/45 4126 02 2.0 :
86H1 IBCSG VI 9v 6 CMF 25/358  32/321 -44 129 -
I
I
m (b) subtotal 69/ 69/ -2:6 300 ————0-92 (se 0-17)
871 796 l reduction
(7-9%ly) (8-7%ly) ! 2p > 0-1; NS
I
(c) Anthracycline versus CMF l
I
I
76A4 SECSG 2 6FAC v 6CMF 31/260  35/256 -13 142 -
80C1 SE Sweden BCGA  8AC Vv 7CMF (+R) 0/16 0/0 |
83A NSABC Israel Br0283 2CMF+4AVhCMF v 6CMF 9/70 10/90 -0-3 4.1 v
84B NSABP B-15 * 4AC+3CMF v 6CMF (+R) 26/237  2(9/94) 06 6.0 !
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 1/14 3/16 -11 07 !
84L ICCG Charing Cross  8/6FEC v 6CMF 6/85 8/84 -11 32 :
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 0/0 11 I
86S GOCCNE ltaly 4EC v 6CMF 10/88 17/66 -4-6 55 ;
87Da+s5+6 GABG 3 Germany 6FEC v 6CMF (£Tam) 31/123  33/148 10 122 }
88R Brussels Belgium * 8EC v 6CMF 40/859  2(24/393) -29 131 -
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 60/2102  59/1986 -13 285 .
89R NCI-C MA.5 6FEC v 6CMF 16/219  30/198 -76 101 R
89Wi234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 4/92 0-8(10/96) -1.1 15 +
90Z GOIRC SANG 2 Italy 4E v 6CMF (+Tam) 18/362  17/411 03 73 .
91H NSABP B-23ER-  AC v CMF (+Tam) or7 0/16 }
91Q GOCSIMAML Italy ~ (A;CMF v CMF)ZolTam 5/90 6/71 -05 2.4 ;
I
!
B () subtotal * 257/ 291/  _19.8 1087 —T= 0-83 (se 0-:09)
4624 4391 | reduction
(5-6%ly) (6-6%ly) | 2p =006
I
I
I
Bl otai@+b+c)* 531/ 581/ 336 2317 = 0-865 (se 0-061)
8445 8113 : reduction
(6:3%ly) (7-2%ly) ! 2p =003
I
4 99% or == 95% confidence intervals L L L L )
Heterogeneity between 3 subtotals: X; =03;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: Xgo =221;p>0-1; NS

Heterogeneity between 23 trials: ng =224;p>01;NS
* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.

Treatment effect 2p = 0-03
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Deaths/Women Chemo. 1 deaths

Ratio of annual death rates

Year code Allocated Adjusted Logrank Variance
and study name Months & treatment chemo.1 chemo.2 O-E of O-E Chemo. 1 : Chemo. 2
(a) Less than 6 months of polychemotherapy versus longer
74D1+2+4 Boston 10v5AC 20/44 21/35 -4-4 86
8271357 Metaxas Athens 3v1VAC 6/32 5/49 15 2.0
84A1+4+5 GBSG 02 Germany 6 v 3 CMF (£Tam) 42/88 50/104 -0-3 189
86H Ludwig/IBCSG 6 v 3 CMF (£Tam) 72/265  76/252 -46 351
86P1 FASG GFEA 01 6 v 3 FEC (+R) 1/6 2/6 -0-6 07
87D1+2 GABG 3 Germany 6 v 3 CMF (+R) 7144 5/39 0-8 2:8
H (a) subtotal 148/ 159/  -7.5 681 0-90 (se 0-11)
479 485 reduction
(30-9%) (32:8%) 2p>0-1; NS
(b) At least 6 months of polychemotherapy versus longer
75H INT Milan 7502 12 v 6 CMF 16/29 14/26 19 69
76A1+2 SECSG 1 12 v 6 CMF 16/41 13/36 10 61
79B3 SWOG 7827 C 24 v 12 CMF (+10VP) 5/7 3/4 07 16
86H1 IBCSG VI 9v 6 CMF 16/54 21/59 -25 86
= (b) subtotal 53/ 51/ 12 232 —
131 125 1-05 (SE 0.21)
(40-5%) (40-8%) increase
2p>01; NS
(c) Anthracycline versus CMF
76A4 SECSG 2 6FAC v 6CMF 25/66 21/78 2.8 106
80C1 SE Sweden BCGA  8AC v 7CMF (+R) 0/1 0/0
83A NSABC Israel Br0283 2CMF+4AVbCMF v 6CMF 5/15 716 -12 28
84B NSABP B-15* 4AC+3CMF v 6CMF (+R) 22140 2(8/15) 03 55
84K1 GUN-3 Naples 6(CMF/EV) v 6CMF 11 1/4 -03 0-2
84L ICCG Charing Cross  8/6FEC v 6CMF 4/24 2/23 09 15
84Q2 Austrian BCSG 3 6CMFVA v 6CMF 0/0 11
86S GOCCNE ltaly 4EC v 6CMF 717 12/20 -19 4.3
87D4+5+6 GABG 3 Germany 6FEC v 6CMF (+Tam) 18/49 24/55 -2:5 89
88R Brussels Belgium * 8EC v 6CMF 27/145  2(18/76) -2-8 93
89B2 SWOG 8897 6FAC v 6CMF (+R+Tam) 27/301 281277 -07 132
89R NCI-C MA.5 6FEC v 6CMF 9/38 20/46 -54 68
89Wi1234s6e Denmark-Sweden *  9FEC v 9CMF (+Pmd) 2/18 0-8(10/24) -1.9 09
90Z GOIRC SANG 2 ltaly 4E v 6CMF (xTam) 9/56 8/62 -01 35
91H NSABP B-23 ER-  AC v CMF (+Tam) 0/2 0/3
91Q GOCSIMAM1 Italy  (A;CMF v CMF)xZolTam 3/24 3/19 -0-8 12
B (c)subtotal * 159/ 185/ 135 686 0-82 (se 0:11)
797 804 reduction
(19-9%) (23-0%) 2p > 0-1; NS
M Total@+b+c)* 360/ 395/  _19.9 1600 0-883 (se 0:074)
1407 1414 reduction
(25:6%) (27-9%) 2p > 0-1; NS
- 99% or <<= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: Xi =1.1;p>01;NS 0 0-5 1.0 15 2:0
Chemo. 1 better ‘ Chemo. 2 better

Heterogeneity within subtotals: xio =16-2; p>0-1; NS

Heterogeneity between 23 trials: Xiz =17-3; p>0-1; NS Treatment effect 2p > 0-1; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

12:17:14 1 March 2005
Not for publication or citation



Events/woman-years Tamoxifen events

Tamoxifen Ratio of annual event rates

Year code dose (mg/d) Allocated Adjusted Logrank Variance -
and study name & duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
T
(a) Tamoxifen for average of up to 2 (mean: 1-7) years !
I
I
72J Copenhagen 30 2 108/2178 119/1656 -17-0 481 —.—;7
74G2 Case Western A 140 1 55/845 67/687 -111 253 —
76F2 Christie B post 20 1 144/2272 198/2136 -27-0 76-6 ——
76G14s8 Stockholm B post 140 2 122/3541 136/3215 -16-8 51.7 —
77C DanishBCG 77c post 30 1 553/6920 628/6044 -67-8 254 '
77F3467 UK MCCG 009 120 05 63/413 79/587 -3 267 —
77H NATO 20 2 310/5224 338/4622 -33.0 133.7 -
77K NSABP B-09 120 2 617/8116 639/7541 -31.7 277-1 L.,,
I
78A2 S Swedish BCG post 30 1 126/2048 138/1787 -19:3 54.8 ——
78B1 Toronto-Edmo. post 30 2 130/1389 155/1061 -24.9 587 ———
78C GUN Naples 130 2 102/1751 131/1688 -21-0 39-7 —a
78E UK/Asia Collab. 140 2 109/1293 139/1076 -20-0 50-1 ——
78H Innsbruck ER+ 20 1 50/762 56/606 -11-6 224 —
78J ECOG EST1178 post 20 2 68/744 74/493 -15:6 29-4 —
78M NCCTG/Mayo Clinic 120 1 201/2731 215/2426 -13-3 89:4 4;.7*
78S12345 NKCC Japan 120 2 95/4887 105/4374 -11.0 46-5 ———
78V ECOG 5177/6177 120 1 205/2588 201/2456 -2:3 878 ——
78Y1 Ghent Univ. N-post 20 2 20/518 22/406 -2:4 93 -
79B1 SWOG7827ApoER+ 120 1 184/2613 200/2382 -14-2 86-9 -~
79D1+2 GABG/HD Germany 130 2 216/2232 228/1996 -17-7 895 +7
80B2+4 N Sweden BCG 140 2 93/1745  97/1479 -10-3 41.6 —
80D1 CRC2, UK 120 2 466/6737 549/6124 -655 2213 i
80E Toulouse 30 2 63/1139  67/1177 =92 230 —_——
80J Vienna Gyn. post 120 1 271667 41/620 -6-3 14.2 —_—
80P GABG 2 Germanypost 30 2 71/1912  79/1611 -9-6 340 —
80S Helsinki 140 2 43/469 44/443 -2.9 170 =
81A Montpellier post 30 2 43/950 51/819 -4-6 20-7 —_—
81B IBBordeaux N+ER+ 130 2 79/1434  81/1244 -65 36-2 —
82% ACETBC-1 120 2 (no data) |
82B1 DanishBCG 82bpre 130 1 231/2378 238/2398 -1.6 984 A—F
82H NBCG 1a ER+ 20 2 82/971  106/701  -243  39.9 —
82L123456 ACETBC-1 120 1or2 611/18240 720/17520 -719 3016 l
82N Kumamoto 120 2 9/404 14/414 -2-8 4.3 :
82R1+3 Amsterdam C8209* 30 lor3 286/6307 2(153/2758) -15:0 845 ‘,‘_.ii
83F1+2 Oita 120 2 11/501 12/516 2:1 33 .
84A1+s GBSG 02 Germany 130 2 104/1048 116/1099 -83 431 ———
84Qa4 Austrian BCSG 4 20 2 36/499 48/445 -82 177 —_—.——
84S1 Kawasaki 2 120 1 2/51 0/30 |
84U SE Sweden BCG 40 2 21/412 32/481 =12 109 1
85G S Swedish BCG 20 2 91/1307  98/1226 -6-6 399 — .
85Hsdihkng ACETBC-2 130 2 147/2105 144/2007 92 573 JRE — I B
85J123578 PetrovStPetersb'g 120 1 191/3775 227/3652 -19:8 94.2 — B
86F1 Osaka BCSG Japan 40 2 17/617 17/642 11 78 .
86K Wisconsin U. 20 2 13/568 15/562 -05 6:5 :
87A ZIPP * 120 2 448/7793 2(318/4326) -44.6 1598 .
87B SE Sweden BCG 2?2 22 7/152 6/139 -0-1 2:6
87E1 Oita 120 2 9/541 17/547 -3 62 L
88M Osaka 22 22 (no data) .
89J2 CRCRAMS Moscow 120 2 0/26 3/36 -0-4 02 T
90L Stockholm 7 post 40 2 58/968 54/890 -0-8 236 . =
90V Stockholm 5 pre 122 2 no data .
91J GBSG V Germany ?? 2 no data I
91K SITAM-02 120 2 471927 62/875 -9-5 —_—
95D CRC ATAC, UK 122 22 no data !
Kawasaki 1 2?1 no data '
'
|
'
(a) subtotal * 6784/ 7748/ _771.3 29913 > 0-79 (se 0:02)
117708 109104 ' reduction
|
(5-8%ly) (7-1%ly) ! 2p < 0-00001
I
(b) Tamoxifen for average of 3 or more (mean: 5) years i
I
I
76G239ab Stockholm B post 140 2or5 344/11771 423/10735 -56:5 1704 .
78D1234 Scottish 20 5o0r 10+ 285/6424 354/5054 -67-8 134.0 . ,
78F CRFB Caen C5post 40 3 63/709 73/564 -10-8 272 —
80H2 Marseille post 130 3 20/140 14/160 31 61
82%1 NSABPB-14 N-ER+ 20 5o0r10 353/15230 552/13615 -118-9 2176 l '
82M Osaka 120 5 15/469 18/492 -1.0 61 ;
83B GROCTA | ltaly ER+ 130 5 100/1474 116/1046 -24.1 47-4 —a——
86M2 CRFB Caen 002 30 5 60/2429  81/2223 -182 318 — .
86P2 FASG GFEA 02 130 3 156/2543 215/2099 -41-3 829 ——
89B2 SWOG 8897 t20 5 270/10361 291/10261 -12.0 1347 ! . [
89F ECOG EST5188 120 5 137/3139 180/2972 -24-3 741 +
89K Tokyo CIH 20 2or5 8no data) !
89L NSABP B-21 20 5 20/1813  38/1710 -10-0 —_—
91C EORTC 10901 120 3 no data i
91F1 ICCG C/9/91 N+£re 12?2 5 no data |
91H NSABP B-23ER- 120 5 145/4243 129/4266 -9 B
93B NCI-C MA.12 7?22 5 no data i
93Cs+6 GABG 4 Germanypostt ?? 5 no data '
93N IBCSG 13-93 N+pre 1?? 5 no data '
'
|
. (b) subtotal 128% s 2;211{) /3739 10126 <! 0-69 (se 0-03)
! .
(3-2%ly) (4-5%ly) ' reduction
oly oly ! 2p < 0-00001
I
I
I
|
'
Total (a + b) * 8752/ 10232/-1095.2 4003-8 4 0-761 (se 0:014)
178453 164301 | reduction
(4-9%ly) (6-2%ly) | 2p < 0-00001
|
I
I
- 99% or == 95% confidence intervals L L L L )
0 0-5 1.0 15 2:0

Difference between )
treatment effects in 2 subtotals: X, = 12-4; 2p = 0-0004

T Tamoxifen plus chemotherapy versus same chemotherapy alone

Heterogeneity within subtotals: ng =93.0; p =0-003
Heterogeneity between 61 trials: xZo = 105-4; p = 0-0003

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.

Tamoxifen better

Tamoxifen worse

Treatment effect 2p < 0-00001
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Year code
and study name

Tamoxifen

dose (mg/d)
& duration (y)

Deaths/Women

Tamoxifen deaths

Allocated Adjusted Logrank Variance
tamoxifen control f

O-E of O-E

Ratio of annual death rates
Tamoxifen : Control

(a) Tamoxifen for average of up to 2 (mean: 1-7) years

72J Copenhagen 30 2 102/168 113/154  -16-2 47-6 —a—
74G2 Case Western A 140 1 45/97 62/101 -10-4 24.0 ———
76F2 Christie B post 20 1 131/282  179/306 -17.5 71.2 —B—
76G1458 Stockholm B post 140 2 112/273  122/269 -6-3 46-8 ———
77C DanishBCG 77c post 30 1 541/927  620/915 -55.1 2478 '
77F3467 UK MCCG 009 120 05 39/123 56/140 -1.3 18-0 -
77H NATO 20 2 291/563  318/568 -233 1339 . [
77K NSABP B-09 120 2 541/950 580/941 -25.8 255-8 J..%
78A2 S Swedish BCG post 30 1 116/239  126/236 -14.1 51.4 H;—
78B1 Toronto-Edmo. post 30 2 119/199  139/201 -93 584 —
78C GUN Naples 130 2 79/206 95/227 -11.3 314 —a——
78E UK/Asia Collab. 140 2 82/240 107/248 -11.9 411 ——
78H Innsbruck ER+ 20 1 29/130 43/107 -10-8 15.0 4%}
78] ECOG EST1178 post 20 2 66/91 71/90 -10-2 287 ———
78M NCCTG/Mayo Clinic 120 1 174/311  185/319 -6-8 793 —
78S12345 NKCC Japan 120 2 71/648 79/587 -6-9 346 - B
78V ECOG 5177/6177 t20 1 175/303  184/307 -7.0 80-8 —
78Y1 Ghent Univ. N-post 20 2 18/73 15/65 03 77 :
79B1 SWOG7827ApoER+ 120 1 164/325 167/325 -0-5 758 A_H
79D1+2 GABG/HD Germany 130 2 150/308 170/306  -14.0 680 —
80B2+4 N Sweden BCG 140 2 87/183 91/185 -54 39-3 —
80D1 CRC2, UK 120 2 404/947  472/965 -39:7 2016 .
80E Toulouse 30 2 59/125 52/126 -4.2 20-0 -
80J Vienna Gyn. post 120 1 24/79 33/86 -2.0 12.2 -
80P GABG 2 Germanypost 30 2 46/285 49/293 -5-0 219 — .
80S Helsinki 140 2 9/81 1/78 02 16-2 T
81A Montpellier post 30 2 41/101 46/102 -2:9 191 i
81B IBBordeaux N+ER+ 130 2 55/166 58/160 -4.3 26-3 ——
82$ ACETBC-1 120 2 228 patients) éno data) |
82B1 DanishBCG 82b pre 130 1 207/344  225/350 -58 96-1 +
82H NBCG la ER+ 20 2 60/190 68/179 -9:0 285 — -
82L123456 ACETBC-1 120 lor2 437/2654 507/2655 -39-1 2176 .
82N Kumamoto 120 2 7/89 6/95 -0-3 2:7 :
82R1+3 Amsterdam C8209* 30 lor3 220/850 2(111/411) -1.7 66-1 ——
83F1+2 Oita 120 2 10/62 5/63 3:6 19 !
84A1+5 GBSG 02 Germany 130 2 78/187 96/194 =72 372 -
84Q4 Austrian BCSG 4 20 2 31/73 36/78 -1-8 14-8
84S1 Kawasaki 2 120 1 1/12 0/8 !
84U SE Sweden BCG 40 2 18/51 26/63 -0-6 9.7 :
85G S Swedish BCG 20 2 79/213 82/215 -1-8 36-1 —_—
85Hsdfhkng ACETBC-2 130 2 106/461 87/444 1.2 394 — .
85J123578 PetrovStPetersb'g 120 1 180/434  213/449  -167 88-6 +%
86F1 Osaka BCSG Japan 40 2 8/122 4/129 2.7 28 L
86K Wisconsin U. 20 2 2/70 10/70 -35 2.7 ;
87A ZIPP * 120 2 239/1765 2(167/945) -15.0 89-3 +*
87B SE Sweden BCG 12?2 ?2? 6/21 5/19 07 2:4 0
87E1 Oita 120 2 5/136 6/138 -0-3 2:6 T
88M Osaka ?? ?? (no data) i
89J2 CRCRAMS Moscow 120 2 0/10 2/11 -0-4 02 !
90L Stockholm 7 post 40 2 47/186 49/180 -32 20-4 2
90V Stockholm 5 pre 12?2 2 (2700 patients) no data; I
91J GBSG V Germany 7?2 3361 patients no data, !
91K SITAM-02 120 2 23/202 30/195 -5-4 11 :
95D CRC ATAC, UK 12?2 ?2? no data; |
Kawasaki 1 2?1 (100 patients) no data !
1
I
(a) subtotal * 5564/ 6286/ _425.4 2544.5 S 0-85 (se 0-02)
16555 16654 ! reduction
(33:6%) (37:7%) ! 2p < 0-00001
I
(b) Tamoxifen for average of 3 or more (mean: 5) years |
I
I
I
76G239ab Stockholm B post 140 2o0r5 291/1101 346/1095 -33-8 1405 .
78D1234 Scottish 20 50r 10+ 252/667 307/656 -42:7 1197 . !
78F CRFB Caen C5post 40 3 58/89 67/90 -6-3 269 ——
80H2 Marseille post 130 3 15/37 8/34 39 4.4 :
82%1 NSABPB-14 N-ER+ 20 50r10 214/1439 338/1453 -56.6 133-5 . |
82M Osaka 120 5 11/53  12/55 11 42 ‘
83B GROCTA I ltaly ER+ 130 5 83/171 99/168 -18:8 41.7 —a——
86M2 CRFB Caen 002 30 5 50/250 60/244 -9-5 25-1 —
86P2 FASG GFEA 02 130 3 103/390  145/386 -25-9 57-8 —
89B2 SWOG 8897 120 5 154/1458 167/1473 -4.8 777 |
89F ECOG EST5188 120 5 98/516  106/511 -32 48-7 ——
89K Tokyo CIH 20 2or5 %220 patients) (no data) !
89L NSABP B-21 20 5 8/337 91336 -05 4.2 ;
91C EORTC 10901 120 3 (1845 patients) no datag I
91F1 ICCG C/9/91 N+pre 12?2 5 no data '
91H NSABP B-23ER- 120 5 88/1004  86/1004 05 . —_—
93B NCI-C MA.12 ?? 5 (672 patients) no data '
93C5+e GABG 4 Germanypostf ?? 5 >764 patients no data I
N IBCSG 13-93 N+pre t?? 5 1294 patients no data !
I
(b) subtotal 1425/ 1750/ _199.1 7268 < 0- 76 se 0-03)
7512 7505 . eduction
(19-0%) (23-3%) 1 2p < 0-00001
I
I
I
|
I
Total (a+ b) * 6989/ 8036/ -g24.4 32713 $ 0-826 (se 0-016)
24067 24159 I eduction
(29.0%) (33:3%) | 2p < 000001
I
'
W 99% or <T= 95% confidence intervals . . ‘ . )
05 1.0 15 2.0

Difference between

treatment effects in 2 subtotals:
Heterogeneity within subtotals:

Heterogeneity between 61 trials:

% =64;2p =001
xgg =62:6; p>01; NS
Xgo =69:1; p>01; NS

Tamoxifen better Tamoxifen worse

Treatment effect 2p < 0-00001

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
1 Tamoxifen plus chemotherapy versus same chemotherapy alone
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Tamoxifen

Deaths/Women

Tamoxifen deaths

Ratio of annu

al death rates

Year code dose (mg/d) Allocated Adjusted Logrank Variance -
and study name & duration (y) tamoxifen control O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1-7) years |
I
I
72J Copenhagen 30 2 102/168 113/154  -16-2 476 4._17,
74G2 Case Western A 140 1 52/97 69/101 -11-3 27-3 —_—
76F2 Christie B post 201 184/282  215/306 -12.2 926 4-77
76Gu14s8 Stockholm B post t40 2 180/273  169/269 -1.7 721 :
77C DanishBCG 77c post 30 1 780/927  793/915 -41.2 3439 il
77F3467 UK MCCG 009 120 0-5 41/123 58/140 -0-4 187
77H NATO 20 2 394/563  411/568 -22:9 1805
77K NSABP B-09 120 2 613/950 641/941 -252 2878
78A2 S Swedish BCG post 30 1 162/239  163/236 -12.3 70-6 |
78B1 Toronto—Edmo. post 30 2 137/199  146/201 -59 642 — R
78C GUN Naples 130 2 87/206 107/227 -155 34-8 —
78E UK/Asia Collab. 140 2 103/240  113/248 -6-9 46-6 4-—7
78H Innsbruck ER+ 20 1 30/130 48/107 -13.0 165 —_—.
78) ECOG EST1178 post 20 2 78/91 81/90 =122 333 —a——
78M NCCTG/Mayo Clinic 120 1 186/311  197/319 -6-9 852 —
78S12345 NKCC Japan 120 2 85/648 95/587 -83 419 —
78V ECOG 5177/6177 120 1 181/303  189/307 -65 835 —
78Y1 Ghent Univ. N-post 20 2 18/73 15/65 03 77 ;
79B1 SWOG7827ApoER+ 120 1 200/325  200/325 0:0 92.7 R
79D1+2 GABG/HD Germany 130 2 150/308  170/306 -14.0 68-0 4.17*
80B2+4 N Sweden BCG 140 2 122/183  126/185 -8:6 55.9 7
80D1 CRC2, UK 120 2 485/947  542/965 -38:3 2385
80E Toulouse 30 2 73/125 57/126 -0-3 235 0
80J Vienna Gén post 120 1 26/79 33/86 -1.3 12.6 T
80P GABG 2 Germanypost 30 2 46/285 49/293 -5.0 21.9 —_——
80S Helsinki 40 2 44/81 46/78 11 18.0 . =
81A Montpellier post 30 2 46/101 55/102 -5-2 225 —_—a—
81B IBBordeaux N+ER+ 130 2 62/166 65/160 -5-0 297 ——
82$ ACETBC-1 120 2 (228 patients) no data) !
82B1 DanishBCG 82bpre 130 1 216/344 233/350 -5.8 100-2 4:_..’7
82H NBCG la ER+ 20 2 6/190 72/179 -88 30-8 —a———
82L123456 ACETBC-1 120 1or2 511/2654 579/2655 -402 2524 l
82N Kumamoto t20 2 8/89 7/95 -0-4 32 !
82R1+3 Amsterdam C8209* 30 lor3 308/850 2(165/411) -11.8 95.3 4'77
83F1+2 Oita 120 2 13/62 7/63 3-8 28 ;
84A1+5 GBSG 02 Germany 130 2 83/187 102/194 -8.0 39-4 — -
84Q4 Austrian BCSG 4 20 2 31/73 36/78 -18 4.8
84S1 Kawasaki 120 1 1/12 '
84U SE Sweden BCG 40 2 18/51 26/63 -0-6 9.7 :
85G S Swedish BCG 20 2 83/213 87/215 -1.8 380 — -
85Hsdfhkng ACETBC-2 130 2 118/461 98/444 2:1 44.5 —
85J123578 PetrovStPetersb'g 120 1 204/434  236/449  -16:7 100-0 +i
86F1 Osaka BCSG Japan 40 2 8/122 6/129 2:1 32 g
86K Wisconsin U. 20 2 3/70 12/70 -4.2 34 ;
87A ZIPP * 120 2 244/1765 2(170/945) -15.5 911 +i
87B SE Sweden BCG 12?2 22 6/21 5/19 0.7 2:4 T
87E1 Oita 120 2 7/136 9/138 -0-5 38
88M Osaka 7?2 ?2? éno data) !
89J2 CRCRAMS Moscow 120 2 0/10 2/11 4 0-2 :
90L Stockholm 7 post 40 2 50/186 60/180 -7-2 23-8 —_——
90V Stockholm 5 pre 12?2 2 (2700 patients) no data '
91J) GBSG V Germany ?? 2 5361 patients no data '
91K SITAM-02 120 2 251202 31/195 -4.9 T
95D CRC ATAC, UK 12?2 ?2? X no dalag |
Kawasaki 1 ?? 1 (100 patients) no data, !
|
I
I
(a) subtotal * 6670/ 7244/ _414.7 3009-5 & 0- 87 s 0-02)
16555 16654 | eduction
(40-3%) (43:5%) i 2p < 0-00001
I
(b) Tamoxifen for average of 3 or more (mean: 5) years |
I
I
76G239ab Stockholm B post 140 2or5 421/1101 467/1095 -35.0 200-7 -
78D1234 Scottish 20 50r10+ 376/667 407/656 -44-1 169-8 .
78F CRFB Caen C5post 40 3 61/89 68/90 -54 279 — =
80H2 Marseille post 130 3 15/37 8/34 3.9 4.4 L
82%1 NSABPB-14 N-ER+ 20 50r10 367/1439 454/1453 -46-2 199-6 .
82M Osaka 120 5 11/53 2/55 =11 4.2
83B GROCTA | ltaly ER+ 130 5 84/171 99/168 -18-2 42.0 ——
86M2 CRFB Caen 002 30 5 52/250 65/244 -11.0 26-9 e e
86P2 FASG GFEA 02 130 3 113/390  154/386 -261 621 ——
89B2 SWOG 8897 t20 5 185/1458 211/1473 -12.3 96-1 4.,7
89F ECOG EST5188 120 5 107/516  112/511 -22 52.4 —_—
89K Tokyo CIH 20 2o0r5 5220 patients éno data% '
89L NSABP B-21 20 5 16/337 15/336 T
91C EORTC 10901 120 3 (1845 patients) no datag '
91F1 ICCG C/9/91 N+pre 12?2 5 no data '
91H NSABP B-23ER- 120 5 97/1004  94/1004 14 46-4 —
93B NCI-C MA.12 22 5 (672 patients) no data I
93Cs+6 GABG 4 Germanypostt ?? 5 £>764 pallentsg no data, !
93N IBCSG 13-93 N+pre t?2 5 1294 patients no data, .
I
I
. (b) subtotal 1970551/2 217%%/ -195.8 940-1 <t 0-81 §SE 0-03)
i uction
(25:4%) (28-9%) ! 2p < 0-00001
I
I
I
I
|
I
Total (a + b) * 8;18& , 9;1% 46105 39496 $ 0-857 CSSE 0-015)
o o } uction
(35:6%) (39-0%) | 2p < 0-00001
I
I
I
M 99% or == 95% confidence intervals L L L L )
0 05 1.0 15 2.0

Difference between

treatment effects in 2 subtotals:
Heterogeneity within subtotals:

Heterogeneity between 61 trials: Xgo

1 =36 2p = 0-06
1%, =585, p > 0-1; NS
=62.0; p>0-1; NS

Tamoxifen better

Tamoxifen worse

Treatment effect 2p < 0-:00001

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
1 Tamoxifen plus chemotherapy versus same chemotherapy alone

10:42:09 7 May 2003
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Deaths/woman-yearsTamoxifen deaths

Tamoxifen .

Year code dose (mg/d)  Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name &duration (y)  tamoxifen control ~O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1-7) years

72J Copenhagen 30 -/2230  -/1671 (no data)
74G2 Case Western A 140 0/845 0/687
76F2 Christie B post 20 2/2855 2/2674 0-0 1.0
76G1458 Stockholm B post 140 3/3551 2/3216 05 13
77C DanishBCG 77c post 30 2/6920 1/6044 05 08
77F3467 UK MCCG 009 120 0-5 0/413 0/587
77H NATO 20 0/6085 0/5391
77K NSABP B-09 120 1/8116 0/7541 05 03
78A2 S Swedish BCG post 30 3/2525 0/2211 1.4 07
78B1 Toronto—-Edmo. post 30 0/1389 0/1060
78C GUN Naples 130 0/1751 1/1688 -05 03
78E UK/Asia Collab. 140 0/1402 0/1148
78H Innsbruck ER+ 20 0/762 1/606 -0-6 0

78J ECOG EST1178 post 20
78M NCCTG/Mayo Clinic 120
78S12345 NKCC Japan 1720
78V ECOG 5177/6177 120
78Y1 Ghent Univ. N-post 20
79B1 SWOG7827ApoER+ 120
79D1+2 GABG/HD Germany 130
80B2+4 N Sweden BCG T40
80D1 CRC2, UK 20
80E Toulouse 30
80J Vienna Gyn. post 120
80P GABG 2 ermanypostT 28

80S Helsinki - 0/469 0/443
81A Montpellier post 30 0/950 0/819
81B IBBordeaux N+ER+ 130 0/1434 1/1244
82% ACETBC-1 120
82B1 DanishBCG 82b pre 130 0/2378 0/2398
82H NBCG la ER+ 20 0/971 0/701
82L123456 ACETBC-1 20 lor2 0/18239  0/17520
82N Kumamoto 120 0/403 0/414
82R1+3 Amsterdam C8209* 30 1lor3 0/6307  2(2/2757)
83F1+2 Oita 120 00 0
84A1+5 GBSG 02 Germany 130 0/1046 0/1098
84Q4 Austrian BCSG 4 20 -1499 —1445
84S1 Kawasaki 2 120 -/51 -/130
84U SE Sweden BCG 40 -/412 /481
85G S Swedish BCG 20 2/1618 0/1520
85Hsdfhkng ACETBC-2 1730 0/2105 0/2006
85J123578 PetrovStPetersb'g 120 2/3775 2/3652
86F1 Osaka BCSG Japan 40 0/617 0/642
86K Wisconsin U. 20 0/568 0/562
87A ZIPP * 120 0/7793  2(0/4326)
87B SE Sweden BCG 12?2 22 0/152 o/
87E1 Oita 120 0/541 0/547
88M Osaka 2?2 22
89J2 CRCRAMS Moscow 120 0/26 0/36
90L Stockholm 7 post 40 0/968 0/890

90V Stockholm 5 pre 12?2
91J GBSG V Germany ??

FONNNNNINDNNNENNNENNNENENENNNDNNENNNNENERENENERENNNENNORNR RN

91K SITAM-02 120 0/926 0/875
95D CRC ATAC, UK +22 22

Kawasaki 1 ??
« () subtotal with data § * 19/ 20/

114849 106807
(0-0%ly) (0-0%/y)

éno data)

-9 05
(no data)

-2:0 2.0

(no data)

-05 0-3
(no data)

-14 04

no data,

%no data;
no data,

-0-2 1.0

(no data)

{ro gata)

{6 Gae)

-03 91

(b) Tamoxifen for average of 3 or more (mean: 5) years

76G239ab Stockholm B post 140 2or5 7/11811  3/10790
78D1234 Scottish 20 5o0r 10+  3/6890 1/5385
78F CRFB Caen C5post 40 3 0/708 0/563
80H2 Marseille post 130 3 —/139 =i
82%1 NSABPB-14 N-ER+ 20 5or 10 3/15230 0/13615
82M Osaka 120 5 0/469 0/492
83B GROCTA | Italy ER+ 130 5 0/1474 0/1046
86M2 CRFB Caen 002 30 5 0/2429 0/2223
86P2 FASG GFEA 02 130 3 0/2543 0/2099
89B2 SWOG 8897 120 5 2/10361 2/10261
89F ECOG EST5188 120 5 0/31.
89K Tokyo CIH 20 2or5
89L NSABP B-21 20 5 0/1813 1/1710
91C EORTC 10901 120 3
91F1 ICCG C/9/91 N+pre ?? 5
91H NSABP B-23ER- 120 5 0/4243 1/4266
93B NCI-C MA.12 72?2 5
93Cs+6 GABG 4 Germanypostf ?? 5
93N IBCSG 13-93 N+pre 1?? 5

« (b) subtotal with data § 15/ 8/
61110 55422

(0-0%ly) (0-0%/y)

s Total(a+b)* 34/ 28/
175959 162229

(0-0%ly) (0-0%ly)

- 99% or << 95% confidence intervals

Difference between

15 25
09 1.0
(no data)
1.5 0-8
-0-1 1.0

(no data)
-0:5 0-3

no data
no data;
- 0-3

no data
no data,
no data;

27 57

24 148

treatment effects in 2 subtotals: xi =09;2p>0-1; NS

Heterogeneity within subtotals: x; =235;p>01; NS

Heterogeneity between 19 trials: Xis =244;p>0-1; NS

§ 8 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 7993; allocated control: 6800)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

Tt Tamoxifen plus chemotherapy versus same chemotherapy alone

0-97 (SE 0-33)

reduction
2p>0-1; NS

L

L

160 (se 0-54)
increase
2p >0:1; NS

—1.176 (s 0-282)

increase
2p>01; NS

L y

0

05

15 2:0

Tamoxifen better ‘ Tamoxifen worse

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

14:58:22 16 February 2005
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Deaths/woman-yearsTamoxifen deaths

Tamoxifen

Ratio of annual death rates

Year code dose (mg/d) Allocated Adjusted Logrank Variance !
and study name & duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1.7) years
72J Copenhagen 30 2 -/2230 -/1671 LSno data)
74G2 Case Western A t40 1 1/845 2/687 7 07
76F2 Christie B post 20 1 6/2855 212674 17 2.0
76G14s8 Stockholm B post 140 2 5/3551 6/3216 -11 2.5
77C DanlshBCG 7cpost 30 1 29/6920 20/6044 2.1 119 -
77F3467 UK MCCG 009 120 05 /A1 0/587
77H NATO 20 2 0/6085 0/5391
77K NSABP B-09 120 2 5/8116 0/7541 2:5 13
78A2 S Swedish BCG post 30 1 712525 4/2211 13 25
78B1 Toronto—Edmo. post 30 2 1/1389 2/1060 -0.7 07
78C GUN Naples 30 2 0/1751 3/1688 -1.2 0-5
78E UK/Asia Collab. 140 2 3/1402 0/1148 0.9 0-5
78H Innsbruck ER+ 201 0/762 0/606
78J) ECOG EST1178 post 20 2 0/744 0/493
78M NCCTG/Mayo Clinic 120 1 1/2731 1/2426 -01 05
78S12345 NKCC Japan 120 2 0/4887 3/4374 -15 0-8
78V ECOG 5177/6177 120 1 0/2588 0/2456
78Y1 Ghent Univ. N-post 20 2 —/518 —/406 éno data)
79B1 SWOG7827ApoER+ 120 1 1/2613 1/2382 -0 05
79D1+2 GABG/HD Germany 130 2 —12232 —-/1996 ino data)
80B2+4 N Sweden BCG 740 2 2/1745 9/1479 -4.1 2:6
80D1 CRC2, UK 120 2 4/9335 2/8361 1.0 1.5
80E Toulouse 30 2 1/1139 0/1176 06 02
80J Vienna Gén post 120 1 0/667 0/620
80P GABG 2 Germanypost 30 2 —/1912 —-/1611 (no data)
80S Helsinki 40 2 0/469 0/443
81A Montpellier post 30 2 1/950 1/819 -01 05
81B IBBordeaux N+ER+ 130 2 1/1434 0/1244 05 [oF
82$ ACETBC-1 120 2 (no data)
82B1 DanishBCG 82bpre 130 1 0/2378 0/2398
82H NBCG la ER+ 20 2 0/971 1/701 -06 0-3
82L123456 ACETBC-1 120 1lor2 11/18239 10/17520 01 51
82N Kumamoto 120 2 0/403 0/414
82R1+3 Amsterdam C8209* 30 lor3 5/6307  2(4/2757) -1.6 1.8
83F1+2 Oita 120 2 0/500 0/516
84A1+5 GBSG 02 Germany 130 2 0/1046 0/1098
84Qa4 Austrian BCSG 4 20 2 -1499 -1445 no data
84S1 Kawasaki 2 120 1 -/51 -/30 no data
84U SE Sweden BCG 40 2 -/412 -/481 no data
85G S Swedish BCG 20 2 1/1618 1/1520 -0 0-5
85Hsdfhkng ACETBC-2 130 2 2/2105 0/2006 1.0 05
85J123578 PetrovStPetersb’g 120 1 1/3775 0/3652 05 0-3
86F1 Osaka BCSG Japan 40 2 0/617 0/642
86K Wisconsin U. 20 2 0/568 0/562
87A ZIPP * 120 2 0/7793  2(0/4326)
87B SE Sweden BCG T2? ?? 0/152 0/138
87E1 Oita 120 2 0/541 0/547
88M Osaka ?? ?2? (no data)
89J2 CRCRAMS Moscow 120 2 0/26 0/36
90L Stockholm 7 post 40 2 0/968 3/890 -1.5 08
90V Stockholm 5 pre 12?2 2 no data
91J GBSG V Germany 2?2 no data
91K SITAM-02 120 2 0/926 0/875
95D CRC ATAC, UK 122 22 no data
Kawasaki 1 7?1 no data,
m (a) subtotal with data § * 88/ 79/ -09 385 ———0-98 (se 0:16)
114849 106807 reduction
(0-1%1y) (0-1%ly) 2p > 0-1; NS
(b) Tamoxifen for average of 3 or more (mean: 5) years
76G239ab Stockholm B post 140 2o0r5 18/11811 13/10790 16 75
78D1234 Scottish 20 50r10+ 24/6890 12/5385 29 79
78F CRFB Caen C5post 40 3 0/708 0/563
80H2 Marseille post 130 3 -/139 -/16 éno data)
82%31 NSABPB-14 N-ER+ 20 5or 10 10/15230 2/13615 6 3.0
82M Osaka 120 5 0/469 0/492
83B GROCTA | Italy ER+ 130 5 0/1474 0/1046
86M2 CRFB Caen 002 30 5 0/2429 0/2223
86P2 FASG GFEA O 130 3 0/2543 0/2099
89B2 SWOG 8897 20 5 1/10361  2/10261 -06 0-8
89F ECOG EST5188 120 5 0/3139 0/2972
89K Tokyo CIH 20 2or5 (no data)
89L NSABP B-21 20 5 1/1813 0/1710 0:5 03
91C EORTC 10901 120 3 no data
91F1 ICCG C/9/91 N+pre 1?2 5 no data,
91H NSABP B-23ER- 120 5 0/4243 0/4266
93B NCI-C MA.12 7?22 5 no data
93Cs+6 GABG 4 Germanypostt ?? 5 no data
93N IBCSG 13-93 N+pre 1?? 5 no data
= (b) subtotal with data § 54/ 29/ 8.0 194 4
61110 55422 T-51 (SE 0-28)
(0-1%ly) (0-1%ly) increase
2p = 0.07
B Total (a+h)* 142/ 108/ 71 57.9 ————%430 (se 0-140)
175959 162229 increase
(0-1%/y) (0-1%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 =24;2p>01; NS

Heterogeneity within subtotals: x27 =38-8; p=0:07

Heterogeneity between 29 trials: xig

=41.2;p =005

§ 8 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 7993; allocated control: 6800)

Tamoxifen better ‘ Tamoxifen worse

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

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

T Tamoxifen plus chemotherapy versus same chemotherapy alone
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Deaths/woman-yearsTamoxifen deaths

Tamoxifen

Year code dose (mg/d)  Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name & duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1.7) years
72J Copenhagen 30 2 -/2230 -/1671 éno data)
74G2 Case Western A t40 1 2/845 3/687 -0-5 1.
76F2 Christie B post 20 1 27/2855  20/2674 2:3 11-6
76Gu1458 Stockholm B post 140 2 26/3551  26/3216 -1.7 11-6
77C DanishBCG 77c post 30 1 120/6920 92/6044 4.8 509 —
77F3467 UK MCCG 009 120 05 2/413 0/587 1.2 05
77H NATO 20 2 0/6085 0/5391
77K NSABP B-09 120 2 27/8116  18/7541 2:8 111
78A2 S Swedish BCG post 30 1 24/2525  16/2211 2.9 93
78B1 Toronto—Edmo. post 30 2 8/1389 4/1060 1.0 28
78C GUN Naples 130 2 3/1751 7/1688 -2:4 18
78E UKI/Asia Collab. 140 2 7/1402 2/1148 2:1 1.9
78H Innsbruck ER+ 20 1 0/762 3/606 -1-6 07
78J ECOG EST1178 post 20 2 0/744 0/493
78M NCCTG/Mayo Clinic 120 1 6/2731 5/2426 0-4 2.7
78S12345 NKCC Japan 120 2 3/4887 6/4374 -1.8 2:2
78V ECOG 5177/6177 120 1 0/2588 0/2456
78Y1 Ghent Univ. N-post 20 2 -/518 -/406 éno data)
79B1 SWOG7827ApoER+ 120 1 13/2613 6/2382 4 4.7 >
79D1+2 GABG/HD Germany 7130 2 -/2232 -/1996 ino data)
80B2+4 N Sweden BCG 140 2 17/1745  22/1479 -4.0 9-4
80D1 CRC2, UK t20 2 18/9335  18/8361 -0-1 9:0
80E Toulouse 30 2 3/1139 1/1176 1.6 09
80J Vienna Gyn. post 120 1 0/667 0/620
80P GABG 2 Germanypost 30 2 -/1912 —-/1611 (no data)
80S Helsinki 140 2 2/469 1/443 1 0-4
81A Montpellier post 30 2 2/950 4/819 -1.2 15
81B IBBordeaux N+ER+ 130 2 2/1434 1/1244 0-4 0-8
82$ ACETBC-1 120 2 6n0 data)
82B1 DanishBCG 82b pre 130 1 2/2378 1/2398 4 0-7
82H NBCG la ER+ 20 2 4/971 4/701 -0-6 1.9
82L123456 ACETBC-1 120 1or2 27/18239 21/17520 13 116 =
82N Kumamoto 120 2 0/403 0/414
82R1+3 Amsterdam C8209* 30 1or3 32/6307 2(23/2757) -6:5 113 =
83F1+2 Oita 120 2 0/500 0/516
84A1+5 GBSG 02 Germany 130 2 2/1046 1/1098 05 07
84Q4 Austrian BCSG 4 20 2 —/499 —-1445 no data
84S1 Kawasaki 2 t20 1 -/51 -/30 no data;
84U SE Sweden BCG 40 2 -/412 -/481 no data;
85G S Swedish BCG 20 2 4/1618 1/1520 1.6 12
85Hsdfhkng ACETBC-2 130 2 4/2105 1/2006 1.6 12
85J123578 PetrovStPetersb'g 120 1 14/3775  9/3652 23 56
86F1 Osaka BCSG Japan 40 2 0/617 0/642
86K Wisconsin U. 20 2 0/568 0/562
87A ZIPP * 120 2 0/7793  2(0/4326)
87B SE Sweden BCG 122 22 0/152 0/138
87E1 Oita 120 2 0/541 0/547
88M Osaka ?? ?? (no data)
89J2 CRCRAMS Moscow 120 2 0/26 0/36
90L Stockholm 7 post 40 2 2/968 6/890 -2:0 2:0
90V Stockholm 5 pre 2?2 2 no data]
91J GBSG V Germany ?2? 2 no data,
91K SITAM-02 120 2 0/926 0/875
95D CRC ATAC, UK t22 ?2? gno datag
Kawasaki 1 7?1 no data;
B (@ subtotal with data§* 403/ 345/ g1 171.3 —— 1.05 (st 0-08)
114849 106807 increase
(0-4%ly) (0-3%ly) 2p >0-1; NS
(b) Tamoxifen for average of 3 or more (mean: 5) years
76G239ab Stockholm B post 140 2or5 65/11812 57/10790 1.1 296 i
78D1234 Scottish 20 5o0r 10+ 64/6890 52/5385 -26 265 =
78F CRFB Caen C5post 40 3 0/708 0/563
80H2 Marseille post 130 3 -/139 -/160 éno data)
82%1 NSABPB-14 N-ER+ 20 50r10 45/15230 39/13615 8 209 »
82M Osaka 120 5 0/469 0/492
83B GROCTA | Italy ER+ 130 5 0/1474  0/1046
86M2 CRFB Caen 002 30 5 0/2429 0/2223
86P2 FASG GFEA 02 1730 3 1/2543 1/2099 -0-1 0-5
89B2 SWOG 8897 120 5 9/10361 15/10261 -33 5.9
89F ECOG EST5188 120 5 0/3139 0/2972
89K Tokyo CIH 20 2or5 (no data)
89L NSABP B-21 20 5 3/1813 1/1710 1.0 1.0
91C EORTC 10901 120 3 no data;
91F1 ICCG C/9/91 N+pre 12?5 no data;
91H NSABP B-23 ER- 120 5 2/4243 4/4266 -0-6 1.4
93B NCI-C MA.12 t?2? 5 no data;
93Cs+6 GABG 4 Germanypostt ?? 5 no data,
93N IBCSG 13-93 N+pre t?? 5 no data;
B (b) subtotal with data § 189/ 169/  _3.8 858 —o— 0:96 (se 0-11)
61111 55422 reduct|on
(0-3%ly) (0-3%ly) 2p >0-1; NS
B o @+b)* 592/ 514/ 53 257.1 == 1-021 (se 0-063)
(0-3%ly) (0-3%ly) 2p >0-1; NS
- 99% or <= 95% confidence intervals L 1 1 )
Difference between ) 0 0-5 10 15 20
treatment effects in 2 subtotals: X, =05;2p>01; NS Tamoxifen better ‘ Tamoxifen worse
: s L2 . .
Heterogeneity within subtotals: X34 41.8; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

Heterogeneity between 36 trials: ng =42-4;p>0-1; NS

§ 8 trials with no data do not contribute to subtotals or to the overall total (allocated tamoxifen: 7993; allocated control: 6800)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
Tt Tamoxifen plus chemotherapy versus same chemotherapy alone

14:59:40 16 February 2005
Not for publication or citation



Events/woman-years Tamoxifen events

Tamoxifen .
Year code dose (mg/d) Allocated Adjusted Logrank Variance Ratio of zfmnual event rates
and study name & duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1-7) years |
|
|
72J Copenhagen 30 2 51/945 54/645 -10.0 21-8 H—L—
74G2 Case Western A t40 1 20/325 24/196 -4.4 9:0 }
76G1458 Stockholm B post t40 2 22/586 22/505 -1.6 8:3 T
77C DanishBCG 77c post 30 1 43/368 44/324 -1.2 15-8 -
77H NATO 20 2 68/1179 61/720 -78 24-9 — .
77K NSABP B-09 t20 2 219/2395 213/2307 -0-5 92:2 *
78A2 S Swedish BCG post 30 1 31/334 31/454 33 13.0 ; -
78B1 Toronto—Edmo. post 30 2 271262 32/173 -5.9 11-3 ] :
78C GUN Naples 30 2 37/594 43/485 -84 14.3 - :
78H Innsbruck ER+ 201 1/5 0/13 !
78] ECOG EST1178 post 20 2 4726 5/33 00 16 !
78M NCCTG/Mayo Clinic 120 1 66/883 67/719 -4.5 279 -
78S12345 NKCC Japan t20 2 51/2490 60/2562 -6-1 26-3 L
78V ECOG 5177/6177 t20 1 89/1158  92/1000 -6-4 387 R e
79B1 SWOG7827ApoER+ 120 1 9/136 11/83 -2.7 4.4 L
79D1+2 GABG/HD Germany 130 2 94/933 106/945 -2:3 41-8 Y
80E Toulouse 30 2 6/169 4/160 03 1.5 .
80J Vienna Gyn. post t20 1 13/329 271366 -31 8-3 }
80P GABG 2 Germanypost 30 2 7/132 71212 1.3 2.7
80S Helsinki t40 2 23/124 22/216 2-8 8-4 }
81A Montpellier post 30 2 1/66 5/71 -0-9 1.0 T
81B IBBordeaux N+ER+ 130 2 6/144 7/59 -2:5 2:5 L
82B1 DanishBCG 82b pre 130 1 42/321 43/323 1.3 16-4 — -
82H NBCG la ER+ 20 2 0/5 0/0 !
82L123456 ACETBC-1 120 lor2 255/6171 284/6459 -13.9 1214 1*
82N Kumamoto t20 2 3/127 5/123 -12 1.2 :
82R1+3 Amsterdam C8209* 30 1lor3 58/890 2(32/571) 4.1 18-2 ]
83F1+2 Oita 120 2 3/143 4/258 0-5 11 :
84A1+5 GBSG 02 Germany 130 2 34/255 30/316 3.0 12-3 T -
84Q4 Austrian BCSG 4 20 2 0/0 3/31 !
84S1 Kawasaki 2 120 1 0/6 0/3 |
84U SE Sweden BCG 40 2 8/65 11/108 0-8 34 '
85G S Swedish BCG 20 2 40/404 36/425 1.7 15-8 : -
85Hsdfhkng ACETBC-2 130 2 54/1143  62/1226 -4.3 241 | B
85J123578 PetrovStPetersb’g 120 1 10/258 12/192 -2:1 5.0 i
86F1 Osaka BCSG Japan 40 2 71133 8/239 1.3 34 T
86K Wisconsin U. 20 2 5/109 3/89 0-9 1.6 :
87A ZIPP * 120 2 146/1932 2(89/1012) -67 47.0 — .-
87B SE Sweden BCG t2?2 22 1/13 1/19 !
87E1 Oita 120 2 5/192 71202 -09 29 ;
89J2 CRCRAMS Moscow 120 2 0/0 0/5 I
90L Stockholm 7 post 40 2 57/941 53/889 -0-8 23-6 i
91K SITAM-02 t20 2 16/295 24/388 -2:8 8-3 T
|
|
. (a) subtotal * 1632/ 1765/ _79.8 681-3 < 0-89 (se 0:04)
26986 26709 : re uction
(6-0%ly) (6:6%ly) ! 2p = 0-002
|
(b) Tamoxifen for average of 3 or more (mean: 5) years 1
|
|
76G239ab Stockholm B post 140 2or5 96/2268 105/2639 19 44.1 l il
78D1234 Scottish 20 50r 10+ 66/1088 73/871 -7-0 27-4 —
78F CRFB Caen C5post 40 3 17/119 19/92 -2.8 66 T
80H2 Marseille post 130 3 8/35 5/45 1-4 23 .
82%:1 NSABPB-14 N-ER+ 20 5or 10 3/72 5/57 -1.0 1.8 l
82M Osaka t20 5 6/151 4/132 -0-5 18
83B GROCTA | Italy ER+ 130 5 1/9 1/17 -0-5 0-3 }
86M2 CRFB Caen 002 30 5 8/150 3/30 -11 14 T
86P2 FASG GFEA 02 130 3 42/406 47/464 -0-1 197 -
89B2 SWOG 8897 t20 5 146/4943 127/5148 11-8 657 %F
89F ECOG EST5188 120 5 19/303 25/403 0-6 9.9 Ltm
91H NSABP B-23ER- 120 5 144/4226 129/4251 79 66-1 %F
|
|
B ) subtotal 556/ 543/  10.6 247.0 == 1.04 (se 0-07)
13770 14149 1 increase
(4-0%ly) (3-8%ly) 1 2p >0-1; NS
1
|
|
Total (a + b) * 2188/ 2308/ _g9.2 928.4 <+ 0-928 (se 0:032)
40756 40858 | reduction
(5:4%ly) (5-6%ly) | 2p =0.02
|
M 99% or == 95% confidence intervals L L , L )
Difference between ) 0 05 10 15 2:0
treatment effects in 2 subtotals: Xy = 4.6; 2p = 0-03 Tamoxifen better ‘ Tamoxifen worse
. - . .2 _ . .
Heterogeneity within subtotals: Xu7 = 39-5; p>0:1; NS Treatment effect 2p = 0-02

Heterogeneity between 49 trials: xig =44.1; p>0-1; NS
* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
t Tamoxifen plus chemotherapy versus same chemotherapy alone

11:17:00 7 May 2003
Not for publication or citation



Deaths/Women  Tamoxifen deaths

Tamoxifen

Year code dose (mg/d)  Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name &duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1-7) years
72J Copenhagen 30 2 49/80 49/67 =72 220 -
74G2 Case Western A t40 1 17/36 23/34 -4.7 88
76G14s8 Stockholm B post t40 2 20/45 20/47 -15 70
77C DanishBCG 77c post 30 1 42/61 43/62 -0-9 165 [ ]
77H NATO 20 2 66/128 59/102 -7-1 26:2 L
77K NSABP B-09 t20 2 205/318  200/307 0.7 906 +
78A2 S Swedish BCG post 30 1 30/51 30/63 2:8 13.2 -
78B1 Toronto—-Edmo. post 30 2 27140 28/39 -05 12:3 ]
78C GUN Naples 130 2 26/73 34/65 =75 114 -
78H Innsbruck ER+ 20 1 1/2 0/1
78) ECOG EST1178 post 20 2 4/5 4/6 0-8 15
78M NCCTG/Mayo Clinic 120 1 62/109 60/103 -2-8 266 L
78S12345 NKCC Japan t20 2 39/322 43/325 -2:2 192 =
78V ECOG 5177/6177 t20 1 75/138 86/137 -8.0 36:2 ——t—
79B1 SWOG7827ApoER+ 120 1 9/17 10/15 -1.4 4.3
79D1+2 GABG/HD Germany 130 2 66/137 82/144 -58 328 ——
80E Toulouse 30 2 5/14 4/14 0-3 15
80J Vienna Gyn. post t20 1 11/39 21/54 -09 66
80P GABG 2 Germanypost 30 2 5127 6/46 0-3 2.0
80S Helsinki t40 2 22/32 22/40 3-8 8:5
81A Montpellier post 30 2 0/7 4/9 -1.1 0.7
81B IBBordeaux N+ER+ 130 2 4/16 4/9 -1.3 1.7
82B1 DanishBCG 82b pre 130 1 38/58 43/59 -2:2 171 ]
82H NBCG la ER+ 20 2 0/2 0/1
82L123456 ACETBC-1 120 lor2 202/969 220/1027 -6:0 969 47
82N Kumamoto t20 2 2/28 1/26 0-0 0.5
82R1+3 Amsterdam C8209* 30 lor3 53/141  2(29/85) 2:6 16-8 -
83F1+2 Oita t20 2 2/18 3/32 1.0 07
84A1+5 GBSG 02 Germany 130 2 25/56 26/55 -1.3 11.2 -
84Q4 Austrian BCSG 4 20 2 0/0 3/5
84S1 Kawasaki 2 t20 1 0/1 0/1
84U SE Sweden BCG 40 2 7113 10/17 -0-2 36
85G S Swedish BCG 20 2 36/79 31/78 2.9 14.7 -
85H8dfhkng ACETBC-2 130 2 45/241 37/251 2:0 172
85J123578 PetrovStPetersb’g t20 1 9/26 9/21 -1.1 39
86F1 Osaka BCSG Japan 40 2 5/31 3/47 2:0 1.8
86K Wisconsin U. 20 2 1/14 1/13 -0-1 0-5
87A ZIPP * t20 2 90/427  2(58/220) -5:4 314 ]
87B SE Sweden BCG t2?2 22 0/2 1/3
87E1 Oita t20 2 4/52 5/54 -0-3 2.1
89J2 CRCRAMS Moscow 120 2 0/0 0/1
90L Stockholm 7 post 40 2 46/182 48/179 -3:2 204 L
91K SITAM-02 t20 2 3/64 11/81 -3.7 33
. (a) subtotal * 1353/ 1458/  _57.3 591.8 < 0-91 (se 0-:04)
4101 4250 re uction
(33:0%) (34:3%) 2p =0.02
(b) Tamoxifen for average of 3 or more (mean: 5) years
76G239ab Stockholm B post t40 2or5 85/238 95/269 0-4 395 ]
78D1234 Scottish 20 5or 10+ 59/128 66/127 -5-3 253 L
78F CRFB Caen C5 post 40 3 16/22 19/21 -2:2 7-3
80H2 Marseille post t30 3 6/12 4/10 12 19
82%1 NSABPB-14 N-ER+ 20 5o0r 10 3/8 4/8 -0-1 1.5
82M Osaka t20 5 5/19 3/14 -0-4 14
83B GROCTA I ltaly ER+ 130 5 0/1 1/2 -0-5 0-3
86M2 CRFB Caen 002 30 5 5/19 1/5 0-3 1.0
86P2 FASG GFEA 02 130 3 31/71 31/79 0-8 14.4 -
89B2 SWOG 8897 t20 5 94/715 78/735 9.7 416 L
89F ECOG EST5188 t20 5 16/55 14/73 36 68
91H NSABP B-23ER- 120 5 87/999 86/1001 0-5 42-3 n
B o) subtotal 407/ 402/ 80 183-1 == 1.04 (se 0-08)
2287 2344 increase
(17-8%) (17-2%) 2p>0-1; NS
. Total (a + b) * 1760/ 1860/  -49.3 774.9 . 0-938 (se 0-035)
6388 6594 reduction
(27-6%) (28-2%) 2p =0.08
- 99% or <= 95% confidence intervals L L L )
0 0-5 1.0 1.5 2:0

Difference between

treatment effects in 2 subtotals: xi =28;2p=0-10 Tamoxifen better Tamoxifen worse

. . . . 2 _ R .
Heterogeneity within subtotals: X4, =353;p>01;NS Treatment effect 2p = 0.08

Heterogeneity between 49 trials: xis =38:0; p>01; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Tamoxifen plus chemotherapy versus same chemotherapy alone

11:17:38 7 May 2003
Not for publication or citation



Deaths/Women

Tamoxifen deaths

Tamoxifen
dose (mg/d)
& duration (y)

Year code

and study name tamoxifen control O-E

Allocated Adjusted Logrank Variance
of O-E

Ratio of annual death rates

(a) Tamoxifen for average of up to 2 (mean: 1-7) years

72J Copenhagen 30 2 49/80 49/67 =72 22.0
74G2 Case Western A t40 1 17136 25/34 -6-0 9-3
76Gu14s58 Stockholm B post t40 2 26/45 29/47 =37 10-5
77C DanishBCG 77c post 30 1 52/61 53/62 -2:1 210
77H NATO 20 2 81/128 77/102 -12.0 339
77K NSABP B-09 t20 2 223/318  218/307 09 994
78A2 S Swedish BCG post 30 1 37/51 40/63 32 171
78B1 Toronto—Edmo. post 30 2 28/40 29/39 -0-8 12.8
78C GUN Naples 30 2 28/73 35/65 -7:5 119
78H Innsbruck ER+ 20 1 1/2 0/1
78) ECOG EST1178 post 20 2 5/5 4/6 1.3 1.8
78M NCCTG/Mayo Clinic 120 1 67/109 61/103 -09 281
78S12345 NKCC Japan t20 2 47/322 53/325 -31 236
78V ECOG 5177/6177 t20 1 79/138 88/137 -7-4 376
79B1 SWOG7827ApoER+ 120 1 10/17 12/15 -2:1 5.0
79D1+2 GABG/HD Germany 130 2 66/137 82/144 -5.8 328
80E Toulouse 30 2 9/14 4/14 15 1.9
80J Vienna Gyn. post t20 1 12/39 21/54 -04 69
80P GABG 2 Germanypost 30 2 5/27 6/46 0-3 2:0
80S Helsinki t40 2 24/32 23/40 4.8 91
81A Montpellier post 30 2 0/7 4/9 -1.1 0.7
81B IBBordeaux N+ER+ 130 2 5/16 4/9 -1.0 19
82B1 DanishBCG 82b pre 130 1 38/58 46/59 -3-8 17-8
82H NBCG la ER+ 20 2 0/2 0/1
82L123456 ACETBC-1 t20 lor2 226/969 247/1027 -6-9 1094
82N Kumamoto t20 2 3/28 1/26 0:6 0.7
82R1+3 Amsterdam C8209* 30 1or3 69/141  2(38/85) 41 226
83F1+2 Oita t20 2 2/18 5/32 03 11
84A1+5 GBSG 02 Germany 130 2 27/56 28/55 -1.2 119
84Q4 Austrian BCSG 4 20 2 0/0 3/5
84S1 Kawasaki 2 t20 1 0/1 0/1
84U SE Sweden BCG 40 2 7/13 10/17 -0-2 36
85G S Swedish BCG 20 2 38/79 33/78 3.0 15.7
85Hsdfhkng ACETBC-2 T30 2 51/241 45/251 0-9 20-6
85J123578 PetrovStPetersb'g 120 1 10/26 10/21 -1.2 4.4
86F1 Osaka BCSG Japan 40 2 5/31 5/47 14 2:3
86K Wisconsin U. 20 2 1/14 3/13 -1.3 1.0
87A ZIPP * t20 2 92/427  2(60/220) -6-2 32:2
87B SE Sweden BCG t2?2 22 0/2 1/3
87E1 Oita t20 2 4/52 6/54 -0-8 24
89J2 CRCRAMS Moscow 120 2 0/0 0/1
90L Stockholm 7 post 40 2 49/182 59/179 -72 238
91K SITAM-02 t20 2 3/64 12/81 -4-1 36
. (a) subtotal * 1496/ 1627/  -71.6 662-2
4101 4250

(36:5%) (38-3%)

(b) Tamoxifen for average of 3 or more (mean: 5) years

76G239ab Stockholm B post t40 2or5 114/238  123/269 31 53:3
78D1234 Scottish 20 5or10+ 71/128 81/127 =70 315
78F CRFB Caen C5post 40 3 17/22 19/21 -1.8 7-5
80H2 Marseille post t30 3 6/12 4/10 12 19
82%1 NSABPB-14 N-ER+ 20 5or 10 4/8 4/8 0-3 1.8
82M Osaka t20 5 5/19 3/14 -0-4 14
83B GROCTA | Italy ER+ 130 5 0/1 1/2 -0-5 0-3
86M2 CRFB Caen 002 30 5 5/19 1/5 03 1.0
86P2 FASG GFEA 02 130 3 31/71 33/79 0-3 14-6
89B2 SWOG 8897 t20 5 106/715  97/735 6-8 49-3
89F ECOG EST5188 t20 5 16/55 14/73 36 6-8
91H NSABP B-23ER- 120 5 96/999  94/1001 14 464
B ©) subtotal 471 474/ 7.2 215.7

2287 2344

(20-6%) (20-2%)
Total (a+ b) * 1967/ 2101/  -g4.4 877-9

6388 6594

(30-8%) (31:9%)

M 99% or <<= 95% confidence intervals

Difference between )
treatment effects in 2 subtotals: X, = 3:3; 2p =0:07

Heterogeneity within subtotals: xf” =417;p>01;NS
Heterogeneity between 49 trials: xis =45.0; p>01; NS

Tamoxifen : Control
—
— =
H—‘Pi
1 -
.
L
+:7
—=
+
L -
T
—
-
< 0-90 (st 0-04)
| reduction
| 2p = 0-005
%H
+‘7
S om
[
== 1.03 (st 0-07)
! increase
! 2p >0-1; NS
<+ 0-929 (se 0-033)
! reduction
! 2p =0-03
0 05 1.0 15 2:0

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p = 0-03

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

1 Tamoxifen plus chemotherapy versus same chemotherapy alone

11:18:09 7 May 2003

Not for publication or citation



Events/woman-years Tamoxifen events

ramoxifen Ratio of annual event rates

Year code dose (mg/d) Allocated Adjusted Logrank Variance 7
and study name & duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
T
(a) Tamoxifen for average of up to 2 (mean: 1-7) years !
|
|
72J Copenhagen 30 2 5/102 8/39 -05 22 -
76F2 Christie B post 201 144/2272 198/2136 -27-0 76-6 ——
76G1458 Stockholm B post t40 2 31/946 31/959 -1.3 131 ——
77C DanishBCG 77c post 30 1 373/4841 418/4090 -47-7 1748 .
77F3467 UK MCCG 009 t20 05 63/413 79/587 -39 26-7 —
77H NATO 20 2 124/2102 118/1897 -6-2 52-1 ——
77K NSABP B-09 t20 2 96/1655 111/1272 -17-2 45.6 — .
78A2 S Swedish BCG post 30 1 28/603 43/611 -81 15-4 - !
78B1 Toronto—Edmo. post 30 2 33/425 41/247 -9.5 151 —
78C GUN Naples 130 2 13/318 18/379 -2-4 4.8 l
78E UK/Asia Collab. t40 2 109/1293 139/1076  -20-0 50-1 ——
78J ECOG EST1178 post 20 2 8/91 7/58 -11 31 .
78M NCCTG/Mayo Clinic 120 1 25/301 271272 -0-6 105 :
78S12345 NKCC Japan t20 2 5/276 7/353 -0-1 23 }
78Y1 Ghent Univ. N-post 20 2 20/518 20/386 -2:4 9-3 -
79D1+2 GABG/HD Germany 130 2 17 0/0 |
80B2+4 N Sweden BCG t40 2 93/1745  97/1479 -10-3 416 ——
80D1 CRC2, UK t20 2 466/6737 549/6124 -65-5 221-3 *
80E Toulouse 30 2 40/563 50/657 -7-9 17-0 -
80S Helsinki t40 2 6/120 5/44 -1.9 2.0 }
81A Montpellier post 30 2 35/630 34/589 -05 16-0 ! -
82B1 DanishBCG 82b pre 130 1 119/1146 118/1186 08 50-3 - n
82L123456 ACETBC-1 t20 1or2 92/3357  99/3383 -5.6 424 — .
82N Kumamoto t20 2 0/101 0/90 !
82R1+3 Amsterdam C8209* 30 1or3 51/1246 2(23/553) -07 14.5 ! -
83F1+2 Oita 120 2 3/151 3/96 01 1.2 1
84A1+5 GBSG 02 Germany 130 2 3/15 2/30 0-8 0-5 :
84S1 Kawasaki 2 t20 1 1/23 0/9 i
84U SE Sweden BCG 40 2 2/58 4/108 -0-2 13 :
85G S Swedish BCG 20 2 14/263 15/224 -3-0 62 }
85J123578 PetrovStPetersb’g 120 1 173/3261 204/3293 -14-6 86-9 *
86F1 Osaka BCSG Japan 40 2 2/159 3/172 -0-3 1.2 !
86K Wisconsin U. 20 2 2/80 1/106 0-9 0-7 }
87A ZIPP * t20 2 83/1560 2(69/978) -10-0 329 —
87E1 Oita t20 2 1/135 3/93 -0-7 1.0
91K SITAM-02 t20 2 13/185 11/136 1.2 4.6 l
|
l
(a) subtotal * 2277/ 2647/ _265.3 1043-1 ES 0-78 (se 0:03)
37698 35243 I reduction
(6-0%ly) (7-5%ly) 3 2p < 0-00001
|
(b) Tamoxifen for average of 3 or more (mean: 5) years !
|
|
76G239ab Stockholm B post t40 2o0r5 28/1441  32/1267 -6-0 132 -
78D1234 Scottish 20 5o0r10+ 124/2692 154/2349 -27.7 60-3 ———
78F CRFB Caen C5post 40 3 18/183 17/175 0-2 76 '
80H2 Marseille post 130 3 0/0 or7 l
82M Osaka t20 5 4/158 10/226 -1.6 3:0 :
86M2 CRFB Caen 002 30 5 28/981  34/1158 -16 14.9 -
86P2 FASG GFEA 02 130 3 31/493 42/477 -51 16-6 -
89B2 SWOG 8897 t20 5 13/358 7/314 2.8 4.5 :
89L NSABP B-21 20 5 20/1813 38/1710 -10-0 14.2 —_—
|
B (b) subtotal 266/ 334/  _49.0 1343 === 0-69 (se 0:07)
8119 7683 ! reduction
(3:3%ly) (4-3%ly) ! 2p = 0-00002
|
1
|
Total (a + b) * 2543/ 2981/ -314.3 1177-4 $ 0-766 (se 0-026)
45817 42926 I reduction
(5-6%ly) (6-9%ly) 2p < 0-00001
M 99% or == 95% confidence intervals L L , L )
0 0-5 1.0 15 2:0

Difference between

treatment effects in 2 subtotals: xi =1.4;2p>0-1; NS Tamoxifen better ‘ Tamoxifen worse

I, SN2 = . -
Heterogeneity within subtotals: y_, =31-0; p>0-1; NS Treatment effect 2p < 0-00001

Heterogeneity between 41 trials: Xio =32:5;p>0-1; NS

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
t Tamoxifen plus chemotherapy versus same chemotherapy alone

11:17:01 7 May 2003
Not for publication or citation



Deaths/Women  Tamoxifen deaths

Tramoxifen Ratio of annual death rates

Year code dose (mg/d) Allocated Adjusted Logrank Variance -
and study name &duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1-7) years l
I
|
72J Copenhagen 30 2 5/11 8/9 -1.0 22 ;
76F2 Christie B post 20 1 131/282  179/306 =175 71.2 —R—
76G14s8 Stockholm B post t40 2 29/72 28/72 -0-4 125 L
77C DanishBCG 77c post 30 1 365/643 415/618 -40-7 1685 .
77F3467 UK MCCG 009 120 05 39/123 56/140 -1.3 18.0 —u
77H NATO 20 2 115/221  112/219 0-0 51.9 —
77K NSABP B-09 t20 2 83/172 100/167 -15-6 41.8 — .
78A2 S Swedish BCG post 30 1 26/64 36/72 -31 13-8 -
78B1 Toronto-Edmo. post 30 2 32/51 36/49 -37 15.7 L
78C GUN Naples T30 2 9/33 14/44 -1.5 4.0 i
78E UK/Asia Collab. t40 2 82/240 107/248 -11.9 41-1 +—
78J ECOG EST1178 post 20 2 8/10 719 0-1 31 T
78M NCCTG/Mayo Clinic 120 1 23/34 24/39 09 10-0 ; -
78S12345 NKCC Japan t20 2 4/40 6/39 0-2 19 :
78Y1 Ghent Univ. N-post 20 2 18/73 14/61 0-3 77 :
79D1+2 GABG/HD Germany 130 2 0/1 0/0 }
80B2+4 N Sweden BCG t40 2 87/183 91/185 -54 393 —
80D1 CRC2, UK t20 2 404/947  472/965 =397 2016 .
80E Toulouse 30 2 40/74 43/81 -6:2 158 -—!
80P GABG 2 Germanypost 30 2 0/1 0/1 I
80S Helsinki 140 2 5/17 3/8 -0-8 1.3 :
81A Montpellier post 30 2 34/70 31/72 0.7 14.7 : -
82B1 DanishBCG 82b pre 130 1 105/174  109/171 -0.7 48-1 —
82L123456 ACETBC-1 t20 lor2 61/481 67/474 -3:1 292 -
82N Kumamoto t20 2 0/21 0/19 !
82R1+3 Amsterdam C8209* 30 1lor3 39/177 2(17/84) -0-1 10-9
83F1+2 Oita t20 2 3/18 0/12 0- 0-4 }
84A1+5 GBSG 02 Germany 130 2 3/7 2/4 1.0 0-4 !
84S1 Kawasaki 2 t20 1 1/6 0/2 I
84U SE Sweden BCG 40 2 2/6 3/13 01 12 }
85G S Swedish BCG 20 2 13/40 12/35 -15 57 L
85J123578 PetrovStPetersb’g t20 1 165/382  194/407 -12:6 82.7 —-——
86F1 Osaka BCSG Japan 40 2 0/29 0/35 X
86K Wisconsin U. 20 2 0/10 1/11 -0-4 0-2 :
87A ZIPP * t20 2 41/438  2(34/240) -2:3 17-4 Hlt
87E1 Oita t20 2 1/30 0/23 0:6 02 l
91K SITAM-02 t20 2 9/47 7136 1.3 34 :
|
|
(a) subtotal * 1982/ 2279/ -163.7 935.9 ES 0-84 (se 0-03)
5228 5294 \ reduction
(37-9%) (43:0%) } 2p < 0:00001
I
(b) Tamoxifen for average of 3 or more (mean: 5) years |
|
|
76G239ab Stockholm B post t40 2or5 21/127 24/118 -5.0 94 = 1
78D1234 Scottish 20 50r10+ 106/283 132/297 -172 524 — B —
78F CRFB Caen C5post 40 3 16/24 14/22 05 70 :
80H2 Marseille post 130 3 0/0 0/1 I
82M Osaka t20 5 3/17 8/27 -1.2 2:3 :
86M2 CRFB Caen 002 30 5 26/102 22/122 34 115 : ]
86P2 FASG GFEA 02 130 3 19/79 23/89 -1.8 10-0
89B2 SWOG 8897 t20 5 7/51 5/43 0-1 2.7 }
89L NSABP B-21 20 5 8/337 9/336 -0-5 4.2 !
I
B (b) subtotal 206/ 237/ _21.6 995 - 0-80 (se 0-:09)
1020 1055 ! reduction
(20-2%) (22:5%) ! 2p =0.03
I
l
|
. Total (a+ b)* 2188/ | 25161 1353 10354 + | 0836 (st 0-028)
! reduction
(35-0%) (39-6%) 2p < 0-00001
- 99% or =T 95% confidence intervals L L ‘ L )
0 05 1.0 1.5 20

Difference between

treatment effects in 2 subtotals: xi =02;2p>01; NS Tamoxifen better ‘ Tamoxifen worse

; s L2 . .
Heterogeneity within subtotals: Xag = 24.0; p>01; NS Treatment effect 2p < 0-00001
Heterogeneity between 40 trials: ng =241;p>01; NS
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Tamoxifen plus chemotherapy versus same chemotherapy alone

11:17:38 7 May 2003
Not for publication or citation



Deaths/Women  Tamoxifen deaths

Tamoxifen
dose (mg/d)
& duration (y)

Ratio of annual death rates
Tamoxifen : Control

Year code
and study name

Allocated Adjusted Logrank Variance
tamoxifen control O-E of O-E

. |
(a) Tamoxifen for average of up to 2 (mean: 1-7) years !
|
|
72J Copenhagen 30 2 5/11 8/9 -1.0 2:2 ;
76F2 Christie B post 20 1 184/282  215/306 -12.2 92:6 *7
76G1458 Stockholm B post t40 2 47172 44]72 09 20-6 :
77C DanishBCG 77c post 30 1 543/643 542/618  -28-7 2405 ﬂ-_?
77F3467 UK MCCG 009 t20 05 41/123 58/140 -0-4 187 L
77H NATO 20 2 158/221  148/219 2.0 711
77K NSABP B-09 t20 2 97/172 112/167 -17-8 477 }
78A2 S Swedish BCG post 30 1 43/64 47172 -0-6 20-5 !
78B1 Toronto—-Edmo. post 30 2 36/51 39/49 -4.5 17.2 -
78C GUN Naples 130 2 10/33 17/44 -28 4.6 :
78E UK/Asia Collab. t40 2 103/240 113/248 -6-9 46-6 —
78) ECOG EST1178 post 20 2 9/10 9/9 -0-8 3-8 t
78M NCCTG/Mayo Clinic 120 1 23/34 27139 -0-6 107 =
78S12345 NKCC Japan t20 2 6/40 8/39 05 2.9 !
78Y1 Ghent Univ. N—post 20 2 18/73 14/61 0-3 77 T
79D1+2 GABG/HD Germany 130 2 01 0/0 }
80B2+4 N Sweden BCG t40 2 122/183 126/185 -86 55-9 Ti
80D1 CRC2, UK t20 2 485/947  542/965 -38-3 2385
80E Toulouse 30 2 47174 47/81 -4.3 181 -—
80P GABG 2 Germanypost 30 2 0/1 0/1 !
80S Helsinki t40 2 6/17 4/8 -1.1 17 +
81A Montpellier post 30 2 39/70 40/72 -16 182 -
82B1 DanishBCG 82b pre 130 1 112/174  111/171 14 50-3 ﬂ—%
82L123456 ACETBC-1 t20 1or2 71/481 791474 -4-6 344 ———
82N Kumamoto t20 2 0/21 1/19 -0-6 0-2 }
82R1+3 Amsterdam C8209* 30 1or3 51/177  2(30/84) -55 161 -
83F1+2 Oita t20 2 3/18 0/12 0.7 0-4 +
84A1+5 GBSG 02 Germany 130 2 37 2/4 1.0 04 :
84S1 Kawasaki 2 t20 1 1/6 0/2 !
84U SE Sweden BCG 40 2 2/6 3/13 0-1 12 t
85G S Swedish BCG 20 2 13/40 13/35 -21 6-0 }
85J123578 PetrovStPetersb'g 120 1 187/382  215/407 -12.3 93:2 %7
86F1 Osaka BCSG Japan 40 2 0/29 0/35 I
86K Wisconsin U. 20 2 0/10 111 -0-4 02 :
87A ZIPP * t20 2 43/438  2(34/240) -1.7 178 o
87E1 Oita t20 2 2/30 1/23 0-8 0.7 !
91K SITAM-02 t20 2 11/47 7/36 22 39 1
|
|
|
(a) subtotal * 2521/ 2721/ _147.5 1164-7 + 0-88 (se 0:03)
5228 5294 | reduction
(48-2%) (51-4%) 1 2p = 0-00002
|
|
(b) Tamoxifen for average of 3 or more (mean: 5) years !
|
|
76G239ab Stockholm B post t40 2or5 33/127 32/118 -36 14.3 -
78D1234 Scottish 20 50r10+ 166/283 185/297 -18-9 77-5 ——
78F CRFB Caen C5post 40 3 17/24 14/22 1.0 72 .
80H2 Marseille post 130 3 0/0 0/1 l
82M Osaka t20 5 3/17 8/27 -1.2 2-3 }
86M2 CRFB Caen 002 30 5 27/102 25/122 2:6 12.5 .
86P2 FASG GFEA 02 t30 3 20/79 25/89 -2:4 107 —
89B2 SWOG 8897 t20 5 9/51 5/43 13 3:2 }
89L NSABP B-21 20 5 16/337 15/336 05 7-6 ;
|
B (v) subtotal 291/ 309/ -20.7 1354 == 0-86 (se 0-08)
1020 1055 ! reduction
(28:5%) (29-3%) | 2p = 0-08
|
1
|
Total (a + b) * 2812/ 3030/ -168.2 1300-1 <+ 0-879 (se 0-026)
6248 6349 | reduction
(45-0%) (47-7%) 1 2p < 0-00001
|
- 99% or <= 95% confidence intervals : : . g
0 0-5 1.0 15 2.0

Difference between

treatment effects in 2 subtotals: xi =0-1;2p>01; NS Tamoxifen better ‘ Tamoxifen worse

. . . .2 _ . .
Heterogeneity within subtotals: Xgo = 24:6; p>0-1; NS Treatment effect 2p < 0-00001
Heterogeneity between 41 trials: xio =24.7;p>01; NS

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
T Tamoxifen plus chemotherapy versus same chemotherapy alone
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Events/woman-years Tamoxifen events

Tamoxifen .
Year code dose (mg/d) Allocated Adjusted Logrank Variance Ratio of zfmnual event rates
and study name & duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
. |
(a) Tamoxifen for average of up to 2 (mean: 1-7) years !
|
|
72J Copenhagen 30 2 52/1131  57/972 -6-5 24-1 .
74G2 Case Western A t40 1 35/520 43/491 -6-8 16-3 i
76G1458 Stockholm B post t40 2 69/2009 83/1751  -13.9 30-3 ——
77C DanishBCG 77c post 30 1 137/1711 166/1630 -18-8 642 +—
77H NATO 20 2 118/1943 159/2005 -19.0 56-6 +
77K NSABP B-09 t20 2 302/4066 315/3962 -14.1 1393 | . |
78A2 S Swedish BCG post 30 1 67/1111  64/722 -14.5 26-4 B
78B1 Toronto—-Edmo. post 30 2 70/702 82/641 -9.5 322 e S
78C GUN Naples 130 2 52/839 70/824 -10-3 20-7 ———
78H Innsbruck ER+ 20 1 49/757 56/593 -11-6 22:4 — .
78] ECOG EST1178 post 20 2 56/627 62/402 -14-6 24-6 ———
78M NCCTG/Mayo Clinic t20 1 110/1547 121/1435 -8:2 51.0 ——
78S12345 NKCC Japan t20 2 39/2121  38/1459 -4-8 179 L
78V ECOG 5177/6177 t20 1 116/1430 109/1456 4.1 49-0 } L
78Y1 Ghent Univ. N-post 20 2 0/0 2/20 I
79B1 SWOG7827ApoER+ 120 1 175/2477 189/2299 -11.4 82-5 R e
79D1+2 GABG/HD Germany 130 2 121/1292 122/1051 -15-4 47-7 —a—
80E Toulouse 30 2 17/407 13/360 -1-6 4.5 }
80J Vienna Gyn. post t20 1 14/338 14/254 -3:2 5.9 '
80P GABG 2 Germanypost 30 2 64/1780 72/1399  -10-8 313 —
80S Helsinki t40 2 14/225 17/183 -38 66 T
81A Montpellier post 30 2 7/254 12/159 -33 38 .
81B IBBordeaux N+ER+ 130 2 73/1290  74/1185 -4.0 33.7 :
82B1 DanishBCG 82b pre 130 1 70/911 77/889 -3.7 317 '
82H NBCG la ER+ 20 2 82/966  106/701  -24-3 399 —a—
82L123456 ACETBC-1 120 1or2 264/8712 337/7678 -52:4 1379 -
82N Kumamoto t20 2 6/176 9/201 -1.6 31 t
82R1+3 Amsterdam C8209* 30 1or3 177/4171 2(98/1634) -184 51-8 ——
83F1+2 Oita t20 2 5/207 5/162 15 1.0 :
84A1+5 GBSG 02 Germany 130 2 67/778 84/753 -12-1 30-3 ——
84Q4 Austrian BCSG 4 20 2 36/499 45/414 -8:2 17.7 :
84S1 Kawasaki 2 t20 1 1/22 0/18 I
84U SE Sweden BCG 40 2 11/289 17/265 -1.7 62 :
85G S Swedish BCG 20 2 37/640 47/577 -53 180 &
85Hsdfhkng ACETBC-2 130 2 93/962 82/781 -4-9 33-2 —
85J123578 PetrovStPetersb’g 120 1 8/256 11/167 -31 2:4 }
86F1 Osaka BCSG Japan 40 2 8/325 6/231 0-0 32 t
86K Wisconsin U. 20 2 6/379 11/367 -2-3 4.2 !
87A ZIPP * t20 2 219/4301 2(160/2336) -27-8 799 +
87B SE Sweden BCG t??2 22 6/139 5/120 -01 2:6 }
87E1 Oita t20 2 3/214 7/252 -1.6 2:4 T
89J2 CRCRAMS Moscow 120 2 0/26 3/31 -04 0-2 L
90L Stockholm 7 post 40 2 1/27 1/1 }
91K SITAM-02 t20 2 18/447 27/351 =79 10-2 -
|
|
|
(a) subtotal * 2875/ 3336/ -376.2 12668 > 0-74 (se 0:02)
(5-4%ly) (7-1%ly) ! 2p < 0-00001
|
(b) Tamoxifen for average of 3 or more (mean: 5) years 1
|
|
76G239ab Stockholm B post t40 2or5 220/8062 286/6829 -52.5 113-1 {
78D1234 Scottish 20 50r10+ 95/2644 127/1834 -33.2 46-3 ﬂ—‘r
78F CRFB Caen C5post 40 3 28/407  37/297 -82 130 .-
80H2 Marseille post 130 3 12/105  9/108 16 38 !
82%1 NSABPB-14 N-ER+ 20 50r10 350/15158 547/13558 -117-9 215.8 l
|
82M Osaka t20 5 5/160 4/134 11 13 }
83B GROCTA | Italy ER+ 130 5 99/1465 115/1029 -23-6 472 —
86M2 CRFB Caen 002 30 5 24/1298  44/1035 -15-5 15-5 —.
86P2 FASG GFEA 02 130 3 83/1644 126/1158 -36-1 465 ——
89B2 SWOG 8897 t20 5 111/5060 157/4799 -26-5 64-6
89F ECOG EST5188 t20 5 118/2836 155/2569 -24-8 64-2
91H NSABP B-23ER- 120 5 1/17 0/15 }
|
|
. (b) subtotal 1146/ 1607/ -335.5 631.2 < 0-59 (se 0:03)
38856 33365 : reduction
(2-9%ly) (4-8%ly) 1 2p < 0-00001
|
|
1
|
Total (a + b) * 4021/ 4943/ _711.7 1898.0 $ 0-687 (se 0-:019)
91880 80517 I reduction
(4-4%ly) (6-1%ly) 1 2p < 0-00001
|
- 99% or = 95% confidence intervals L L ; L )
0 0-5 1.0 15 2:0

Difference between

treatment effects in 2 subtotals: xi =23-2; 2p < 0-00001

Heterogeneity within subtotals: xéo =59.5; p>0-1; NS

Heterogeneity between 52 trials: xél =827; p=0-003

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p < 0-00001

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.

t Tamoxifen plus chemotherapy versus same chemotherapy alone
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Year code
and study name

Tamoxifen

dose (mg/d)
& duration (y)

Deaths/Women

Tamoxifen deaths

Allocated Adjusted Logrank Variance
tamoxifen control

O-E ofO-E

Ratio of annual death rates

Tamoxifen : Control

(a) Tamoxifen for average of up to 2 (mean: 1-7) years

723
74G2
76G1458
77C
77TH
77K

78A2
78B1
78C

78H

78J

78M
78S12345
78V
78Y1
79B1
79D1+2
80E

80J

80P

80S

81A

81B
82B1
82H
821123456

82N
82R1+3
83F1+2
84A1+5
84Q4
84S1
84U

85G
85Hsdfhkng
85J123578
86F1
86K

87A

87B
87E1
89J2

90L

91K

Copenhagen 30
Case Western A 40
Stockholm B post t40
DanishBCG 77c post 30
NATO 20
NSABP B-09 t20
S Swedish BCG post 30
Toronto—-Edmo. post 30
GUN Naples 130
Innsbruck ER+ 20

ECOG EST1178 post 20
NCCTG/Mayo Clinic 120
NKCC Japan 120
ECOG 5177/6177 t20
Ghent Univ. N-post 20
SWOG7827ApoER+ 120
GABG/HD Germany 130
Toulouse 30
Vienna Gyn. post t20
GABG 2 Germanypost 30
Helsinki 140
Montpellier post 30

IBBordeaux N+ER+ 130
DanishBCG 82b pre 130
NBCG la ER+ 20
ACETBC-1 t20
Kumamoto 120
Amsterdam C8209 * 30
Oita 120
GBSG 02 Germany 130
Austrian BCSG 4 20
Kawasaki 2 t20
SE Sweden BCG 40
S Swedish BCG 20
ACETBC-2 30
PetrovStPetersb’g 120
Osaka BCSG Japan 40
Wisconsin U. 20
ZIPP * 20
SE Sweden BCG 22
Oita t20
CRCRAMS Moscow 120
Stockholm 7 post 40
SITAM-02 t20

. (a) subtotal *

(b) Tamoxifen for average of 3 or more (mean: 5) years

?

NNNNINNNERENNNENNNEN RPNENNNNENNEPENERENERENERENNE DNENEREN

48/77
28/61
63/156
134/223
110/214
253/460

60/124
60/108
44/100
28/128
54/76
89/168
28/286
100/165
0/0
155/308
84/170
14/37
13/40
41/257
12/32
724
51/150
64/112
60/188
174/1204

5/40
128/532
5/26
50/124
31/73
0/5
9/32
30/94
61/220
6/26
3/62
1/46
108/900
6/19
0/54
0/10
1/4
11/91

2229/
7226
(30-8%)

56/78
39/67
74/150
162/235
1471247
280/467

60/101
75/113
47/118
43/106
60/75
101/177
30/223
98/170
1/4
157/310
88/162
5/31
12/32
43/246
16/30
11/21
54/151
73/120
68/178
220/1154

5/50
2(65/242)
2/19
68/135
33/73
0/5
13/33
39/102
50/193
10/21
1/47
8/46
2(75/485)
4/16
1/61
2/10
11
12/78

2549/
7110
(35:9%)

1

1

|

|
.1
-
Ll
'

[

76G239ab

78D1234
78F
80H2
82%:1

82M
83B
86M2
86P2
89B2
89F
91H

Stockholm B post t40 2or5
Scottish 20 5or 10+
CRFB Caen C5 post 40 3
Marseille post 130 3
NSABPB-14 N-ER+ 20 5or 10
Osaka t20 5
GROCTA | Italy ER+ 130 5
CRFB Caen 002 30 5
FASG GFEA 02 130 3
SWOG 8897 t20 5
ECOG EST5188 t20 5
NSABP B-23ER- f20 5

. (b) subtotal

Total (a + b) *

185/736

87/256
26/43
9/25
211/1431

3/17
83/170
19/129
53/240
53/692
82/461

1/5

812/
4205

(19-3%) (27-1%)

3041/
11431

(26-6%) (32:-6%)

- 99% or == 95% confidence intervals

Difference between )
treatment effects in 2 subtotals: X, = 14:5; 2p = 0:0001

2271708

109/232
34/47
4/23
334/1445

1/14
98/166
37/117
91/218
84/695
92/438

0/3

1111/
4106

3660/
11216

-80 234
-57 152
-44 273 =
-134 628 —
-162 558 —.—
-11.0 1234 ——
-137 243 —
-52 304 i
-22 161 Lm
-108 150 —.
-111 241 L
-4.8 426 — .
-49 135 -—
1.0 447 ;
09 715 J_:i‘
-81 352 — =
17 27 :
-11 56 :
-54 199 »
-28 64 :
-25 37 x
-30 247 .
-29 310 —n
-90 285 -
-301 915 S —
-03 22 x
-43 384 —
20 08 ,
-69 256 "
-18 148 .
-05 50 }
-32 157 -
-08 222 Lo
-30 20 x
07 09 x
-2:9 2.0 }
-73 406 [
07 24 ;
-05 02 :
-04 02 :
-30 48 :
|
-204-4 1016-8 < 0-82 §SE 0-03)
! uction
! 2p < 0-00001
|
l
-292 916 S —
-203 421 .
-47 126 -—
27 25 :
-56:5 132:0 B
05 06 }
-183 415 - —
-132 127 @ —a— !
-250 334 — .
-147 333 —a——
-68 419 —
|
|
|
-185-4 4442 < | 0:66 (se 0-04)
} reduction
! 2p < 0-00001
1
|
-389.8 1461-0 $ 0-766 (se 0-023)
! reduction
! 2p < 0:00001
|
0 0-5 1.0 1.5 2.0

Heterogeneity within subtotals: Xéo =59.5; p>01; NS

Heterogeneity between 52 trials: Xél

=74.0; p=002

Tamoxifen better ‘ Tamoxifen worse

Treatment effect 2p < 0-00001

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
1t Tamoxifen plus chemotherapy versus same chemotherapy alone
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Deaths/Women  Tamoxifen deaths

Tamoxifen .
Year code dose (mg/d) Allocated Adjusted Logrank Variance Ratio of a_mnual death rates
and study name & duration (y)  tamoxifen control O-E of O-E Tamoxifen : Control
(a) Tamoxifen for average of up to 2 (mean: 1-7) years 1
|
I
72J Copenhagen 30 2 48/77 56/78 -8:0 23-4 PR —
74G2 Case Western A t40 1 35/61 44/67 -5.3 179 -
76Gu1458 Stockholm B post t40 2 107/156 96/150 1.0 41-0 . )
77C DanishBCG 77c post 30 1 185/223  198/235 -10-3 825 —
77H NATO 20 2 155/214  186/247 -12.8 755 i —
77K NSABP B-09 t20 2 293/460 311/467 -8:3 1407 !
78A2 S Swedish BCG post 30 1 82/124 76/101 -14.9 329 l
78B1 Toronto—Edmo. post 30 2 73/108 78/113 -0-6 34-3 +
78C GUN Naples t30 2 49/100 55/118 -5-3 18-3 -
78H Innsbruck ER+ 20 1 29/128 48/106 -13-0 16-5 —a—
78) ECOG EST1178 post 20 2 64/76 68/75 -12.7 278 —a——
78M NCCTG/Mayo Clinic 120 1 96/168 109/177 -5.4 463 —
78S12345 NKCC Japan 20 2 32/286 34/223 -5.8 15-4 -
78V ECOG 5177/6177 t20 1 102/165 101/170 09 45.9 }
78Y1 Ghent Univ. N-post 20 2 0/0 1/4 I
79B1 SWOG7827ApoER+ 120 1 190/308 188/310 21 876 !
79D1+2 GABG/HD Germany 130 2 84/170  88/162 -81 352 -
80E Toulouse 30 2 17137 6/31 25 36 :
80J Vienna Gyn. post t20 1 14/40 12/32 -09 58 T
80P GABG 2 Germanypost 30 2 41/257 43/246 =54 199 5
80S Helsinki t40 2 14/32 19/30 -2:6 72 l
81A Montpellier post 30 2 724 11/21 -25 3.7
81B IBBordeaux N+ER+ 130 2 57/150 61/151 -4.0 278 .
82B1 DanishBCG 82b pre 130 1 66/112 76/120 -3:5 322 —i
82H NBCG la ER+ 20 2 66/188 72/178 -8-8 308 —.—
82L123456 ACETBC-1 t20 lor2 214/1204 253/1154 -28-7 1086 +
82N Kumamoto t20 2 5/40 5/50 -0-3 2:2 ‘
82R1+3 Amsterdam C8209* 30 lor3 188/532 2(97/242) -10-4 56-6 —B——
83F1+2 Oita t20 2 8/26 2/19 2:8 13 }
84A1+5 GBSG 02 Germany 130 2 53/124 72/135 -7-8 27-1 ——
84Q4 Austrian BCSG 4 20 2 31/73 33/73 -1.8 14-8 L
84S1 Kawasaki 2 t20 1 0/5 0/5 \
84U SE Sweden BCG 40 2 9/32 13/33 -0-5 5.0 !
85G S Swedish BCG 20 2 32/94 41/102 -2-8 16-4 -
85Hsdfhkng ACETBC-2 t30 2 67/220 53/193 1.2 238 T L
85J123578 PetrovStPetersb'g 120 1 7126 11/21 -32 24 L
86F1 Osaka BCSG Japan 40 2 3/62 1/47 0.7 09 }
86K Wisconsin U. 20 2 2/46 8/46 -2:4 2:2 +
87A ZIPP * t20 2 109/900 2(76/485) -7-6 41.0 —,—
87B SE Sweden BCG T2? ?? 6/19 4/16 0.7 2:4 T
87E1 Oita t20 2 1/54 2/61 -0-6 0.7 L
89J2 CRCRAMS Moscow 120 2 0/10 2/10 -0-4 0-2 }
90L Stockholm 7 post 40 2 1/4 1/1 I
91K SITAM-02 t20 2 11/91 12/78 -3-0 4.8 }
|
I
(a) subtotal * 2653/ 2896/ -195.6 1182.6 < 0-85 (se 0:03)
7226 7110 : reduction
(36:7%) (40-7%) ! 2p < 0-00001
I
(b) Tamoxifen for average of 3 or more (mean: 5) years |
I
I
76G239ab Stockholm B post t40 2or5 274/736  312/708  -34-4 1331 {
78D1234 Scottish 20 50r10+ 139/256 141/232 -18-2 60-7 ——
78F CRFB Caen C5post 40 3 27143 35/47 -4.7 131 -
80H2 Marseille post t30 3 9/25 4/23 2.7 25 L
82%1 NSABPB-14 N-ER+ 20 50r10 363/1431 450/1445 -46-4 1978 .
82M Osaka t20 5 3/17 1/14 0-5 0-6 '
83B GROCTA | ltaly ER+ 130 5 84/170 98/166 -17-7 41.7 —a——
86M2 CRFB Caen 002 30 5 20/129 39/117 -13.9 13-4 —.
86P2 FASG GFEA 02 t30 3 62/240 96/218 -24.0 36-8 —a—
89B2 SWOG 8897 t20 5 70/692 109/695 -20-4 43.6 —
89F ECOG EST5188 t20 5 91/461 98/438 -5.7 45.6 R I
91H NSABP B-23ER- 120 5 1/5 0/3 }
I
I
. (b) subtotal 1143/ 1383/ _182.3 588.9 <! 0-73 (se 0-04)
4205 4106 ! reduction
(27-2%) (33-7%) 1 2p < 0-00001
I
I
l
I
Total (a + b) * 3796/ 4279/ _377.9 17715 $ 0-808 (se 0-:021)
11431 11216 | reduction
(33:2%) (38:2%) 1 2p < 0-00001
I
- 99% or === 95% confidence intervals L L ‘ L )
0 05 1.0 15 2:0

Difference between )
treatment effects in 2 subtotals: X, = 8:2; 2p =0:004

Heterogeneity within subtotals: xéo =66-8; p=0-06
Heterogeneity between 52 trials: xél =75.0; p=0-02

Tamoxifen better ‘ Tamoxifen worse
Treatment effect 2p < 0-00001

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

T Tamoxifen plus chemotherapy versus same chemotherapy alone
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Events/woman-years ‘Longer’ events

Year code Duration Allocated Allocated Logrank Variance
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E

Ratio of annual event rates

‘Longer’ : ‘Shorter’

(a) 2 -4 yearsvs.1-2years \
82R2+4 Amsterdam C8209  3vs.1 142/3161 181/3205 -17-3 739 —
87E2 Oita 3vs. 2 9/86 5/106 1.9 2.7 :
88S Barcelona Spain 4vs. 2 40/461 53/379 -11.0 20-6 ——
89P DanishBCG 89c post 2vs. 1 361/3955 366/3998 -0-2 1642 :_._
B @ subtotal 552/ 605/ _pg.6 2613 <= 0-90 (se 0-06)
7663 7688 : reduction
(7-2%ly) (7-9%ly) ! 2p =0-10
(b) 5 years vs. 1 - 2 years :
79T(.) Swedish BCCG 5vs. 2 620/13637 765/13492 -62.7 3023
82D2+3 ECOG 4181/5181 5vs. 1 283/4638 322/4212 -281 1366
85D West Midlands ~5vs. 2 131/2275 144/2042 -13-2 614 — .
86C1 CRC, UK 5vs. 2 420/9341 503/8994 -46.6 217-7 -
86M1 CRFB Caen 001 ~8vs. 2 423/11877 513/11167 -55.4 223.1 _._
89A1+3 SITAM-01 5vs. 2 206/4700 218/4758  -52 998 — B
91D1 aTTom, U.K. 5vs. 2 -/1891  -/1812 blind  46-0 !
95B1 ATLAS ~5vs. 2 -/2840  —/2826 blind  85-2 :
(b) subtotal 2355/ 2754/ _21.8 11720 < 0-83 (se 0-03)
51199 49303 | reduction
(4-6%ly) (5-6%ly) | 2p < 0-00001
(c) =10 years vs. 5* years E
78Ds+6+7 Scottish ~10vs. 5 50/1294  38/1320 46 194 E =
82%2 NSABP B-14 ~10vs. 5 78/3942  63/3937 73 346 ; =
82D4+5s ECOG 4181/5181 ~10vs. 5 19/753  32/664 -82 113 - '
91D2 aTTom, UK. ~10vs.=5*  —/1320  -/1237  blnd 206 !
95B2 ATLAS ~10vs.=5*  -/3812  —/3731 blind 652 E
B () subtotal 316/ 320/ _47 1511 == 0-97 (se 0-08)
11121 10889 I reduction
(2-8%ly) (2:9%ly) : 2p>0:1; NS
Total (a + b +c) 3223/ 3679/ _253.0 15845 $ 0-852 (se 0:023)
69983 67880 1 reduction
(4-6%ly) (5-4%ly) 2p < 0-00001
- 99% or === 95% confidence intervals L L : L )
Heterogeneity between 3 subtotals: X§ =4.4;p>01;NS 0 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: Xi4 =24.9; p=0-04
Heterogeneity between 17 trials: Xie =29-3; p=0:02

* More than 4 years of tamoxifen at randomisation.

Treatment effect 2p < 0-00001

16:00:06 28 April 2003
Not for publication or citation



Deaths/Women ‘Longer’ deaths

Year code Duration  Allocated Allocated Logrank Variance Ratio of annual death rates
and study name (years) ‘Longer’ ‘Shorterr O-E of O-E ‘Longer’ : ‘Shorter’
(a) 2 -4 yearsvs. 1-2years E
82R2+4 Amsterdam C8209 3vs. 1 105/486  129/505 -10.5 534 ——
87E2 Oita 3vs. 2 6/55 2/55 2.2 14 :
88S Barcelona Spain 4vs. 2 25/144 28/140 -2.7 12.2 -—
89P DanishBCG 89c post 2vs. 1 259/886  255/908 4.2 1185 +
B (@ subtotal 395/ 414/  _gg 1855 === 0-96 (se 0-07)
1571 1608 : reduction
(25:1%) (25-7%) X 2p>0-1; NS
(b) 5 years vs. 1 — 2 years E
79T(..) Swedish BCCG 5vs. 2 521/2145 631/2257 -481 2619 _.7:_
82D2+3 ECOG 4181/5181 5vs. 1 244/558  265/559 -12-1 1174 _-__
85D West Midlands =5vs. 2 95/355 100/352 -6-8 44.5 —a—
86C1 CRC, UK 5vs. 2 294/1949 322/1939 -14.8 1456 _-__
86M1 CRFB Caen 001 =8 vs. 2 266/1896 288/1861 -95 133.0 _.._
89A1+3 SITAM-01 5vs. 2 138/967 115/988 131 60-7 : B
91D1 aTTom, U.K. 5vs.2 =772 -/749 blind 300 '
95B1 ATLAS =5vs. 2 -/1165 -/1167 blind 40-8 !
(b) subtotal 1705/ 1873/  _g0.4 8339 < 0-91 (se 0-03)
9807 9872 : re uction
(17-4%) (19:0%) ! 2p =0-005
(c) =10 years vs. 5* years |
78Ds+6+7 Scottish =10vs.5 41/173 27/169 71 151 ' -
82%2 NSABP B-14 =10vs. 5 29/593 20/579 4.3 12.0 : =
82D4+5 ECOG 4181/5181 =10vs. 5 14/100 20/94 -3-3 7-8 :
91D2 aTTom, U.K. =10 vs. =5* /1324 -/1343 blind 9-3 :
95B2 ATLAS =10 vs. =5* —-/2411 -/2403 blind 18-0 X
B (c) subtotal 133/ 132/ 07 622 —a— 0-99 (se 0-13)
4601 4588 I reduction
(2:9%) (2:9%) ! 2p >0-1; NS
Total (a + b + c) 2233/ 2419/  _g7.9 10816 <+ 0-922 (se 0-029)
15979 16068 1 reduction
(14-0%) (15-1%) | 2p = 0.008
- 99% or == 95% confidence intervals L L ' L 4
Heterogeneity between 3 subtotals: X§ =09;p>01;NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: Xi4 =25.1; p=0-03 ‘Longer” better ‘ ‘Shorter” better

Heterogeneity between 17 trials: Xis =26.0; p = 0-05 Treatment effect 2p = 0-008

* More than 4 years of tamoxifen at randomisation.

16:00:34 28 April 2003
Not for publication or citation



Deaths/Women ‘Longer’ deaths

Year code Duration  Allocated Allocated Logrank Variance Ratio of annual death rates
and study name (years) ‘Longer’ ‘Shorterr O-E of O-E ‘Longer’ : ‘Shorter’
(a) 2 -4 yearsvs.1-2years X
82R2+4 Amsterdam C8209  3vs. 1 154/486  175/505 -87 763 —
87E2 Oita 3vs. 2 6/55 2/55 22 1.4 !
88S Barcelona Spain 4vs. 2 28/144 31/140 -3:0 13.7 -
89P DanishBCG 89c post 2vs. 1 276/886  279/908 09 1282 _:._
B @ subtotal 464/ 487/  _8.7 2196 = 0-96 (se 0-07)
1571 1608 ; reduction
(29:5%) (30-3%) . 2p > 0-1; NS
(b) 5 years vs. 1 - 2 years !
79T(.) Swedish BCCG 5vs. 2 697/2145 836/2257 -64.2 354.2 I
82D2+3 ECOG 4181/5181 5vs. 1 275/558  284/559 -77 1296 _-_
85D West Midlands =5vs. 2 123/355  124/352 -5.7 57-1 —B—
86C1 CRC, UK 5vs. 2 354/1949 378/1939 -13.7 1744 _._
86M1 CRFB Caen 001 ~8vs. 2 375/1896 387/1861  -8.2 184-2 _._
89A1+3 SITAM-01 5vs. 2 159/967  144/988 93 732 —
91D1 aTTom, UK. 5vs. 2 -1772 -I749 blind 463 \
95B1 ATLAS ~5vs. 2 -/1165  -/1167 blind  50-7 !
(b) subtotal 2191/ 2351/ _gg.2 1069-4 < 0-92 (se 0-03)
9807 9872 ! reduction
(22:3%) (23:8%) | 2p = 0-008
(c) =10 years vs. 5* years !
78Ds+6+7 Scottish ~10vs. 5 73/173  59/169 74 299 : ]
82%2 NSABP B-14 ~10vs. 5 58/593  40/579 94 241 ! »
82Da+5 ECOG 4181/5181 ~10vs. 5 22/100 23/94 -15 101 -
91D2 aTTom, U.K. =10 vs. =5* -/1324 -/1343 blind 199 !
95B2 ATLAS =10vs.=5*  —[2411  -/2403 blind  32:1 E
B (c) subtotal 259/ 232/ 12.4 1160 +——1-11 (se 0-10)
(5:6%) (51%) ! 2p>0-1; NS
Total (a + b +c) 2914/ 3070/  _gp.5 14051 <+ 0-943 (se 0-026)
15979 16068 1 reduction
(18-:2%) (19:1%) | 2p = 0-03
- 99% or == 95% confidence intervals L L ' L 4
Heterogeneity between 3 subtotals: x; =38;p>0-1; NS 0 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: Xi4 =184; p>0-1; NS

Heterogeneity between 17 trials: Xis =222;p>01;NS Treatment effect 2p = 0-03

* More than 4 years of tamoxifen at randomisation.

16:02:09 28 April 2003
Not for publication or citation



Deaths/woman-years ‘Longer’ deaths

Ratio of annual death rates

Year code Duration Allocated Allocated Logrank Variance - < !
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E Longer’ : ‘Shorter
(8) 2 -4 yearsvs.1-2years
82R2+4 Amsterdam C8209 3vs. 1 0/3160 0/3205
87E2 Oita 3vs. 2 0/86 0/106
88S Barcelona Spain 4vs. 2 1/461 0/379 0-5 0-3
89P DanishBCG 89c post 2vs. 1 0/3955 0/3998
(a) subtotal 1 0/ 05 03
7662 7688 6-82 (SE 6-06)
(0-0%l/y) (0-0%/y) increase
2p>0-1; NS
(b) 5 years vs. 1 - 2 years
79T(.) Swedish BCCG 5vs. 2 3/15376  3/15134 06 13
82D2+3 ECOG 4181/5181 S5vs. 1 0/4638 0/4212
85D West Midlands =5vs. 2 0/2275 0/2042
86C1 CRC, UK 5vs. 2 0/9341 0/8994
86M1 CRFB Caen 001 =8 vs. 2 0/11877  0/11167
89A1+3 SITAM-01 5vs. 2 1/4700 0/4758 0-5 0-3
91D1 aTTom, U.K. 5vs. 2 2/1891 1/1812 06 0.7
95B1 ATLAS =5vs. 2 -/2836 -12824 blind 0-3
. (b) subtotal 6/ S/ 12 25 .
52934 50943 1-65 (se 0-82)
(0-0%ly) (0-0%ly) increase
2p>0-1; NS
(c) =10 years vs. 5* years
78Ds+6+7 Scottish =10vs. 5 2/1418 0/1510 11 0-5
82%2 NSABP B-14 =10vs. 5 1/3942 0/3937 0-5 0-3
82D4+5 ECOG 4181/5181 =10vs. 5 0/753 0/664
91D2 aTTom, U.K. =10 vs. =b* 1/1320 0/1237 05 0-3
95B2 ATLAS =10 vs. =5* —-/3808 -13732 blind 0-3
(c) subtotal 5/ o/ 25 1.3
11241 11080 7-51 (sE 2-89)
(0-0%ly) (0-0%ly) increase
2p = 0.02
. Total(a+b+c) 12/ 5/ 4.2 4.0
710837 690711 2-894 (SE 0892)
(0-0%ly) (0-0%ly) increase
2p = 0-03
- 99% or === 95% confidence intervals L L )
05 1.0 1.5 2:0

Heterogeneity between 3 subtotals: X; =21;p>01;NS
Heterogeneity within subtotals: X: =2.0;p>01; NS
Heterogeneity between 9 trials: X; =41;p>01; NS

* More than 4 years of tamoxifen at randomisation.

‘Longer’ better ‘Shorter’ better

Treatment effect 2p = 0-03, adverse

15:00:08 16 February 2005
Not for publication or citation



Deaths/woman-years ‘Longer’ deaths

Year code Duration Allocated Allocated Logrank Variance Ratio of annual death rates
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E ‘Longer’ : ‘Shorter’
(8) 2 -4 yearsvs.1-2years
82R2+4 Amsterdam C8209 3vs. 1 3/3160  1/3205 1.0 1.0
87E2 Oita 3vs. 2 0/86 0/106
88S Barcelona Spain 4vs. 2 1/461 0/379 0-4 0-2
89P DanishBCG 89c post 2 vs. 1 1/3955  3/3998 -0-9 1.0
. (a) subtotal 5/ 4l 05 22 .
7662 7688 1-23 (se 0-74)
(0-1%ly) (0-1%ly) increase
2p>0-1; NS
(b) 5 yearsvs. 1 - 2 years
79T(.) Swedish BCCG 5vs. 2 23/15376 26/15134  -1.4 117 »
82D2+3 ECOG 4181/5181 5vs. 1 0/4638  0/4212
85D West Midlands =5vs. 2 0/2275 0/2042
86C1 CRC, UK 5vs. 2 0/9341  0/8994
86M1 CRFB Caen 001 ~8vs. 2 0/11877 0/11167
89A1+3 SITAM-01 5vs. 2 3/4700  4/4758 -05 18
91D1 aTTom, U.K. 5vs. 2 4/1891  6/1812 -1.0 2.5
95B1 ATLAS =5 vs. 2 -/2836  —/2824 blind 05
= (b) subtotal 31/ 37/ -3.0 165 ———— 0-83 (se 0-23)
52934 50943 re uction
(0-1%ly) (0-1%ly) 2p >0:1; NS
(c) =10 years vs. 5* years
78Ds+6+7 Scottish =10vs. 5 6/1418 7/1510 -0-2 3.2
82%2 NSABP B-14 =10vs. 5 4/3942  1/3937 18 12
82D4+5 ECOG 4181/5181 =10vs. 5 0/753 0/664
91D2 aTTom, UK. ~10vs. =5*  3/1320  3/1237 03 12
95B2 ATLAS =10vs. =5*  —/3808  —/3732 blind 3.0
« (c) subtotal 20/ 16/ 30 87 :
11241 11080 1-41 (SE 0.41)
(0-2%ly) (0-1%ly) increase
2p>0-1; NS
m Total (@a+b+c) 56/ 57/ 05 274 ———1.017 (se 0:193)
71837 69711 increase
(0-1%ly) (0-1%ly) 2p>0-1; NS
- 99% or == 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: x; =1.6;p>01;NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: X; =4.8;p>01; NS ‘Longer’ better ‘ ‘Shorter’ better
Heterogeneity between 11 trials: Xio =65; p>01; NS Treatment effect 2p > 0-1; NS, adverse

* More than 4 years of tamoxifen at randomisation.

15:00:32 16 February 2005
Not for publication or citation



Deaths/woman-years ‘Longer’ deaths

Year code Duration Allocated Allocated Logrank Variance Ratio of annual death rates
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E ‘Longer’ : ‘Shorter’
(8) 2 -4 yearsvs.1-2years
82R2+4 Amsterdam C8209 3vs. 1 24/3160 13/3205 53 9.0 -
87E2 Oita 3vs. 2 0/86 0/106
88S Barcelona Spain 4vs. 2 2/461 0/379 09 05
89P DanishBCG 89c post 2 vs. 1 9/3956  5/3998 16 32
= (a) subtotal 35/ 18/ 7.7 128 i
7663 7688 1-83 (SE 0.38)
(0:5%ly) (0-2%ly) increase
2p =0-03
(b) 5 yearsvs. 1 -2 years
79T(.) Swedish BCCG 5vs. 2 88/15376 105/15134 -8:8  46.9 S
82D2+3 ECOG 4181/5181 5vs. 1 0/4638  0/4212
85D West Midlands =5vs. 2 0/2275 0/2042
86C1 CRC, UK 5vs. 2 0/9341  0/8994
86M1 CRFB Caen 001 ~8vs. 2 0/11877  1/11167 -05 03
89A1+3 SITAM-01 5vs. 2 7/4700  11/4758 -1.9 4.5
91D1 aTTom, UK. 5vs. 2 19/1891  10/1812 4.2 71
95B1 ATLAS =5 vs. 2 -/2836  —/2824 blind 4.0
B (b) subtotal 121/~ 136/  -g.1 628 ——— 0:88 (se 0:12)
52934 50943 reduction
(0-2%ly) (0-3%ly) 2p>0-1; NS
(c) =10 years vs. 5* years
78Ds+6+7 Scottish ~10vs.5 14/1418 17/1510 -1.2 75
82%2 NSABP B-14 ~10vs. 5 11/3942  4/3937 38 37
82D4+5 ECOG 4181/5181 ~10vs. 5 0/753 0/664
91D2 aTTom, U.K. ~10vs. ~5*  11/1320 11/1237 -0-4 5.0
95B2 ATLAS ~10vs.~5*  -/3808 /3732 blind 8.9
m (c) subtotal 60/ 44/ 81 252 — .
11241 11080 1-38 (SE 0.24)
(0-5%ly) (0-4%ly) increase
2p>0-1; NS
B Total (a+b+c) 216/ 198/ 7-8 1007 ——1-080 (se 0-104)
(0-3%ly) (0-3%ly) 2p >0-1; NS
- 99% or == 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: x; =78; p=002 0 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: XS =11.5; p>0-1; NS

Heterogeneity between 12 trials: Xil =19.2: p=0-06 Treatment effect 2p > 0-1; NS, adverse

* More than 4 years of tamoxifen at randomisation.

15:00:54 16 February 2005
Not for publication or citation



Events/woman-years ‘Longer’ events

Year code Duration Allocated Allocated Logrank Variance

and study name (years) ‘Longer’ ‘Shorter’ O-E

of O-E

Ratio of annual event rates
‘Longer’ : ‘Shorter’

(a) 2 -4 yearsvs. 1-2years

82R2+4 Amsterdam C8209 3vs. 1 28/537 34/397 -5-5

87E2 Oita 3vs.2 5/31 0/17 14

88S Barcelona Spain 4vs. 2 1/30 3/34 -0-8

89P DanishBCG 89c post 2vs. 1 4/9 5/32 1.0

= (a) subtotal 38/ 42/ -4.0
607 480

(6-3%ly) (8-8%ly)

(b) 5 yearsvs. 1 -2 years

79T(..) Swedish BCCG 5vs. 2 105/1933 117/1996 09
82D2+3 ECOG 4181/5181 5vs. 1 97/1396 120/1281 -12-3
86C1 CRC, UK 5vs. 2 4/81 0/44 11
86M1 CRFB Caen 001 =8 vs. 2 21/661 32/540 -6-8
89A1+3 SITAM-01 5vs. 2 37/886 47/842 -6-7
91D1 aTTom, U.K. 5vs. 2 -116 -/13 blind
95B1 ATLAS =5vs. 2 —/455 -/415 blind
B (b) subtotal 292/ 342/ _pa0
5428 5131

(5-4%ly) (6:7%ly)

(c) =10 years vs. 5* years

78Ds+6+7 Scottish =10vs. 5 13/272 2/205 39

82%2 NSABP B-14 =10vs. 5 o/7 0/17
82D4+5 ECOG 4181/5181 =10vs. 5 5/202 4/224 0-2
91D2 aTTom, U.K. =10 vs. =b* -/46 —-/42 blind
95B2 ATLAS =10 vs. =b* —-/555 -/470 blind
= (c) subtotal 33/ 16/ 5.8

1082 958
(3-0%ly) (1-7%ly)

B Totala+b+c) 363/ 400/ _ppq

7117 6569
(5-1%ly) (6-1%ly)

- 99% or === 95% confidence intervals
Heterogeneity between 3 subtotals: X§ =5.3; p=0:07

13-2 -
09
09
14
16-4 —— 079 (se 0:22)
reduction
2p>0-1; NS
44.7 »
474 [
05
12.5 -
19-8 =
02
11-8
136-8 == 0-84 (se 0-08)
reduction
2p =0-04
2.9
19
0-2
5.9
109 I
1-70 (se 0-40)
increase
2p = 0-08
1641 = 0-874 (se 0-073)
reduction
2p =0:08
0 05 1.0 1.5 2.0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: Xiz =157;p>01;NS

Heterogeneity between 15 trials: Xi4 =21.0; p>01; NS

* More than 4 years of tamoxifen at randomisation.

Treatment effect 2p = 0-08

11:21:23 7 May 2003
Not for publication or citation



Deaths/Women ‘Longer’ deaths

Ratio of annual death rates

Year code Duration Allocated Allocated Logrank Variance - < !
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E Longer’ : Shorter
(a) 2 -4 yearsvs.1-2years
82R2+4 Amsterdam C8209 3vs. 1 25/87 29/79 -4.2 116 =
87E2 Oita 3vs. 2 3124 0/12 0-7 0-4
88S Barcelona Spain 4vs. 2 1/10 2112 -0-2 0.7
89P DanishBCG 89c post 2vs. 1 4/6 3/8 15 14
= (a) subtotal 33/ 34/ -2.3 141 —————— 085 (se 0-25)
127 111 reduction
(26:0%) (30-6%) 2p >0:1; NS
(b) 5 yearsvs. 1 -2 years
79T(.) Swedish BCCG 5vs. 2 93/295  107/325 00 426 »
82D2+3 ECOG 4181/5181 5vs. 1 88/186  107/194 -8.0 438 — .
86C1 CRC, UK 5vs. 2 3/16 0/9 0-5 0-2
86M1 CRFB Caen 001 ~8vs. 2 18/102 24/94 -3.0 102 .
89A1+3 SITAM-01 5vs. 2 25/186  24/188 01 118
91D1 aTTom, U.K. 5vs. 2 -/8 -/5
95B1 ATLAS =5vs. 2 -/194 -/176 blind 67
B (b) subtotal 240/ 278/ -13.0 1154 — 0-89 (se 0-09)
987 991 reduction
(24-3%) (28:1%) 2p > 0-1; NS
(c) =10 years vs. 5* years
78Ds+6+7 Scottish ~10vs. 5 8/36 2124 2:3 2:2
82%2 NSABP B-14 ~10vs. 5 0/1 0/3
82Da+s ECOG 4181/5181 ~10vs. 5 5/28 2/28 11 1.4
91D2 aTTom, U.K. =10 vs. =5* -/39 -/31
95B2 ATLAS ~10 vs. =5* -/335 -/304 blind 2:2
. (c) subtotal 18/ 8/ 33 58 .
439 390 1-77 (SE 0-56)
(4-1%) (2:1%) increase
2p>0-1; NS
B Total @+ b+c) 291/ 320/ -11.9 135.3 === 0-916 (se 0-082)

1553 1492
(18-7%) (21-4%)

- 99% or === 95% confidence intervals
Heterogeneity between 3 subtotals: X; =26;p>01;NS

Heterogeneity within subtotals: Xio =83;p>01;NS

Heterogeneity between 13 trials: Xiz =109; p>0-1; NS
* More than 4 years of tamoxifen at randomisation.

reduction
2p >0-1; NS
05 1.0 15 2.0
‘Longer’ better ‘Shorter’ better

Treatment effect 2p > 0-1; NS

11:21:41 7 May 2003
Not for publication or citation



Deaths/Women ‘Longer’ deaths

Year code Duration  Allocated Allocated Logrank Variance Ratio of annual death rates
and study name (years) ‘Longer’ ‘Shorterr O-E of O-E ‘Longer’ : ‘Shorter’
(a) 2 -4 yearsvs.1-2years
82R2+4 Amsterdam C8209 3vs. 1 38/87 38/79 -34 16-7
87E2 Oita 3vs. 2 3/24 0/12 0-7 0-4
88S Barcelona Spain 4vs. 2 1/10 2/12 -0-2 0.7
89P DanishBCG 89c post 2vs. 1 5/6 4/8 1.3 15
= (a) subtotal 47 44/ -1.6 194 ——+—0-92 (se 0-22)
127 111 reduction
(37:0%) (39:6%) 2p > 0-1; NS
(b) 5yearsvs. 1 -2 years
79T(.) Swedish BCCG 5vs. 2 114/295  142/325 -6-8  55.9 -
82D2+3 ECOG 4181/5181 5vs. 1 97/186  114/194 -75 478 SR —
86C1 CRC, UK 5vs. 2 3/16 1/9 01 05
86M1 CRFB Caen 001 ~8vs. 2 22/102 26194 -2.7 115 .
89A1+3 SITAM-01 5vs. 2 28/186  29/188 -1.0 138 -
91D1 aTTom, U.K. 5vs. 2 -/8 -/5
95B1 ATLAS ~5vs. 2 -/1194 -/176 blind 89
B (v) subtotal 282/ 332/ _20.5 1384 = 0-86 (se 0-08)
987 991 reduction
(28-6%) (33:5%) 2p = 0.08
(c) =10 years vs. 5* years
78Ds+6+7 Scottish ~10vs. 5 10/36 6/24 1.0 36
82%2 NSABP B-14 =10vs. 5 0/1 1/3 -0-3 0-2
82D4+5 ECOG 4181/5181 =10vs. 5 7128 3/28 18 21
91D2 aTTom, U.K. =10 vs. =b* -/39 -/31 blind 0-2
95B2 ATLAS =10 vs. =5* -/335 -/304 blind 2.9
« () subtotal 24/ 17/ 26 90 :
439 390 1-34 (se 0-39)
(5:5%) (4-4%) increase
2p >01; NS
Bl Totala+b+c) 353/ 393/  _-19.4 1668 —=r  0-890 (se 0-073)
1553 1492 reduction
(22:7%) (26-3%) 2p >0-1; NS
- 99% or == 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: Xi =17;p>01;NS 0 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: Xiz =5.0; p>0-1; NS

Heterogeneity between 15 trials: Xi4 =6.7;p>01; NS Treatment effect 2p > 0-1; NS

* More than 4 years of tamoxifen at randomisation.

11:22:12 7 May 2003
Not for publication or citation



Events/woman-years ‘Longer’ events

Year code Duration  Allocated Allocated Logrank Variance Ratio of annual event rates
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E ‘Longer’ : ‘Shorter’
(a) 2 -4 yearsvs.1-2years |
82R2+4 Amsterdam C8209  3vs.1 25/578  32/570 -3.4 128 -—
87E2 Oita 3vs. 2 0/9 1/11 X
88S Barcelona Spain 4vs. 2 18/195 24/160 -4.8 94 - :
89P DanishBCG 89c post 2vs. 1 41/493 44/523 -0-7 188 L
m (a) subtotal 84/ 101/ -89 410 _ 0-80 (se 0-14)
1275 1264 I reduction
(6-6%ly) (8-:0%ly) | 2p >0-1; NS
(b) 5 years vs. 1 - 2 years E
79T(.) Swedish BCCG 5vs. 2 144/2018 197/2225 -182  69-8 —.-E—-
85D West Midlands ~5vs. 2 88/1510  92/1237 -91 405 T
86C1 CRC, UK 5vs. 2 382/8329 455/8196 -385 1986 _._
86M1 CRFB Caen 001 ~8vs. 2 131/3531 149/3226 -133 665 —
89A1+3 SITAM-01 5vs. 2 66/1201  46/1284 126 261 ! =
91D1 aTTom, U.K. 5vs. 2 -/1832  -/1765 blind 456 !
95B1 ATLAS ~5vs. 2 -/1382  —/1453 blind  48-0 :
- (b) subtotal 994/ 1153/  _g0.9 495.0 . 0-85 (s 0-04)
19803 19386 : reduction
(5:0%ly) (5:9%ly) | 2p = 0-0003
(c) =10 years vs. 5* years E
78Ds+6+7 Scottish ~10vs. 5 20/472  17/537 2.8 86 E =
91D2 aTTom, U.K. ~10vs. ~5*  —/1125  -/1095 blind  18-4 !
95B2 ATLAS ~10vs.~5*  —/1652  -/1663 blind  28-2 E
B (c) subtotal 112/ 117/ -1.1 55.1 ———— 0-98 (se 0-:13)
3249 3295 ! reduction
(3-4%ly) (3-6%ly) ! 2p >0-1; NS
. Total (a + b + c) 1190/ 1371/  -90.8 591-1 <+ 0-858 (se 0-038)
24327 23945 [ reduction
(4-9%ly) (5-7%ly) 2p = 0-0002
- 99% or == 95% confidence intervals L L ' L 4
Heterogeneity between 3 subtotals: x; =1.2;p>0-1; NS 0 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: Xio =15-7; p>0-1; NS

Heterogeneity between 13 trials: Xiz =16.9; p>0-1; NS Treatment effect 2p = 0-0002

* More than 4 years of tamoxifen at randomisation.
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Deaths/Women ‘Longer’ deaths

Year code Duration  Allocated Allocated Logrank Variance Ratio of annual death rates
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E ‘Longer’ : ‘Shorter’
(a) 2 -4 yearsvs. 1-2years
82Rz+4 Amsterdam C8209  3vs. 1 18/91  23/100 -2.8 9.4 =
87E2 Oita 3vs. 2 0/2 0/6
88S Barcelona Spain 4vs. 2 11/62 15/56 -3:0 6:0
89P DanishBCG 89c post 2vs. 1 28/101 31/107 -1.2 12.9 -
m (a) subtotal 57/ 69/ -7.0 282 ————— 078 (se 0-17)
256 269 reduction
(22:3%) (25-7%) 2p >0-1; NS
(b) 5 years vs. 1 - 2 years
79T(.) Swedish BCCG 5vs. 2 116/527 163/576 -22:2 646 —
85D West Midlands ~5vs. 2 57/242  65/227 -79 282 =
86C1 CRC, UK 5vs. 2 27411776 292/1787  -7-8 1349 417
86M1 CRFB Caen 001 ~8vs. 2 79/572  79/554 -09 379
89A1+3 SITAM-01 5vs. 2 45251  25/250 112 168 -
91D1 aTTom, U.K. 5vs. 2 -1745 -1732 blind  29.7
95B1 ATLAS ~5vs. 2 -/556 -/599 blind  26-4
- (b) subtotal 687/ 745/  _28.7 338.4 - 0-92 (se 0-05)
4669 4725 re uction
(14:7%) (15-8%) 2p >0:1; NS
(c) =10 years vs. 5* years
78Ds+6+7 Scottish =10vs.5 17/65 10/69 4.5 6:0
91D2 aTTom, U.K. ~10vs.=5*  —/1165  -/1205 blind 92
95B2 ATLAS ~10vs. =5*  —/996 -/991 blind  10-3
m  (c) subtotal 51/ 571 -2.4 254 —————0-91 (se 0-:19)
2226 2265 re uction
(2:3%) (2:5%) 2p > 0-1; NS
- Total (a+b +c) 795/ 871/  _38.1 3921 —{  0-907 (se 0-048)
7151 7259 reduction
(11-1%) (12-0%) 2p = 0-05
-l 99% or <= 95% confidence intervals : . . )
Heterogeneity between 3 subtotals: x; =07;p>01; NS 0 0-5 10 15 2:0
Heterogeneity within subtotals: Xio =23.7; p = 0-009 ‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity between 13 trials: Xiz =24-4; p=0-02

Treatment effect 2p = 0-05

* More than 4 years of tamoxifen at randomisation.
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Deaths/Women ‘Longer’ deaths

Year code Duration  Allocated Allocated Logrank Variance Rati? of ann}Ja! death r,ates
and study name (years) ‘Longer’ ‘Shorter’ O-E of O-E Longer’ : Shorter

(a) 2 -4 yearsvs. 1-2years

82R2+4 Amsterdam C8209 3vs. 1 21/91 29/100 -4-6 11-6 -
87E2 Oita 3vs. 2 0/2 0/6
88S Barcelona Spain 4vs. 2 13/62 17/56 -32 7.0
89P DanishBCG 89c post 2vs. 1 30/101 37/107 -2.8 14.8 -
m (a) subtotal 64/ 83/  -106 334 _ 0-73 (se 0-15)
256 269 reduction
(25-0%) (30-9%) 2p = 0.07

(b) 5 years vs. 1 - 2 years

79T(.) Swedish BCCG 5vs. 2 155/527 197/576 -185 825 —.——
85D West Midlands =5vs. 2 76/242 81/227 -7-4 367 B
86C1 CRC, UK 5vs. 2 326/1776 341/1787 -6:6 160-0 #
86M1 CRFB Caen 001 =8 vs. 2 114/572  105/554 2:0 529
89A1+3 SITAM-01 5vs. 2 49/251 29/250 11-3 188 ]
91D1 aTTom, U.K. 5vs. 2 -/745 -[732 blind 45.2
95B1 ATLAS =5vs. 2 —-/556 -/599 blind 303
- (b) subtotal 884/ 905/  _12.1 4263 = 0-97 (se 0-05)
4669 4725 reduction
(18:9%) (19-2%) 2p > 0-1: NS

(c) =10 years vs. 5* years

78Ds+6+7 Scottish ~10vs. 5 29/65 26/69 31 125 =
91D2 aTTom, U.K. =10 vs. =5* -/1165 -/1205 blind 18.0
95B2 ATLAS ~10vs. =5%*  —/996 -/991 blind  17-0
m (c) subtotal 98/ 101 05 474 ——0-99 (se 0-14)
2226 2265 reduction
(4-4%) (4-5%) 2p >0-1; NS
- Total (@ + b + c) 1046/ 1089/ _23.2 5071 —+  0:955 (se 0-043)
7151 7259 reduction
(14-6%) (15:0%) 2p > 0-1; NS

- 99% or === 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: X; =27;p>01;NS 0 0-5 10 15 2:0

Heterogeneity within subtotals: Xio =17.0; p = 0-07 ‘Longer’ better ‘ ‘Shorter” better

Heterogeneity between 13 trials: Xiz =19.7; p=0.07 Treatment effect 2p > 0-1; NS

* More than 4 years of tamoxifen at randomisation.

11:22:12 7 May 2003
Not for publication or citation



Events/woman-years ‘Longer’ events

Ratio of annual event rates

Year code Duration Allocated Allocated Logrank Variance
and study name (years) ‘Longer’ ‘Shorterr O-E of O-E ‘Longer’ : ‘Shorter’
(@) 2 - 4yearsvs. 1 -2 years I
82Rz+4 Amsterdam C8209  3vs. 1 89/2046 115/2238 -84 479 S I E—
87E2 Oita 3vs. 2 4/46 4178 05 18 !
88S Barcelona Spain 4vs. 2 21/236 26/185 -5.3 10-3 = :
89P DanishBCG 89c post 2vs. 1 316/3453 317/3443 -0-5 144.0 _;_._
B @ subtotal 430/ 462/  _13.8 2039 = 0-93 (se 0-07)
5781 5944 : re uction
(7-4%ly) (7-8%ly) ! 2p>0-1; NS
(b) 5 years vs. 1 — 2 years |
79T(.) Swedish BCCG 5vs. 2 371/9686 451/9271 -45.4 187-8 _._
82D2+3 ECOG 4181/5181 5vs. 1 186/3242 202/2931 -158  89-2 — B
85D West Midlands ~5vs. 2 43/765  52/805 -41 209 »
86C1 CRC, UK 5vs. 2 34/931  48/754 -91 187 = :
86M1 CRFB Caen 001 ~8vs. 2 271/7685 332/7401 -352 1441 B
89A1+3 SITAM-01 5vs. 2 103/2613 125/2632 -11.2  53.9 oom |
91D1 aTTom, U.K. 5vs.2 -/43 —-/134 blind 0-2 !
95B1 ATLAS ~5vs. 2 -/1003  -/958 blind 255 I
. (b) subtotal 1069/ 1259/ _116.9 5403 < 0-81 (st 0-04)
25968 24786 | reduction
(4-1%ly) (5-1%ly) | 2p < 0-00001
(c) =10 years vs. 5* years E
78Ds+6+7 Scottish ~10vs.5 17/550  19/578 -2:0 79 » :
82%2 NSABP B-14 ~10vs.5 78/3935  63/3920 73 346 ; =
82D4+5 ECOG 4181/5181 ~10vs.5 14/551  28/440 -8-4 9.4 = :
91D2 aTTom, U.K. =10 vs. =b* /149 -/100 blind 2.0 \
95B2 ATLAS ~10vs.=5*  -/1605  -/1598 blind ~ 31-1 I
B (c) subtotal 171/ 187/ 9.4 851 ——=—  0-90 (se 0-10)
6790 6636 | reduction
(2-5%ly) (2:8%ly) | 2p >0-1; NS
Total (a+ b + c) 1670/ 1908/ -140.0 829-2 <+ 0-845 (se 0-032)
38539 37366 1 reduction
(4-3%ly) (5-1%ly) 2p < 0-00001
- 99% or == 95% confidence intervals L ' L 4
Heterogeneity between 3 subtotals: X; =36;p>01;NS 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: Xi4 =206; p>0-1; NS

Heterogeneity between 17 trials: Xis =24.2; p=0-08

* More than 4 years of tamoxifen at randomisation.

Treatment effect 2p < 0-00001

11:21:24 7 May 2003
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Deaths/Women ‘Longer’ deaths

Ratio of annual death rates

Year code Duration Allocated Allocated Logrank Variance
and study name (years) ‘Longer’ ‘Shorterr O-E of O-E ‘Longer’ : ‘Shorter’
(a) 2 -4 yearsvs.1-2years
82Rz+4 Amsterdam C8209  3vs. 1 62/308  77/326 -35 324 =
87E2 Oita 3vs. 2 3/29 2/37 15 09
88S Barcelona Spain 4vs. 2 13/72 11/72 05 55
89P DanishBCG 89c post 2vs. 1 227/779  221/793 4.0 1042 —B—
B (a) subtotal 305/ 31V 2.4 1431 —— 1.02 (se 0-08)
1188 1228 increase
(25-7%) (25-3%) 2p >0-1; NS
(b) 5 years vs. 1 - 2 years
79T(.) Swedish BCCG 5vs. 2 312/1323 361/1356 -26:0 154.7 _.__
82D2+3 ECOG 4181/5181 5vs. 1 156/372  158/365 -40 735 — B
85D West Midlands =5vs. 2 38/113 35/125 12 16-3 ]
86C1 CRC, UK 5vs. 2 17/157  30/143 -75 105 =
86M1 CRFB Caen 001 ~8vs. 2 169/1222 185/1213  -56  85.0 —B—
89A1+3 SITAM-01 5vs. 2 68/530  66/550 19 322 »
91D1 aTTom, U.K. 5vs. 2 -/19 -112 blind 02
95B1 ATLAS ~5vs. 2 -1415 -1392 blind 78
- (b) subtotal 778/ 850/  _38. 3801 - 0-90 (se 0-05)
4151 4156 re uction
(18-7%) (20-5%) 2p = 0.05
(c) =10 years vs. 5* years
78Ds+6+7 Scottish =10vs.5 16/72 15/76 02 70
82%2 NSABP B-14 ~10vs.5 29/592  20/576 43 120 -
82D4+5 ECOG 4181/5181 ~10vs. 5 9/72 18/66 -4.3 63
91D2 aTTom, U.K. ~10vs. ~5*  —/120 -1107 blind 02
95B2 ATLAS ~10vs.~5*  —/1080  -/1108 blind 5.6
m (c) subtotal 64/ 67/ -1-6 310 ———=—0-95 (se 0-:17)
1936 1933 reduction
(3:3%) (3:5%) 2p > 0-1; NS
. Total (a+b +c) 1147/ 1228/ -37.9 554.3 <= 0-934 (se 0-041)
7275 7317 reduction
(15-8%) (16-8%) 2p >0-1; NS
-l 99% or <= 95% confidence intervals : . . g
Heterogeneity between 3 subtotals: X; =1.5;p>0-1; NS 0 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: Xi4 =16-0; p>0-1; NS

Heterogeneity between 17 trials: Xie =175;p>0-1; NS

* More than 4 years of tamoxifen at randomisation.

Treatment effect 2p > 0-1; NS

11:21:42 7 May 2003
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Deaths/Women ‘Longer’ deaths

Year code Duration  Allocated Allocated Logrank Variance Ratio of annual death rates
and study name (years) ‘Longer’ ‘Shorterr O-E of O-E ‘Longer’ : ‘Shorter’
(a) 2 -4 yearsvs.1-2years
82R2+4 Amsterdam C8209  3vs.1 95/308  108/326  -07 480 »
87E2 Oita 3vs. 2 3/29 2137 15 09
88S Barcelona Spain 4vs. 2 14/72 12/72 04 6:0
89P DanishBCG 89c post 2vs. 1 241/779  238/793 2.3 1119 ——
B (@ subtotal 353/ 360/ 35 1669 == 1.02 (se 0-08)
1183 1228 increase
(29:7%) (29-3%) 2p > 0-1; NS
(b) 5 yearsvs. 1 - 2 years
79T(.) Swedish BCCG 5vs. 2 428/1323 497/1356 -38.9 2158 -
82D2+3 ECOG 4181/5181 5vs. 1 178/372 170/365  -0-2 818 — B
85D West Midlands =5vs. 2 47/113 43/125 1.7 204 =
86C1 CRC, UK 5vs. 2 25/157  36/143 -72 139 =
86M1 CRFB Caen 001 ~8vs. 2 239/1222 256/1213  -75 1197 Aqi
89A1+3 SITAM-01 5vs. 2 82/530  86/550 -1.0 406
91D1 aTTom, U.K. 5vs. 2 -/19 -/112 blind 11
95B1 ATLAS ~5vs. 2 -/415 -/392 blind 115
- (b) subtotal 1025/ 1114/  _53.6 504.8 . 0-90 (se 0-04)
4151 4156 reduction
(24-7%) (26-8%) 2p = 0-02
(c) =10 years vs. 5* years
78Ds+6+7 Scottish =10vs. 5 34/72 27176 33 13.9 =
82%2 NSABP B-14 ~10vs. 5 58/592  39/576 96 239 =
82D4+5 ECOG 4181/5181 ~10vs. 5 15/72 20/66 -3-3 8.0 -
91D2 aTTom, U.K. ~10vs.=~5*  —/120 -1107 blind 1.7
95B2 ATLAS ~10vs.~5*  -/1080  —/1108 blind  12:2
B (c) subtotal 137/ 114/  10.3 597 T
1936 1933 1-19 (se 0-14)
(7:1%) (5-9%) increase
2p>0-1; NS
. Total (a+b +c) 1515/ 1588/ _39.8 731.3 < 0947 (se 0-036)
7275 7317 reduction
(20-8%) (21-7%) 2p >0-1; NS
-l 99% or <= 95% confidence intervals : . . g
Heterogeneity between 3 subtotals: xg =5.4; p=0-07 0 0-5 10 15 2:0
‘Longer’ better ‘ ‘Shorter’ better

Heterogeneity within subtotals: xi4 =14-4;p>0-1; NS

Heterogeneity between 17 trials: Xie =19.7; p>01; NS Treatment effect 2p > 0-1; NS

* More than 4 years of tamoxifen at randomisation.
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Year code

Events/woman-yearsAbl./Suppr. events

Allocated Adjusted Logrank Variance

Ratio of annual event rates

and study name Treatment abl./suppr. control O-E of O-E Abl./Suppr. : Control
(a) Ovarian ablation in the absence of chemotherapy i
|
48A1 Christie A 62/978  65/729 -42 254 ‘p
57A Norwegian RH 10/1549  30/1526  -95 96 @ ——
61H1 NSABP B-03 * 61/1245 2(29/463) -32 159 =
64A Saskatchewan CF 56/2330 62/1580 -15.9 245 —
658 PMH Toronto * 139/23551-6(99/1176) -14-3 458 —m—
68B Ontario CTRF 4/11 3/38 09 09 !
71A CRFB Caen A 1/10 0/0 ;
7432 Bradford RI 5/226 71195 -17 2.7 :
|
B (s subtotal * 338/ 373/  _47.8 1247 - 0-68 (se 0:07)
8704 6913 l reduction
(3:9%ly) (5-4%ly) ! 2p = 0-00002
|
(b) LHRH inhibitor in the absence of chemotherapy 3
87A ZIPP Tam + Gos 2y+ 215/4222 285/4012 -38-9 1166 ]%
87B SE Sweden BCG Tam + Gos 2y 6/97 5/162 15 26 :
91K1 SITAM-02 Tam + Gos 2y 21/426  20/512 39 8.8 ‘
|
B (b) subtotal 242/ 310/  _33.5 1280 = 0-77 (se 0-08)
4745 4686 | reduction
(5-1%ly) (6-6%ly) ! 2p = 0-003
|
(c) Ovarian ablation in the presence of chemotherapy |
|
7432 Bradford RI MTt 6/225 71189 -11 2.9 :
78B2+3 Toronto-Edmont. CMF+BCG 44624  50/566 -48 209 -
78G2 BCCA Vancouver CMF 24/507  33/466 -47 132 -
78K2 IBCSG/Ludwig Il CMFPr 68/728  81/673 -81 322 —_—
79B2 SWOG 7827 B CMFVPr 69/1178  63/1089 05 308 ; r
89C1 FNCLCC France FACIFEC/? 54/610  42/533 21 218 : =
91R2 CAMS China CMF 234/5244 239/5379 1.3 1116 +
|
B © subtotal 499/ 515/ _14.9 2335 = 0-94 (se 0-06)
9116 8895 | reduction
(5:5%ly) (5-8%ly) ! 2p > 0-1; NS
(d) LHRH inhibitor in the presence of chemotherapy i
|
87P Pretoria RSA CMF * Bsr 16/186 23/184 -30 83 %
89C2 FNCLCC France FACIFEC/? + Trp 3y 58/695  70/699 -55 287 .
89F ECOG EST5188 CMF + Gos 5y 143/2243 162/2342  -6:0 707 ——
91K2 SITAM-02 CMFTam + Gos 2y 15/57 1177 35 51 }
|
B (d) subtotal 232/ 266/ -11.0 112.8 —= 0-91 (se 0:09)
3181 3302 ! reduction
(7-3%ly) (8-1%ly) ! 2p >0-1; NS
|
|
. Total (@ + b +c +d) * 1311/ 1464/ _107.2 599.0 + 0-836 (s 0-037)
25746 23796 | reduction
(5-1%ly) (6-2%ly) 2p = 0-00001
4 99% or < 95% confidence intervals L L : L )
0 05 1.0 1.5 2.0

Heterogeneity between 4 subtotals: x§ =9.9; p=0:02

Heterogeneity within subtotals: x; =24.4;p>01; NS

Heterogeneity between 21 trials: Xio =34.3; p=0-02

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.

Abl./Suppr. better ‘ Abl./Suppr. worse

Treatment effect 2p = 0-00001

14:21:33 16 February 2005
Not for publication or citation



Year code

Deaths/Women

Abl./Suppr. deaths

Allocated Adjusted Logrank Variance

Ratio of annual death rates

and study name Treatment abl./suppr. control O-E of O-E Abl./Suppr. : Control
(a) Ovarian ablation in the absence of chemotherapy |
I
I
48A1 Christie A 62/88 65/90 -62 270 [ E—
57A Norwegian RH 10/68 27/83 -73 8.6 e
61H1 NSABP B-03 * 60/129  2(27/55)  -1.0 161 -~
64A Saskatchewan CF 43142  56/112  -173 220 — !
658 PMH Toronto * 133/216 1.5(96/133) -136 468 |
68B Ontario CTRF 4/6 3/3 -0-1 1.4 :
71A CRFB Caen A 11 0/0 l
7432 Bradford RI 4/22 7120 -2:0 26 .
I
I
B (s subtotal * 317/ 355/  _47.4 1245 = 0-68 (se 0:07)
672 622 ! reduction
(47:2%) (57-1%) ! 2p = 0-00002
I
I
(b) LHRH inhibitor in the absence of chemotherapy }
I
I
87A ZIPP Tam + Gos 2y+ 106/935 143/942 -17-8  59:8 — .
87B SE Sweden BCG Tam + Gos 2y 5/14 5/21 08 2:4 ;
91K1 SITAM-02 Tam + Gos 2y 8/90 9/98 08 38 ;
I
B (b) subtotal 119/ 157/ _162 660 — 0-78 (se 0-11)
1039 1061 w reduction
(11-5%) (14-8%) i 2p =005
. . . I
(c) Ovarian ablation in the presence of chemotherapy !
I
I
7432 Bradford RI MTt 5/21 4517 06 18 !
78B2+3 Toronto-Edmont. CMF+BCG 30/75 34/78 -17 153 -
78G2 BCCA Vancouver CMF 21/48 28/52 =21 11.7
78K2 IBCSG/Ludwig I1 CMFPr 62/97  75/106 -61 304 —
79B2 SWOG 7827 B CMFVPr 56/127  51/119 08 255 — =
89C1 FNCLCC France FACIFEC/? 31/160  18/141 47 116 !
91R2 CAMS China CMF 203/977 201/1007 60 960 |
I
I
B ) subtotal 408/ 411/ 2.3 192:3 — 1.01 (se 0:07)
1505 1520 increase

(27-1%) (27-0%)

(d) LHRH inhibitor in the presence of chemotherapy

87P Pretoria RSA CMF £ Bsr 9/55 9/59 0-6 3-8
89C2 FNCLCC France FAC/FEC/? + Trp 3y 25/167 30/175 -1.8 132
89F ECOG EST5188 CMF % Gos 5y 87/387 97/413 -2-4 44-1
91K2 SITAM-02 CMFTam * Gos 2y 14/27 7125 4.6 4.1
B (d) subtotal 135/ 143/ 1.0 653
636 672
(21:2%) (21-3%)
. Total (a+b +c +d)* 979/ 1066/ -60.4 448.0
3852 3875
(25:4%) (27-5%)
i 99% or <= 95% confidence intervals

Heterogeneity between 4 subtotals: Xi =14.0; p = 0-003

Heterogeneity within subtotals: x; =20-3; p>01; NS

Heterogeneity between 21 trials: Xio =34.2; p=0:02

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

2p>0-1; NS

~—— 1.02 (se 0-12)
\ increase
. 2p>0-1; NS
<~|  0-874 (st 0-044)
! reduction
; 2p =0-004
l 0i5 1.0 li5 210

0

Abl./Suppr. better ‘ Abl./Suppr. worse

Treatment effect 2p = 0-004

14:23:06 16 February 2005
Not for publication or citation



Year code

and study name Treatment

Deaths/Women  Abl./Suppr. deaths

Allocated Adjusted Logrank Variance
abl./suppr. control O-E of O-E

Ratio of annual death rates

Abl./Suppr. : Control

(a) Ovarian ablation in the absence of chemotherapy

48A1 Christie A

57A Norwegian RH
61H1 NSABP B-03 *
64A Saskatchewan CF
65B PMH Toronto *
68B Ontario CTRF
71A CRFB Caen A
74J2 Bradford RI

[ | (a) subtotal *

85/88  83/90 -53 365
24/68  43/83 -91 158
75129  2(35/55)  -27  20-6

58/142 62/112 -148 265
133/216 1:5(96/133) -13-6 468

5/6 3/3 -0-1 1.4
11 0/0
5/22 7120 -16 28

386/ 411/ _47.2 1504
672 622
(57-4%) (66-1%)

(b) LHRH inhibitor in the absence of chemotherapy

87A ZIPP Tam + Gos 2y+
87B SE Sweden BCG Tam * Gos 2y
91K1 SITAM-02 Tam = Gos 2y

Ml (b) subtotal

107/935 144/942  -17-8 60-3
5/14 5/21 08 2:4
10/90 9/98 1.9 4.2

122/ 158/  -15.1 669
1039 1061
(11-7%) (14-9%)

(c) Ovarian ablation in the presence of chemotherapy

74J2 Bradford RI MTt
78B2+3 Toronto—Edmont. CMF+BCG

78G2 BCCA Vancouver CMF

78K2 IBCSG/Ludwig Il CMFPr

79B2 SWOG 7827 B CMFVPr

89C1 FNCLCC France FAC/FEC/?

91R2 CAMS China CMF

. (c) subtotal

5/21 4/17 06 1.8
31/75 34/78 -11 156
23/48 30/52 -2:3 12.7
64/97 77/106 -6-1 313
59/127 52/119 1.7 265
31/160 18/141 4.7 116

205/977 203/1007 6:0 970

418/ 418/ 3.6 196.5
1505 1520
(27-8%) (27-5%)

(d) LHRH inhibitor in the presence of chemotherapy

87P Pretoria RSA CMF * Bsr
89C2 FNCLCC France FAC/FEC/? + Trp 3y
89F ECOG EST5188 CMF + Gos 5y

91K2 SITAM-02 CMFTam + Gos 2y

Bl (d) subtotal

. Total @+b+c+d)*

4 99% or = 95% confidence intervals

9/55 9/59 06 38
25/167 31/175 -2-3 13-4
91/387  100/413 -18 45.9

14/27 7125 4.6 4.1

139/ 147/ 1.0 673
636 672
(21-9%) (21-9%)

1065/ 1134/

-57.7 4811
3852 3875
(27-6%) (29-3%)

Heterogeneity between 4 subtotals: X; =11.4; p=0:010

Heterogeneity within subtotals: X; =17.6; p>0-1; NS

Heterogeneity between 21 trials: Xgo =29.0; p=0:09

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.

—
.
+7
- 073 (se 0-07)
! reduction
! 2p = 0-0001
+§,
—= 080 (se 0-11)
! reduction
: 2p =006
—
— i
.
~=— 1.02 (sE 0-07)
: INnCrease
! 2p>0-1; NS
e
——— 1.02 (se 0-12)
: increase
' 2p>0-1; NS
<=|  0-887 (sE 0-043)
! reduction
; 2p =0-008
: Of5 1-0 1f5 210

0

Abl./Suppr. better ‘ Abl./Suppr. worse
Treatment effect 2p = 0:008
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Deaths/woman-yearsAbl./Suppr. deaths

Year code Allocated Adjusted Logrank Variance Ratio of annual death rates

and study name Treatment abl./suppr. control O-E of O-E Abl./Suppr. : Control
(a) Ovarian ablation in the absence of chemotherapy
48A1 Christie A 19/1073 13/966 15 75
57A Norwegian RH 3/1549 2/1526 04 1.2
58C U. Florida Ov. Abl. + Adrenalectomy (no data)
61H1 NSABP B-03 * 3/1245  2(1/463) 01 08
64A Saskatchewan CF 3/2330 3/1580 0-0 1.4
65B PMH Toronto -/2355 -/1176 (no data)
68B Ontario CTRF 0/37 0/38
71A CRFB Caen A 0/10 0/0
74J2 Bradford RI 0/226 0/195
85X San Raffaele, Milan (no data)
= (a) subtotal with data § * 28/ 20/ 2.0 109
6470 5231 1-20 (SE 033)
(0-4%ly) (0-4%ly) increase
2p>0:1; NS
(b) LHRH inhibitor in the absence of chemotherapy
87A ZIPP Tam * Gos 2y+ 0/4222 0/4012
87B SE Sweden BCG Tam * Gos 2y 0/97 0/162
90S1 IBCSG VI + Gos 2y (no data)
90V1 Stockholm 5 pre Tam + Gos 2y (no data)
91K1 SITAM-02 Tam * Gos 2y 0/426 0/512
93A3+4 UKCCCR ABC +Tam * Ov. Suppr. (no data)
(b) subtotal o/ o/
4745 4686
(0-0%ly) (0:0%ly)
(c) Ovarian ablation in the presence of chemotherapy
74J2 Bradford RI MTt 0/225 0/189
78B2+3 Toronto—Edmont. CMF+BCG 0/624 0/566
78G2 BCCA Vancouver CMF 0/507 0/466
78K2 IBCSG/Ludwig Il CMFPr 0/728 0/673
79B2 SWOG 7827 B CMFVPr 0/1178 0/1089
89C1 FNCLCC France FAC/FEC/? 0/610 0/533
91R2 CAMS China CMF 1/5244 1/5379 0-0 0-5
(c) subtotal 1/ 1 00 05
9116 8895 0-94 (SE 137)
(0-0%ly) (0-0%ly) reduction
2p>0-1; NS
(d) LHRH inhibitor in the presence of chemotherapy
87P Pretoria RSA CMF * Bsr 0/186 0/184
89C2 FNCLCC France FACIFEC/? + Trp 3y 0/695 1/699 -0-5 03
89F ECOG EST5188 CMF * Gos 5y 0/2243 0/2342
90S IBCSG VI CMF * Gos 18m (no data)
90V2+3 Stockholm 5 pre CMFTam + Gos 2y (no data)
91F2 ICCG C/9/91 N+post FEC * GnRHA 3y (no data)
91K2 SITAM-02 CMFTam * Gos 2y 0/57 0/77
93A4+6 UKCCCR ABC +Tam+? + Ov. Suppr. (no data)
93C2+3 GABG 4 Germanypre EC;CMF * Gos 2y (no data)
(d) subtotal o/ i -05 03,
3181 3302 0-00 (sE 1.02)
(0-0%ly) (0-0%ly) reduction
2p>01; NS
« Total(@+b+c+d)* 29/ 22/ 15 117
23512 22114 1-135 (SE 0312)
(0-1%ly) (0-1%ly) increase
2p >0-1; NS
i 99% or <= 95% confidence intervals . . . g
0 05 1.0 15 2.0

Heterogeneity between 3 subtotals: xi =1.1;p>01; NS

Heterogeneity within subtotals: x§ =01; p>0-1; NS Abl./Suppr. better ‘ Abl./Suppr. worse

Heterogeneity between 6 trials: xé =1.2;p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated abl./suppr.: 2355; allocated control: 1176)
* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
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Events/woman-yearsAbl./Suppr. events

Year code

Allocated Adjusted Logrank Variance

Ratio of annual event rates

and study name Treatment abl./suppr. control O-E of O-E Abl./Suppr. : Control
(a) Ovarian ablation in the absence of chemotherapy i
48A1 Christie A 64/1080  70/840 -53 270 — m ]
57A Norwegian RH 60/2701 83/2601 -151  32:3 —
61H1 NSABP B-03 * 61/1245 2(29/463) -32 159 -
64A Saskatchewan CF 79/3068 109/2344 -24.0  40-0 — .
658 PMH Toronto * 361/50651-8(224/2383) —29-9  113-0 ——
68B Ontario CTRF 112/1365 102/1469 62 464 : »
71A CRFB Caen A 24/140  17/160 46 8.0 :
74J2 Bradford RI 71241 10/242 -1.0 33 X
[l @ subtotal * 768/ 847/  _g7.7 285.9 <= 0-79 (se 0-05)
14905 12915 : re uction
(5-:2%ly) (6:6%ly) ! 2p = 0-00006
(b) LHRH inhibitor in the absence of chemotherapy i
87A ZIPP Tam * Gos 2y+ 347/6195 419/5924 -431 1759 {i
87B SE Sweden BCG Tam + Gos 2y 6/124 71167 10 2.8 ;
91K1 SITAM-02 Tam + Gos 2y 37/758  35/780 20 151 : =
B ©) subtotal 390/ 461/  _40.1 1938 = 0-81 (se 0-06)
7077 6871 ! reduction
(5-5%ly) (6-7%ly) ‘ 2p = 0-004
I
(c) Ovarian ablation in the presence of chemotherapy i
74J2 Bradford RI MTt 6/252 8/211 -1-6 31 i
78B2+3 Toronto—Edmont. CMF+BCG 93/1056  95/1053 -4.1 395 —
78G2 BCCA Vancouver CMF 31/719 46/575 -9-6 172 —_——.
78Kz IBCSG/Ludwig Il CMFPr 129/1250 134/1189 -10-1  54-4 —
79B2 SWOG 7827 B CMFVPr 91/1454  80/1344 29 387 —
89C1 FNCLCC France FACIFEC/? 77773 67/788 41 308 : =
91R2 CAMS China CMF 270/6314 280/6364 -2.6 1286 —
I
. (c) subtotal 697/ 710/ _20.9 312.4 s 0-94 (se 0-05)
11818 11524 | reduction
(5-9%ly) (6-2%ly) 1 2p>01; NS
(d) LHRH inhibitor in the presence of chemotherapy }
I
I
87P Pretoria RSA CMF % Bsr 23/242 29/237 -3-2 111 l
89C2 FNCLCC France FACIFEC/? + Trp 3y 90/975  89/1007 22 392 L m
89F ECOG EST5188 CMF = Gos 5y 180/2972 196/2852 -9-8 865 ——
91K2 SITAM-02 CMFTam + Gos 2y 24/149  13/115 4.9 72 :
B (d) subtotal 317/ 327 _5.9 1440 <= 0-96 (se 0-08)
4338 4211 | reduction
(7-3%ly) (7-8%ly) ! 2p > 0-1; NS
|
Total (@ +b +c+d)* 2172/ 2345/ _134.6 936.1 <+ 0-866 (se 0-:030)
38138 35521 | reduction
(5:7%ly) (6:6%ly) i 2p = 0:00001
4 99% or == 95% confidence intervals L L : L )
0 05 1.0 15 2.0

Heterogeneity between 4 subtotals: Xi =6-6; p=0-09
Heterogeneity within subtotals: Xis =35.0; p = 0:009
Heterogeneity between 22 trials: xgl =41.6; p = 0:005

Abl./Suppr. better ‘ Abl./Suppr. worse
Treatment effect 2p = 0-00001

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/women.
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Deaths/Women

Abl./Suppr. deaths

Year code Allocated Adjusted

Logrank Variance

Ratio of annual death rates

and study name Treatment abl./suppr. control O-E of O-E Abl./Suppr. : Control
(a) Ovarian ablation in the absence of chemotherapy l
48A1 Christie A 64/92 70/97 -77 286 SR —
57A Norwegian RH 60/166  79/180  -11.4 312 — .
61H1 NSABP B-03 * 60/129  2(27/55) -1.0 161 -~
64A Saskatchewan CF 65/194  98/185 -22.3 361 ——
658 PMH Toronto * 349/500 1-8(215/279) -23-1 1145 ——
68B Ontario CTRF 112/169  101/163 50 475 T
71A CRFB Caen A 23/27 16/25 42 8.0 :
74J2 Bradford R 6/25 9/26 -14 32 :
[l @ subtotal * 739/ 808/  _57.8 2852 - 0-82 (se 0-05)
1302 = 1282 | reduction
(56-8%) (63-0%) ! 2p = 0-0006
(b) LHRH inhibitor in the absence of chemotherapy l
I
87A ZIPP Tam + Gos 2y+ 183/1354 223/1356 -23-4 963 4%—
87B SE Sweden BCG Tam * Gos 2y 5/17 6/23 03 26 +
91K1 SITAM-02 Tam = Gos 2y 13/159  16/157 -1-6 65 ;
B (b) subtotal 201/ 245/ _24.7 1054 = 0:79 (se 0-09)
1530 1536 ! reduction
(13-1%) (16:0%) | 2p = 0-02
I
(c) Ovarian ablation in the presence of chemotherapy |
74J2 Bradford RI MTt 5/24 5/19 01 2.1 ;
78B2+3 Toronto—Edmont. CMF+BCG 70/147 70/150 01 316 .
78G2 BCCA Vancouver CMF 28/67 39/67 -51 150 -—
78K2 IBCSG/Ludwig Il CMFPr 120/177  125/179 -76 522 .
79B2 SWOG 7827 B CMFVPr 74/164  63/150 35 323 .
89C1 FNCLCC France FACIFEC/? 45/219  36/216 31 178 "
91R2 CAMS Chi CMF 235/1163 237/1180 33 1110 :
2 ina +
I
B © subtotal 577/ 575/ _2.6 261.9 == 0-99 (se 0-06)
19(21 19(?)1 . reduction
(29-4%) (29-3%) ! 2p >0-1; NS
I
(d) LHRH inhibitor in the presence of chemotherapy |
I
87P Pretoria RSA CMF + Bsr 12/74 11/75 02 4.9 ;
89C2 FNCLCC France FACIFEC/? + Trp 3y 45/242 40249 28 198 .
89F ECOG EST5188 CMF * Gos 5y 106/511  124/509 -93 549 —.——
91K2 SITAM-02 CMFTam + Gos 2y 16/48 8/33 46 4.8 ;
M (d) subtotal 179/ 183/ _17 843 ——— 0-98 (se 0-11)
875 866 \ reduction
(20-5%) (21:1%) } 2p>01; NS
:
I
. Total (a+b+c+d)* 1696/ 1811/  _ge.7 736.8 <+ 0-889 (se 0-035)
5668 5645 | re uction
(29-9%) (32:1%) 1 2p = 0.001
4 99% or = 95% confidence intervals L L ‘ L )
0 0-5 1.0 15 2:0

Heterogeneity between 4 subtotals: X; =73; p=0-06
Heterogeneity within subtotals: Xie =27.0; p=0:08
Heterogeneity between 22 trials: X;l =34-3; p=0:03

Abl./Suppr. better ‘ Abl./Suppr. worse

Treatment effect 2p = 0.001

* For balance, control patients in 3-way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
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Deaths/Women  Abl./Suppr. deaths

Year code Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name Treatment abl./suppr. control O-E of O-E Abl./Suppr. : Control
(a) Ovarian ablation in the absence of chemotherapy l
I
48A1 Christie A 89/92 90/97 -68 386 R
57A Norwegian RH 109/166 123/180 -113 529 — .
61H1 NSABP B-03 * 75/129  2(35/55)  -2.7 206 =
64A Saskatchewan CF 91/194  116/185 -211 462 —
658 PMH Toronto * 349/500 1-8(215/279) -231 1145 ——
68B Ontario CTRF 145/169  135/163 48 634 — -
71A CRFB Caen A 23/27 17/25 37 82 .
7432 Bradford RI 7125 9/26 -1.0 35 ,
I
I
B @ subtotal - 888/ 941/  _57.6 3480 <+ 0-85 (se 0-05)
1302 1282 ! reduction
(68-2%) (73:4%) ! 2p = 0.002
(b) LHRH inhibitor in the absence of chemotherapy |
I
87A ZIPP Tam * Gos 2y+ 187/1354 227/1356 -23:3 982 —m—
87B SE Sweden BCG Tam * Gos 2y 5/17 6/23 03 2:6 ;
91K1 SITAM-02 Tam + Gos 2y 16/159  16/157 -0-2 71 :
I
B (b) subtotal 208/ 249/ _23.2 107-9 - 0-81 (se 0-09)
1530 1536 | reduction
(13-6%) (16:2%) | 2p =003
(c) Ovarian ablation in the presence of chemotherapy }
I
I
7432 Bradford RI MTt 6/24 5/19 06 23 .
78B2+3 Toronto-Edmont. CMFBCG 71147 73/150 -10 326 L
78G2 BCCA Vancouver CMF 30/67 41/67 -52 160 -
78K2 IBCSG/Ludwig 11 CMFPr 123177 1271179  -72 534 ——
79B2 SWOG 7827 B CMFVPr 77/164  66/150 40 335
89C1 FNCLCC France FACIFEC/? 45/219  36/216 31 178 ; =
91R2 CAMS China CMF 238/1163 239/1180 36 1122 —
B © subtotal 590/ 587/  _2.1 267.7 == 099 (se 0-06)
1961 1961 ! reduction
(30:1%) (29-9%) ! 2p>01; NS
(d) LHRH inhibitor in the presence of chemotherapy l
87P Pretoria RSA CMF * Bsr 12/74 11/75 02 4.9 ;
89C2 FNCLCC France FACIFEC/? + Trp 3y 451242 42/249 20 202 —f =
89F ECOG EST5188 CMF + Gos 5y 112/511 129/509  -93 575 —
91K2 SITAM-02 CMFTam + Gos 2y 16/48 8/33 46 48 :
I
B (d) subtotal 185/ 190/  _25 g7.4 —=— 0-97 (se 0-11)
875 866 w reduction
(21-1%) (21-9%) 1 2p>01; NS
I
Total (a+b+c+d)* 1871/ 1967/  -g5.4 811.1 <+ 0-900 (se 0-033)
5668 5645 | reduction
(33-0%) (34-8%) 1 2p = 0-003
- 99% or < 95% confidence intervals L L : L )
0 05 1.0 15 2.0

Heterogeneity between 4 subtotals: X; =56; p>01;NS

Heterogeneity within subtotals: Xis =21.7; p>01; NS Abl./Suppr. better ‘ Abl./Suppr. worse
Heterogeneity between 22 trials: xil =27.3;p>01;NS Treatment effect 2p = 0-003
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of deaths/women.
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	Appendix to Table 1: Availability of relevant trials that began by 1995 ("Forest plots" of trial-specific data and rate ratios with one line per trial for some 200 different trials), updated to 3 March 2005
	CTX v Not: Chemotherapy versus Not (either single agent [14 trials] or polychemotherapy [59 trials])
	All patients
	1. RECURRENCE
	2. BREAST CANCER MORTALITY
	3. ANY DEATH
	4. LEUKAEMIA/LYMPHOMA MORTALITY
	5. HEART MORTALITY
	6. LEUKAEMIA/LYMPHOMA INCIDENCE

	Entry age < 50, ER-poor
	7. RECURRENCE
	8. BREAST CANCER MORTALITY

	Entry age < 50, ER unknown
	9. RECURRENCE
	10. BREAST CANCER MORTALITY

	Entry age < 50, ER+
	11. RECURRENCE
	12. BREAST CANCER MORTALITY

	Entry age 50-69, ER-poor
	13. RECURRENCE
	14. BREAST CANCER MORTALITY

	Entry age 50-69, ER unknown
	15. RECURRENCE
	16. BREAST CANCER MORTALITY

	Entry age 50-69, ER+
	17. RECURRENCE
	18. BREAST CANCER MORTALITY


	CTX v CTX: 'More' versus 'Less' polychemotherapy (either 'Longer' versus 'Shorter' polychemotherapy [13 trials] or Anthracycline versus CMF [17 trials])
	All patients
	19. RECURRENCE
	20. BREAST CANCER MORTALITY
	21. ANY DEATH
	22. LEUKAEMIA/LYMPHOMA MORTALITY
	23. HEART MORTALITY
	24. LEUKAEMIA/LYMPHOMA INCIDENCE

	Entry age < 50, ER-poor
	25. RECURRENCE
	26. BREAST CANCER MORTALITY

	Entry age < 50, ER unknown
	27. RECURRENCE
	28. BREAST CANCER MORTALITY

	Entry age < 50, ER+
	29. RECURRENCE
	30. BREAST CANCER MORTALITY

	Entry age 50-69, ER-poor
	31. RECURRENCE
	32. BREAST CANCER MORTALITY

	Entry age 50-69, ER unknown
	33. RECURRENCE
	34. BREAST CANCER MORTALITY

	Entry age 50-69, ER+
	35. RECURRENCE
	36. BREAST CANCER MORTALITY


	TAM v Not: Tamoxifen versus Not (either 1-2 years tamoxifen [49 trials] or ~ 5 years tamoxifen [13 trials])
	All patients
	37. RECURRENCE
	38. BREAST CANCER MORTALITY
	39. ANY DEATH
	40. THROMBOEMBOLIC MORTALITY
	41. STROKE MORTALITY
	42. ALL VASCULAR MORTALITY

	ER-poor
	43. RECURRENCE
	44. BREAST CANCER MORTALITY
	45. ANY DEATH

	ER unknown
	46. RECURRENCE
	47. BREAST CANCER MORTALITY
	48. ANY DEATH

	ER+
	49. RECURRENCE
	50. BREAST CANCER MORTALITY
	51. ANY DEATH


	TAM v TAM: 'More' versus 'Less' tamoxifen ('Longer' versus 'Shorter' [17 trials])
	All patients
	52. RECURRENCE
	53. BREAST CANCER MORTALITY
	54. ANY DEATH
	55. THROMBOEMBOLIC MORTALITY
	56. STROKE MORTALITY
	57. ALL VASCULAR MORTALITY

	ER-poor
	58. RECURRENCE
	59. BREAST CANCER MORTALITY
	60. ANY DEATH

	ER unknown
	61. RECURRENCE
	62. BREAST CANCER MORTALITY
	63. ANY DEATH

	ER+
	64. RECURRENCE
	65. BREAST CANCER MORTALITY
	66. ANY DEATH


	OAS v Not: Ovarian ablation/suppression versus Not (either ovarian ablation [15 trials] or LHRH inhibitor [7 trials])
	ER+/unknown, entry age < 50
	67. RECURRENCE
	68. BREAST CANCER MORTALITY
	69. ANY DEATH
	70. ALL VASCULAR MORTALITY

	All patients
	71. RECURRENCE
	72. BREAST CANCER MORTALITY
	73. ANY DEATH





