Deaths/Women Polychemo. deaths

Months & Ratio of annual death rates

treatment

Year code

Allocated Adjusted Logrank Variance
and study name

polychemo. control O-E of O-E

Polychemo. : Control

(a) CMF regimens (including other non-anthracycline agents) \
|
I
73B INT Milan 7205 12 CMF 157/210 151/181 -14.9 68-2 +‘ -
75E2 Manchester | 12 CMF 41/55 33/54 4.9 16-3 : -
76C Glasgow 12 CMFE 78/112 77/103 -5.0 33-0 ——
76E EORTC 09771 24 CMF 95/229 106/223 -114 459 —
77B1+2 DanishBCG77bpre 12 CMF 117/201  135/196 -17-2 55.7 +}—
77G1 Vienna 36 CMEV 52/81 50/82 -0-6 21-2 T
78E UK/Asia Collab. 124 CMF 108/247  107/241 0.7 432 %F
78K3 IBCSG/Ludwig lllpostt12 CMF 104/171  116/164 -11.0 49.2 ——
78V2 ECOG EST6177post 12 CMFEPr 65/87 69/95 3.5 29-2 T L
79B1 SWOG7827ApoER+112 CMFVPr 200/325 214/316 -13.8 94.6 +k
79C CaseWesternB ER+ 112 CMFVPr 25/64 33/73 -4.5 12:5 T
79E Guy's/Manch. I 12 CMF 118/185 156/207 -27-8 589 N T—
79H Paris N- 6 CMF 20/172 23/163 -0-8 10-2 }
80F INTMilan 8004 N- 12 CMF 14/49 25/47 -82 8-3 —_—
80J1 V|enna ng post 1 6CMF 17/30 14/29 4.5 53 +
80L SW ?? CMFV & 8 patients) ﬁno data) !
81H ESTllSO/SW 8294 6 CMFEPr 71/27 93/265 -14.7 39-2 +}—
82C DanishBCG82cpost T 9 CMF 499/708 525/737 -11.0 2301 \.
[
84D NCI-C MA.4 T 6 CMF 132/381  137/377 -53 60-8 —
85J1+3 PetrovStPetersb’g  t 4 CMF; 2TtMF 74/193  79/191 -28 351 —
I
86H2 IBCSG VII * 13/6 CMF 360/948 3(135/318) -11.2 873 *7
87D3 GABG 3 Germany 1 6 CMF 36/278 35/248 =22 16-5 -
88C NSABP B-20 1?2 CMFE 67/789 98/788 -16:0 405 —a——
88D IBCSG IX T 3CMF 74/853 91/862 =91 401 e e
89A2 SITAM-01 T 6 CMF 24/63 17/52 28 93 T
89E4+9 GROCTA V ltaly T 6 CMF 15/40 19/39 =37 71
89J1 CRCRAMS Moscow 6 CMF 0/11 1/10 -0-6 0-2 L
89V Romagnolo Italg 6 CMF 20/138 23/143 -09 101 ;
90P Amsterdam C891 6 CMF 12/149 15/122 -4-1 62 T
90S1 IBCS 6C 5200 patlents) (no data) |
90X1 Tokyo CIH 6 CMF 13/144 9/143 12 4.9 L
93S Hamburg, Germany 6 CMF 12/117 15/125 -1.1 63 ’
Sweden=Finland 9CM (no data) I
I
I
I
(a) subtotal * 2620/ 2871/ _180.3 1145.5 ES 0. 85 s 0-03)
7306 7230 | eduction
(35-9%) (39:7%) | 2p <0-00001
I
(b) Anthracycline regimens 3
I
I
74D1 DFCI 74-063 * 7/3:5 AC 3/4 253/4_) !
76H1 West Midlands N+ 6 CMFVAFol 203/294 209/274 -19.0 90-3 +%
76L1 Cologne ?? AC 561 pauents) éno data) i
80B3+4 N Sweden BCG T 8AC 67/92 76/95 -83 299 —
80C2 SESwed.BCGB post 6 AC 12/21 16/22 -2 6-3 +
80S1 Helsinki 8 FA 24/47 36/50 -33 123
80Z Wessex T 6 VAP/VAC 24/48 25/45 05 9.9 :
82F MD Anders.8227 N- 4 FACVPr 11/64 17/67 -2:3 64 T
83B GROCTA | Italy ER+T 6 CMF 84/171 80/171 -1.7 38:6 ——
84C NSABP B-16 post * 124 MeIF+A/3AC 393/862 2(215/434) -22.7 1237 . 1
84Qa4+5 Austrian BCSG4 T 6 CMFVA 54/131 47/129 4.0 22:2 L -
86P2+3 FASG France T 6 FEC 158/551 174/553  -13:5 783 +7
89@ Bari Italy N- 6 FEC 11/123  18/121 -4.2 69 n
89B1 SWOG 8814 * T 6 FAC 281/1177 4(119/381) -20-6 70-5 —
89D IGR Paris T 6 FAC/IFEC 100/576  113/575 -6-4 50-9 —a—
90Cs FASG GFEA 07 T 6 FEC 8/169 10/166 -09 4.4 :
92D Amsterdam C9203 1 4 EC 8/49 8/53 01 38 T
93H IBCSG 11-93 N+pret 4 AC 6/89 5 11 2:4 +
93Mz1+2 IBCSG 12-93 N+post 4 AC 5154 patientsb) (no dataé !
94F JCOG 9401 N+post T 6 AC -1.7 - :
|
. (b) subtotal * 1452/ 1754/ _101.3 560-3 < 0- 83 se 0-04)
4533 4870 ' eduction
(32:0%) (36:0%) ! 2p = 0-00002
I
(c) Other polychemotherapy |
I
|
73C1 Mayo 70-56-32 12 CFPr 19/21 12/13 2:1 4.5 .
74E UK'MCCG 003 6 CVF/CVM 79/149 85/141 -10-2 34-1 —a—
75G Northwick Park 12 MelV 27165 31/75 -1.7 12-0 »
76H2 West Midlands N— 6 ChIMF 100/287  103/288 -1.7 486 —o—H
76K HD 1 W. Germany 24 ChIF 39/61 41/63 -2.0 18-3 L
76P King's CRC M/M 24 MelM 129/222  127/213 14 53-6 :4#7
77E Oxford 24 MeIMF 61/106 62/100 -19 25-6 =
77W2 Mont]igelher CVF 582 patients) (gno datag ! J
78M3 N G 773051post 10 CFPr 60/85 71/99 -0-9 29-2 ;
81E N FFol 85/376 117/384 -169 487 w1
86D1 UK Mult|centre T 6 CVF/CVM 4/118 11/105 -41 3.7 +
88C NSABP B-20 1?2 Fol 67/786 98/788 -15:6 4015 +}—
92B2 HE1092 Greece 16 CMZF 27/135 20/145 54 0-8 T
93A1245 UKCCCR ABC T various (>1337 patients) (no data) I
I
B © subtota 697/ 778/  _46.0 3295 <= 0 87 se 0-05)
2411 2414 . eduction
(28:9%) (32:2%) ! op =001
I
I
|
I
Total (a+b+c)* 4769/ 5403/ _377.6 20353 $ 0 851 st 0-020)
14250 14514 [ eduction
(33:5%) (37-2%) | 2p < 0-00001
I
- 99% or <<= 95% confidence intervals L L : L )
0-5 1.0 1.5 2:0

Heterogeneity between 3 subtotals: Xi =04;p>01;NS 0

Heterogeneity within subtotals: Xie

=67-6; p>01; NS

Heterogeneity between 59 trials: ng =68:0; 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

Polychemo. better ‘ Polychemo. worse
Treatment effect 2p < 0-00001

15:51:17 17 November 2003
Not for publication or citation



Deaths/Women

Polychemo. deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance
and study name treatment polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents) '
I
|
73B INT Milan 7205 12 CMF 127/210  129/181 -17-3 575 H—l——
75E2 Manchester | 12 CMF 35/55 30/54 36 14.5 L -
76C Glasgow 12 CME 66/112 71/103 -5.7 29.0 |
76E EORTC 09771 24 CMF 86/229 99/223 -12.2 424 —a—
77B1+2 DanishBCG77bpre 12 CMF 102/201  125/196 -18-0 50-0 ———
77G1 Vienna 36 CMFV 52/81 50/82 -0-6 21-2 :
78E UK/Asia Collab. 124 CMF 93/247 95/241 -0-9 388 ﬁi
78K3 IBCSG/Ludwig lllpost12 CMF 85/171 105/164 -13-1 420 — .
78V2 ECOG EST6177post 12 CMFEPr 63/87 67/95 35 28-3 L L
79B1 SWOG7827ApoER+ 112 CMFVPr 164/325 168/316 =75 747 #7
79C CaseWesternB ER+ 112 CMFVPr 20/64 26/73 -3:6 9:6 .
79E Guy's/Manch. Il 12 CMF 105/185  144/207 -26:2 53-8 —a—
79H Paris N- 6 CMF 20/172 23/163 -0-8 10-2 T
80F INTMilan 8004 N- 12 CMF 10/49 21/47 -6-7 6-8 _—
80J1 Vienna G&/n post t 6 CMF 16/30 10/29 4.2 4.9 :
80L SWOG 7 ?? CMFV %8 patlent % ﬁno data) '
81H EST1180/SW.8294 6 CMEPr 62/27 84/26 -14-5 34.8 ————
82C DanishBCG82cpost T 9 CMF 445/708 452/737 -2:3 1997 ! .
84D NCI-C MA.4 T 6 CMF 123/381  130/377 -5-9 569 #7
85J1+3 PetrovStPetersb’g T 4 CMF; 2TtMF 68/193 70/191 -2.3 32:0 ——
86H2 IBCSG VII * 13/6 CMF 333/948 3(122/318) -8:2 799 :47
87D3 GABG 3 Germany T 6 CMF 36/278 35/248 -2:2 16-5 -
88C NSABP B-20 1?? CMF 49/789 82/788 -169 32:1 ———
88D IBCSG IX T 3CMF 56/853 74/862 -9:3 314 —.
89A2 SITAM-01 T 6 CMFE 22/63 16/5 22 86 T
89E4+9 GROCTAV ltaly T 6 CMF 15/40 19/3 =37 71 +
89J1 CRCRAMS Moscow 6 CMF 0/11 1/10 -0-6 0-2 L
89V Romagnolo Italg 6 CMF 18/138 23/143 -1.9 9:6 o
90P Amsterdam C8913 6 CMF 12/149 15/122 -41 62 T
90S1 IBCSG VIII 6 CMF 5200 patlents) no data) !
90X1 Tokyo CIH 6 CMF 11/144 9/143 -4 4.4 :
93S Hamburg, Germany 6 CMF 8/117 14/125 -2:6 51 T
Sweden—Finland 9 CM (no data) i
|
I
(a) subtotal * 2302/ 2553/ -173.2 1008-1 < 0-84 (se 0-03)
73%6 72?80 \ reduction
(31-5%) (35-3%) 1 2p < 0-00001
I
(b) 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 87-9 +?
76L1 Cologne ?? AC $Gl patients} éno data) !
80B3+4 N Sweden BCG t 8 AC 60/92 68/95 -8-4 26-5 .
80C2 SESwed.BCGB post 6 AC 7/21 3/22 -2:1 4.5 T
80S1 Helsinki 2/47 32/50 -3-3 114 +
80Z Wessex 1t 6 VAP/VAC 20/48 23/45 -0-1 8:6 L
82F MD Anders.8227 N- 4 FACVPr 9/64 15/67 -2-8 5.7 1
83B GROCTA | ltaly ER+T 6 CMF; 4 83/171 80/171 -2:2 384 — 1
84C NSABP B-16 post * 124 MeIF+AI3AC 310/862 2(182/434) -23.6 1002 +,
84Qa+5 Austrian BCSG4  t 6 CMFVA 54/131 47/129 4.0 222 -
86P2+3 FASG France t 6 FEC 145/551  163/553 -14.1 72-4 —B—
89@ Bari ltaly N—- 6 FEC 10/123 18/121 —4.8 67 T
89B1 SWOG 8814 * T 6 FAC 209/1177 4(104/381) -25-2 556 —
89D IGR Paris 1t 6 FAC/FEC 94/576 108/575 -6-7 48:1 —
90Cs FASG GFEA 07 t 6 FEC 6/169 10/166 -1.9 39 +
92D Amsterdam C9203 1 4 EC 7/49 7/53 0-1 33 +
93H IBCSG 11-93 N+pret 4 AC 6/89 4/85 11 24 :
12-93 N+post 4 AC $154 patlentsg {no data) ,
94F JCOG 9401 N+post T 6 AC 5/6! /64 7 33 +
I
|
. (b) subtotal * 1245/ 1586/ -111.5 501-4 < 0-80 (se 0-04)
4533 4870 l reduction
(27-5%) (32-6%) | 2p < 0-00001
I
I
(c) Other polychemotherapy !
|
I
73C1 Mayo 70-56-32 12 CFPr 14/21 9/13 0-5 35 }
74E UK'MCCG 003 6 CVF/CVM 73/149 82/141 -11.3 32:0 —a—
75G Northwick Park 12 MelV 22/65 28/75 -1.8 10-6 -
76H2 West Midlands N- 6 ChIMF 88/287 94/288 -2:7 43-6 —
76K HD 1 W. Germany 24 ChlF 39/61 41/63 -2:0 183 =
76P King's CRC M/M MelM 125/222  117/213 36 50-7 —_—t
77E Oxford 24 MelMF 61/106 61/100 -1.3 25-4 L
77W2 Mont[lgelher 12 CVF 82 patients no data) .
78M3 NCCTG- 773051post 10 CFPr 53/85 66/99 =22 265 —it
81E N 11 MFFol 69/376 99/384 -153 40-4 —
86D1 UK Multlcentre t 6 CVF/CVM 3/118 8/105 =29 2.7 L
88C NSABP B-20 1?2 MFFol 53/786 82/788 -14.3 33:0 —.———
92B2 HE1092 Greece 16 CMzF 25/135 18/145 5.2 98 T
93A1245 UKCCCR ABC T various (21337 patients) (no data) !
I
. (c) subtotal 625/ 705/  _44.4 296.7 <= 0-86 (se 0-05)
2411 2414 ' eduction
(25:9%) (29-2%) | 2p = 0.010
I
|
I
Total (a+b +c) * 4172/ 4844/ _379.1 1806.2 +$ 0 833 se 0-022)
14250 14514 | eduction
(29-3%) (33-4%) i 2p <0:00001
I
- 99% or <= 95% confidence intervals L ‘ . g
0 0-5 1.0 15 2:0

Heterogeneity between 3 subtotals: x; =12;p>01; NS

Heterogeneity within subtotals: Xge

Heterogeneity between 59 trials: X:s

=74-4;,p=0-05
=757; p=0-06

Polychemo. better ‘ Polychemo. 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 Chemotherapy plus tamoxifen versus same tamoxifen alone

15:53:46 17 November 2003
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Deaths/woman-years Polychemo. deaths

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

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

73B INT Milan 7205 12 CMFE 30/2127  22/1427 24 10-7
75E2 Manchester | 12 CMF 6/434 3/436 12 1.9
76C Glasgow 12 CMF 12/835 6/625 0.7 4.0
76E EORTC 09771 24 CMF 9/1481 7/1233 0-8 3.6
77B1+2 DanishBCG77bpre 12 CMF 15/2293  10/1741 09 57
77G1 Vienna 36 CMEFV 0/717 0/646
78E UK/Asia Collab. 124 CMF 15/1352  12/1179 16 4.4
78K3 IBCSG/Ludwig llipostt12 CMF 19/1414 11/1104 21 72
78V2 ECOG EST6177post 12 CMFPr 2/566 2/599 0.1 0.9
79B1 SWOG7827ApoER+ 112 CMFVPr 36/2614  46/2413 -6-3 19:9 g
79C CaseWesternB ER+ 112 CMFVPr 5/432 71465 -09 2:9
79E Guy's/Manch. Il 12 CMF 13/1575 12/1145 -1.6 51
79H Paris N— 6 CMF -/1113 —-/985 (no data)
80F INTMilan 8004 N- 12 CMF 4/589 4/358 -1.6 15
80J1 Vienna ng post 1t 6 CMF 1/194 4/223 0-3 04
80L SWOG ?? CMFV éno data)
81H EST1180/SW.8294 6 CMFPr 9/2851 9/2337 -0-3 4.4
82C DanlshBCGSZcpost T 9CMF 54/4464  73/4243 -87 305 —
84D NCI-C M. T 6CM 9/1828 7/1707 06 4.0
85J1+3 PetrovStPetersbg T 4CMF 2TtMF 6/1844 9/1704 -05 31
86H2 IBCSG VIl * 13/6 CMF 27/5820 3(13/1804) -30 74
87D3 GABG 3 Germany T 6 CMF -/10 =/91 éno data%
88C NSABP B-20 1?2 CMF 18/6146 16/5921 -9 5
88D IBCSG IX T 3CMF 18/4391  17/4149 0-2 87
89A2 SITAM-01 T 6 CMF 2/287 1/277 0:6 0.7
89E4+9 GROCTAV ltaly T 6 CMF -/216 -/168 (no data)
89J1 CRCRAMS Moscow 6 CMF 0/39 0/24
89V Romagnolo Italg 6 CMF 2/800 0/781 1.0 05
90P Amsterdam C891 6 CMF 0/633 0/452
90S1 IBCSG 6 CMF éno data)
90X1 Tokyo CIH 6 CMF 2/611 0/634 0.5
93S Hamburg, Germany 6 CMF 4/396 1/430 12
Sweden-Finland 9 CMF (no data)
B (5 subtotal with data § * 318/ 318/  _7.1 1375 === 0-95 (se 0-08)
46733 41665 reductlon
(0:7%ly) (0-8%ly) 2p >0:-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * AC 2/47 251/17
76H1 West Midlands N+ 6 CMFVAFOI 6/1917 4]140 0:6 24
76L1 Cologne AC éno data)
80B3+4 N Sweden BCG T 8 AC 7/639 8/526 2 3:3
80C2 SESwed.BCGB post 6 AC 5/233 3/169 -0-3 18
80S1 Helsinki 8 FAC 2/313 4/257 0-0 0-8
80Z Wessex 1t 6 VAP/VAC 4/452 2/391 0-6 13
82F MD Anders.8227 N- 4 FACVPr 2/446 2/407 0:6 0.7
83B GROCTA | ltaly ER+1 6 CMF; 4 E 1/1474 0/1311 05 0-3
84C NSABP B-16 ost* 124 MelF+A/3AC 83/6964 2(33/3102) 1.0 235 L
84Q4+5 Austrian BCS T 6 CMFVA =[77 -/765 6no da’(a}5
86P2+3 FASG France T 6 FEC 13/3187 11/2986 -6 9
89@ Bari ltaly N— 6 FEC 1/644 0/539 0-5 0-3
89B1 SWOG 8814 * T 6 FAC 72/6923 4(15/2118) 4.6 14.9 =
89D IGR Paris T 6 FAC/FEC 6/3408 5/3118 03 27
90Ce FASG GFEA 07 T 6 FEC 2/649 0/603 1.0 05
92D Amsterdam C9203 t 4 EC 1/179 1/178 0.0 0.5
93H IBCSG 11-93 N+pret 4 AC -1307 -1302 no data
93M1+2 IBCSG 12-93 N+post 4 AC no data
94F JCOG 9401 N+post T 6 AC 0/200 0/202
B (b) subtotal with data § * 207/ 168/ 102 590 T
27675 26806 1.19 (se 0-14)
(0-7%ly) (0-6%ly) increase

2p>01; NS
(c) Other polychemotherapy

73C1 Mayo 70-56-32 12 CFPr 5/158 3/130 16 09
74E UK MCCG 003 6 CVFICVM  6/710 3/568 11 22
75G Northwick Park 12 MelV 5/550 3/601 01 1.4
76H2 West Midlands N- 6 ChIMF 12/3692  9/3578 1.0 4.9
76K HD 1W. Germany 24 ChiF -/451 -/372 éno data)
76P Kin s CRC M/M 24 MelM 4/799 10/726 -2:2 29
77E Oxford 24 MelMF 0/776 1/599 -0-6 03
T7TW2 Mont}lgelher 12 CVF (no data)
78Ms NCCTG-773051post 10 CFPr 7/568 5/627 1.4 27
81E NSABP B-13N- 11 MFFol 16/3883  18/3416 -1-6 83
86D1 UK Multicentre 16 CVF/CVM 1/352 3/329 -1.2 1.0
83C NSABP B-20 122 MFFol 14/6156  16/5921 -1.3 75
92B2 HE1092 Greece 16 CMzF 2/540 2/633 01 1.0
93A1245 UKCCCR ABC T various (no data)
m (c) subtotal with data § 72/ 73/ -17 329 ——0 95 se 0-:17)
18184 17128 uction
(0:4%ly) (0-4%ly) 2p >0:1; NS
B otai@+b+c)* 597/ 559/ 14 2293 —— 1.006 (st 0-066)
92592 85599 increase
(0-6%ly) (0-7%ly) 2p>01; NS
M 99% or == 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: x; =22;p>01;NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: xie =31.1;p>01;NS Polychemo. better ‘ Polychemo. worse
Heterogeneity between 49 trials: xig =33.3;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 polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone

15:07:59 17 November 2003
Not for publication or citation



Deaths/woman-years Polychemo. deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance
and study name treatment  polychemo. control  O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2127 0/1427
75E2 Manchester | 12 CMF 1/434 0/436 05 03
76C Glasgow 12 CMF 8/835 5/625 0-0 30
76E EORTC 09771 24 CMF 5/1481 5/1233 -0-2 2:4
77B1+2 DanishBCG77bpre 12 CMF 2/2293 5/1741 -14 15
77G1 Vienna 36 CMFV 0/717 0/646
78E UK/Asia Collab. 124 CMF 6/1352 3/1178 1.6 15
78K3 IBCSG/LudW|g7IIIpOSlT12 CMF 11/1414 6/1104 16 4.1
78V2 ECOG EST6177post 12 CMFPr 0/566 0/599
79B1 SWOG7827ApoER+ 112 CMFVPr 13/2614  17/2413 -2:2 7-4
79C CaseWesternB ER+ 112 CMFVPr 4/432 5/465 -04 2.2
79E Guy's/Manch. Il 12 CMFE 4/1575 4/1145 -0- 15
79H Paris N—- MF -/1113 -/985 (no data)
80F INTMilan 8004 N- 12 CME 0/589 0/358
80J1 Vienna ng. post t 6CMF 0/194 2/223 -0- 0-2
80L SWOG 7985 ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFPr 0/2851 0/2337
82C DanishBCG82cpost T 9 CMF 23/4464  23/4243 09 111
84D NCI-C MA.4 T 6 CMF 2/1828 0/1707 09 05
85J1+3 PetrovStPetersb'g 1 4 CMF; 2TtMF 1/1844 4/1704 -0-5 08
86H2 IBCSG VIl * 13/6 CMF 9/5820  3(9/1804) -4.4 34
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 éno data)
88C NSABP B-20 1?? CMF 8/6146 3/5921 -5 2.8
88D IBCSG IX T 3CMF 13/4391  10/4149 1.3 5.7
89A2 SITAM-01 T 6 CMFE 1/287 0/277 0:6 02
89E4+9 GROCTAV ltaly T 6 CMF -/216 -/168 (no data;
89J1 CRCRAMS Moscow 6 CMF 0/39 0/24
89V Romagnolo Italg 6 CMF 1/800 0/781 05 03
90P Amsterdam C8913 6 CMF 0/633 0/452
90S1 IBCSG VIl 6 CMF (no data)
90X1 Tokyo CIH 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 § * 112/ 119/ 08 487 ——1.02 (se 0-14)
(0-2%ly) (0-3%ly) 2p>0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 1/47 250/17
76H1 West Midlands N+ 6 CMFVAFol  2/1917 0/140¢ 09 05
76L1 Cologne ?? AC (no data)
80B3+4 N Sweden BCG T 8 AC 4/639 2/526 11 15
80C2 SESwed.BCGB post 6 AC 4/233 1/169 0.7 11
80S1 Helsinki 8 FAC 0/313 2/257 -0-6 02
80Z Wessex T 6 VAP/VAC 3/452 0/391 14 0.7
82F MD Anders.8227 N- 4 FACVPr 0/446 0/407
83B GROCTA | Italy ER+1 6 CMF; 4 E 0/1474 0/1311
84C NSABP B—lﬁgost * 124 MelF+A/3AC 17/6964 2(6/3102) 1.0 4.9
84Qa+s Austrian BCSG4 T 6 CMFVA -/770 -/765 (no data)
86P2+3 FASG France T 6 FEC 2/3187 0/2986 11 0-5
89@ Bari ltaly N— 6 FEC 1/644 0/539 05 03
89B1 SWOG 8814 * T 6 FAC 27/6923 4(6/2118) 15 5.7
89D IGR Paris 1 6 FAC/FEC 1/3408 /3118 05 0-3
90Ce FASG GFEA 07 T 6 FEC 0/649 0/603
92D Amsterdam C9203 T 4 EC 0/179 0/178
93H IBCSG 11-93 N+pret 4 AC -1307 -/302 no data;
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC 0/200 0/202
= (b) subtotal with data § * 62/ 41/ 80 155 5
27675 26806 1-68(sE 0-33)
(0-2%ly) (0-2%ly) increase
2p =0:04
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr 5/158 2/130 1.6 09
74E UK'MCCG 003 6 CVFICVM 4/710 3/568 01 17
75G Northwick Park 12 MelV 2/550 2/601 -0-8 04
76H2 West Midlands N— 6 ChIMF 4/3692 7/3578 -16 2.7
76K HD 1 W. Germany 24 ChIF —/451 -/372 (no data)
76P Klnfg’s CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/776 0/599
T7TW2 Monqlgelller 12 CVF (Sno data)
78M3 NCCTG-773051post 10 CFPr /568 3/627 15
81E NSABP B-13 N- 11 MFFol 4/3883 3/3416 0 17
86D1 UK Multicentre T 6 CVF/ICVM 0/352 0/329
88C NSABP B-20 1?2? MFFol 5/6156 3/5921 0-9 2:0
92B2 HE1092 Greece 76 CMzF 0/540 0/633
93A1245 UKCCCR ABC T various (no data)
= (c) subtotal with data § 28/ 23/ 3 109
18184 17128 T'I3(se0-32)
(0-2%ly) (0-1%ly) increase
2p>0-1; NS
M Total(a+b+c)* 202/ 183/ 102 752 ————3145 (se 0-124)
(0-2%Ty) (0-2%ly) 2p>0-1; NS
- 99% or <= 95% confidence intervals L )
0 1.0 1.5 2:0

Heterogeneity between 3 subtotals: X; =3.0; p>01; NS

Heterogeneity within subtotals: xgz =329; p>0-1; NS

Heterogeneity between 35 trials: x; =35-8; p>0-1; NS

§ 6 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone

Polychemo. better

Polychemo. worse

Treatment effect 2p > 0-1; NS, adverse
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Deaths/woman-years Polychemo. deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2127 0/1427
75E2 Manchester | 12 CMF 0/434 0/436
76C Glasgow 12 CMF 1/835 1/625 -0-4 04
76E EORTC 09771 24 CME 0/1481 0/1233
77B1+2 DanishBCG77bpre 12 CMF 0/2293 4/1741 -21 1.0
77G1 Vienna 36 CMFV 0/717 0/646
78E UK/Asia Collab. 124 CMF 1/1352 2/1178 -0-1 0.7
78K3 IBCSG/Ludwig lllpostt12 CMF 1/1414 1/1104 -0-1 05
78V2 ECOG EST6177post 12 CMFPr 0/566 0/599
79B1 SWOG7827ApoER+ 112 CMFVPr 1/2614 8/2413 -35 2:2
79C CaseWesternB ER+ 112 CMEVPr 1/432 0/465 06 0-2
79E Guy s/Manch. Il 12 CMF 1/1575 1/1145 0-3 0-5
79H Paris N- 6 CMF -/1113 -/985 (no data)
80F INTMlIan 8004 N- 12 CMF 0/589 0/358
80J1 Vienna ng post 1 6 CMF 0/194 0/223
80L SWOG 7985 ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 0/2851 0/2337
82C DanlshBCGSZCpost T 9 CMF 6/4464 5/4243 09 25
84D NCI- T 6 CMF 1/1828 0/1707 05 03
85J1+3 PetrovStPetersbg Tt 4 CMF; 2TtMF 0/1844 0/1704
86H2 IBCSG VIl * 13/6 CMF 5/5820  3(5/1804) -2:4 1.9
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (()no data)
88C NSABP B-20 1?22 CMFE 1/6146 0/5921 -5 0.3
88D IBCSG IX T 3CMF 4/4391 3/4149 0-5 1.8
89A2 SITAM-01 T 6 CMF 1/287 0/277 0-6 0-2
89E4+9 GROCTAV ltaly t 6 CMF -/216 -/168 (no data)
89J1 CRCRAMS Moscow 6 CMF 0/39 0/24
89V Romagnolo Ilalg 6 CMF 1/800 0/781 05 03
90P Amsterdam C8913 6 CMF 0/633 0/452
90S1 IBCSG VI 6 CMF (no data)
90X1 Tokyo CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF 0/396 0/430
Sweden-Finland 9 CMF (no data)
= (a) subtotal with data § * 25/ 40/ -40 126 ————— 0:73 (se 0-24)
46733 41664 reduction
(0-1%ly) (0-1%ly) 2p >0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 0/47 50/17
76H1 West Midlands N+ 6 CMFVAFol 0/1917 0/140
76L1 Cologne ?? AC éno data)
80B3+4 N Sweden BCG t 8AC 2/639 1/526 -4 0.7
80C2 SESwed.BCGB post 6 AC 0/233 0/169
80S1 Helsinki 8 FAC 0/313 0/257
80Z Wessex 1t 6 VAP/VAC 1/452 0/391 0-6 0-2
82F MD Anders.8227 N- 4 FACVPr 0/446 0/407
83B GROCTA | ltaly ER+1 6 CMF; 4 E 0/1474 0/1311
84C NSABP B-16 ost* T24 MelF+A/3AC 3/6964 2(1/3102) 0-2 0-8
84Qa4+5 Austrian BCS| T 6 CMFVA -/770 -/765 (no data)
86P2+3 FASG France T 6 FEC 0/3187 0/2986
89@ Bari Italy N— 6 FEC 0/644 0/539
89B1 SWOG 8814 * T 6 FAC 5/6923 480/2118) 11 0-8
89D IGR Paris T 6 FAC/FEC 0/3408 /3118
90Cs FASG GFEA 07 T 6 FEC 0/649
92D Amsterdam C92 T 4EC 0/179 0/178
93H IBCSG 11-93 N+preT 4 AC -/307 -/302 gno data}
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC 0/200 0/202
. (b) subtotal with data § * 11/ 3/ 22 26 T
27675 26806 Z2-35(se 0-98)
(0-0%l/y) (0-0%!y) increase
2p >0-1; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr 1/158 0/130 05 03
74E UK'MCCG 003 6 CVF/ICVM 0/710 0/568
75G Northwick Park 12 MelV 1/550 0/601
76H2 West Midlands N- 6 ChIMF 0/3692 2/3578 -1.1 05
76K HD 1 W. Germany 24 ChilF /451 -/372 (no data)
76P Klnfg s CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/776 0/599
77W2 Mon ]IZ 12 CVF éno data)
78M3 N G 773051post 10 CFPr 1/568 1/627 -1 0.5
E NS B-13 N 11 MFFol 1/3883 1/3416 -0-1 05
86D1 UK Multlcentre T 6 CVF/ICVM 0/352 0/329
88C NSABP B-20 1?2 MFFol 1/6156 0/5921 0-5 03
92B2 HE1092 Greece 16 CMzF 0/540 0/633
93A1245 UKCCCR ABC 1 various (no data)
(c) subtotal with data § 5/ 4/ -01 20 T S —
18184 17128 O l SE_U' 7U)
(0-0%ly) (0-0%ly) uction
2p >0:1; NS
= Total(@a+b+c)* 41/ 471 19 172 ———+—0.898 (se 0-228)
92592 85598 reduction
(0-0%ly) (0-1%ly) 2p>0-1; NS
- 99% or <= 95% confidence intervals L . . g
Heterogeneity between 3 subtotals: xi =3.0; p>0-1; NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: Xgo =24.6;p>01; NS Polychemo. better ‘ Polychemo. worse
Heterogeneity between 23 trials: ng =276;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 polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Polychemo. deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2127 0/1427
75E2 Manchester | 12 CMF 0/434 0/436
76C Glasgow 12 CMF 0/835 0/625
76E EORTC 09771 24 CME 0/1481 0/1233
77B1+2 DanishBCG77bpre 12 CMF 0/2293 0/1741
77G1 Vienna 36 CMFV 0/717 0/646
78E UK/Asia Collab. 124 CMF 0/1352 0/1178
78K3 IBCSG/Ludwig lllpostt12 CMF 2/1414 1/1104 0-5 0.7
78V2 ECOG EST6177post 12 CMFPr 0/566 0/599
79B1 SWOG7827ApoER+ 112 CMFVPr 2/2614 1/2413 05 08
79C CaseWesternB ER+ 112 CMEVPr 0/432 0/465
79E Guy s/Manch. Il 12 CMF 0/1575 0/1145
79H Paris N- CMF -/1113 -/985 (no data)
80F INTMlIan 8004 N- 12 CMF 0/589 0/358
80J1 Vienna Gyn. post 1t 6 CMF 0/194 0/223
80| ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 0/2851 0/233
82C DanlshBCGSZcpost T 9 CMF 1/4464 0/4243 05 0-3
84D NCI- T 6 CMF 1/1828 0/1707 0-4 0-2
85J1+3 PetrovStPetersbg Tt 4 CMF; 2TtMF 0/1844 2/1704 -05 03
86H2 IBCSG VIl * 13/6 CMF 0/5820  3(0/1804)
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (no data)
88C NSABP B-20 1?? CMF 0/6146 0/5921
88D IBCSG IX T 3CMF 2/4391 0/4149 1.0 05
89A2 SITAM-01 T 6 CMF 0/287 0/277
89E4+9 GROCTAV ltaly t 6 CMF -/216 -/168 (no data)
89J1 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 VI 6 CMF (no data)
90X1 Tokyo CIH CMF 0/611 0/634
93S Hamburg, Germany 6 CMF 0/396 0/430
Sweden-Finland 9 CMF (no data)
. (a) subtotal with data § * 8/ 4/ 2.7 S
46733 41664 244 (SEU-Y0)
(0-0%l/y) (0-0%!y) increase
2p >0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3- 0/47 250/17
76H1 West Midlands N+ 6 CMFVAFOI 0/1917 0/140
76L1 Cologne AC 6no data)
80B3+4 N Sweden BCG T 8 AC 0/639 1/526 -0-4 0:2
80C2 SESwed.BCGB post 6 AC 0/233 1/169 -0-6 02
80S1 Helsinki 8 FAC 0/313 1/257
80Z Wessex 1t 6 VAP/VAC 0/452 0/391
82F MD Anders.8227 N- 4 FACVPr 0/446 0/407
83B GROCTA | ltaly ER+1 6 C| 0/147 /131
84C NSABP B- lG(gost* 124 MeIF+A/3AC 0/6964  2(0/3102)
84Qa4+5 Austrian BCS| 6 CMFVA =77 -/76 (no data)
86P2+3 FASG France T 6F /3187 0/2986
89@ Bari Italy N— 6 FEC /64 0/539
89B1 SWOG 8814 * T 6 FAC 4/6923 481/2118) 01 09
89D IGR Paris T 6 FAS C/FEC 0/340 /3118
90Cs FASG GFEA 07 T 6F 0/64 0/603
92D Amsterdam C9203 t 4 EC 0/179 0/178
93H IBCSG 11-93 N+pret 4 AC -/307 -/302 no data;
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post t 6 AC 0/200 0/202
(b) subtotal with data § * 4/ 7/ -09 13 T
27675 26806 051 éSE 063)
(0-0%l/y) (0-0%!y) uction
p >0-1; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr 0/158 0/130
74E UK'MCCG 003 6 CVF/ICVM 1/710 2/568 -0-6 0.7
75G Northwick Park 12 MelV 0/550 0/601
76H2 West Midlands N- 6 ChIMF 0/3692 0/3578
76K HD 1 W. Germany 24 ChlF /451 -/137. (no data)
76P Klnfg s CRC M/M 24 MelM 0/799 0/726
77E Oxford MelMF 0/776 0/599
77W2 M n[lg lier 12 CVF (no data)
78M3 NCCTG-773051post 10 CFPr 0/56 /627
81E NSABP B-13 N- 11 MFFol 0/3883 0/3416
86D1 UK Multicentre T 6 CVF/ICVM 0/35. 0/329
88C NSABP B-20 1?2 MFFol 2/6156 0/5921 1.0 05
92B2 HE1092 Greece 16 CMzF 0/540 0/633
93A1245 UKCCCR ABC T various (no data)
(c) subtotal with data § 3/ 2/ 04 12 S —
18184 17128 *O9 (SE T Uo)
(0-0%l/y) (0-0%!y) increase
2p>01; NS
. Total(@a+b+c)* 15/ 13/ 19 53 I -
92592 85598 '
(0-0%l/y) (0-0%!y) increase
2p >0-1; NS
4 99% or == 95% confidence intervals L L L )
0 05 1.0 1.5 2:0

Heterogeneity between 3 subtotals: X; =22;p>01; NS
Heterogeneity within subtotals: X: =6:9; p>0-1; NS

Heterogeneity between 11 trials: Xio =9-1; p>0-1; NS

Polychemo. better ‘ Polychemo. worse

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

§ 6 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 3923; allocated control: 3508)
* 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 Polychemo. deaths

Ratio of annual death rates

Year code Months & Allocated Adjusted Logrank Variance
and study name treatment  polychemo. control ~ O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2127 0/1427
75E2 Manchester | 12 CMF 1/434 0/436 05 0-3
76C Glasgow 12 CMF 7/835 4/625 04 2:6
76E EORTC 09771 24 CMF 5/1481 5/1233 -0-2 2:4
77B1+2 DanlShBCG77bpre 12 CMF 2/2293 1/1741 0.7 0-6
77G1 Vi 36 CM FV 0/717 0/646
78E UK/ASla Collab. 124 CM 5/1352 1/1178 1.7 0-8
78K3 IBCSG/LudWl IIIpOStTlZ CMF 8/1414 4/1104 12 29
78V2 ECOG 7post 12 CMFPr 0/566 0/599
79B1 SWOG7827A 0ER+ 112 CMFVPr 10/2614 8/2413 0-8 4.5
79C CaseWesternB ER+ 112 CMFVPr 3/432 5/465 -1.0 19
79E Guy’'s/Manch. Il 12 CMF 3/1575 3/1145 -0-4 11
79H Paris N— 6 CMF -/1113 —-/985 (no data)
80F INTMilan 8004 N- 12 CMF 0/589 0/358
80J1 Vienna G&/n post 1 6 CMF 0/194 2/223 -0-2 0-2
80L SWOG ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFPr 0/2851 0/2337
82C DanlshBCGSZcpost T 9CMF 16/4464  18/4243 -0-6 84
84D NCI-C M T 6CM 0/1828 0/1707
85J1+3 PetrovStPetersbg T 4CMF 2TtMF 1/1844 2/1704 0.0 05
86H2 IBCSG VIl * 13/6 CMF 4/5820  3(4/1804) -2.0 15
87D3 GABG 3 Germany 1t 6 CMF -/1066 -/916 éno data)
88C NSABP B-20 1?2 CMF 716146 3/5921 -0 25
88D IBCSG IX T 3CMF 7/4391 7/4149 -0-2 35
89A2 SITAM-01 T 6 CMF 0/287 0/277
89E4+9 GROCTAV lItaly t 6 CMF -/216 -/168 (no data)
89J1 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 CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF 0/396 0/430
Sweden=Finland 9 CMF (no data)
m (a) subtotal with data § * 79/ 75/ 25 335 ————3-08 (se 0-18)
46733 41664 increase
(0-2%ly) (0-2%ly) 2p >0:1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 1/47 250/17
76H1 West Midlands N+ 6 CMFVAFol  2/1917 0/140 09 05
76L1 Cologne ?? AC (no data)
80B3+4 N Sweden BCG t 8AC 2/639 0/526 11 0.5
80C2 SESwed.BCGB post 6 AC 4/233 0/169 12 0-8
80S1 Helsmkl 8 FAC 0/313 1/257 -0-6 0:2
80Z Wi P/VAC 2/452 0/391 09 04
82F MD Anders 8227 N- 4 FAC r 0/4
83B GROCTA | ltaly ER+1 6 CMF /
84C NSABP B- ngost * 124 MeIF+AISAC 14/6964 2(5/3102) 09 4.0
84Qa4+5 Austrian BCS! - - (no data)
86P2+3 FASG France T 6 FEC 2/3187 0/2986 11 0.5
89@ Bari ltaly N— 6 FEC 1/644 0/539 05 03
89B1 SWOG 8814 * T 6 FAC 18/6923 4(5/2118) 03 4.1
89D IGR Paris T 6 FAC/IFEC 1/3408 /3118 05 03
90Cs FASG GFEA 07 T 6 FEC 0/649 0/603
92D Amsterdam C9203 t 4 EC 0/179 0/178
93H IBCSG 11-93 N+pret 4 AC -/307 -/302 no data;
93M1+2 IBCSG 12-93 N+post 4 AC no data,
94F JCOG 9401 N+post T 6 AC 0/200 0/202
» (b) subtotal with data § * 47/ 3y 67 116 1
27675 26806 1- /9_ (SE U-40)
(0-2%ly) (0-1%ly) increase
2p =0-05
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr 4/158 2/130 11 0.7
74E UK'MCCG 003 6 CVF/CVM 3/710 1/568 07 09
75G Northwick Park 12 MelV 1/550 2/601 -0-8 04
76H2 West Midlands N— 6 ChIMF 4/3692 5/3578 -0-5 23
76K HD 1 W. Germany 24 ChlF /451 -1372 (no data)
76P King's CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/776 0/599
77W2 Montflgelller 12 CVF (gno data)
78M3 NCCTG-773051post 10 CFPr 3/568 21627 -6 12
81E NSABP B-13 N- 11 MFFol 3/3883 2/3416 04 12
86D1 UK Multicentre t 6 CVF/ICVM 0/352 0/329
88C NSABP B-20 12? MFFol 2/6156 3/5921 -0-6 13
92B2 HE1092 Greece 6 CMzF 0/540 0/633
93A1245 UKCCCR ABC T various (no data)
. . . =
(c) subtotal with data § 20/ 17/ 1.0 80
18184 17128 I T5(SE U-58)
(0-1%ly) (0-1%ly) increase
2p >0-1; NS
B Total(@+b+c)* 146/ 123/ 102 530 T—1711
92592 85598 211 (se 0-151)
(0-2%ly) (0-1%ly) increase
2p >0-1; NS
4 99% or < 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: X; =23;p>01;NS 0 0-5 10 15 2:0
Heterogeneity within subtotals: ng =25.2;p>01; NS Polychemo. better ‘ Polychemo. worse

Heterogeneity between 32 trials: xgl =27-5;p>0-1; NS

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

§ 6 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Polychemo. deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name treatment  polychemo. control ~ O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 10/2127 5/1427 1.1 36
75E2 Manchester | 12 CMF 1/434 2/436 -0-2 0.7
76C Glasgow 12 CMF 3/835 1/625 04 08
76E EORTC 09771 24 CMF 0/1481 0/1233
77B1+2 DanishBCG77bpre 12 CMF 10/2293  3/1741 22 3.0
77G1 Vienna 36 CMFV 0/717 0/646
78E UK/Asia Collab. 124 CMF 3/1352 2/1178 0-6 0-6
78K3 IBCSG/Ludwig llipostr12 CMF 2/1414 4/1104 -1.4 1.5
78V2 ECOG EST6177post 12 CMFPr 0/566 0/599
79B1 SWOG7827ApoER+ 112 CMFVPr 9/2614 12/2413 -2:4 51
79C CaseWesternB ER+ 112 CMFVPr 1/432 1/465 -0-1 05
79E Guy's/Manch. Il 12 CME 7/1575 3/1145 06 2.0
79H Paris N— 6 CMF -/1113 -/985 éno data)
80F INTMilan 8004 N- 12 CMF 2/589 2/358 -0-6 0-8
80J1 Vienna ng post 1t 6 CMF 1/194 0/223 05 03
80L SWOG 2?2 CMFV (no data)
81H EST1180/SW.8294 6 CMFPr 0/2851 0/2337
82C DanlshBCG$2Cpost T 9 CMF 16/4464  23/4243 -4.0 9.6
84D NCI-C M. T 6 CMF 2/1828 4/1707 -1.1 1.5
85J1+3 PetrovStPetersb g T 4CMF; 2TtMF 4/1844 3/1704 05 16
86H2 IBCSG VIl * 13/6 CMF 6/5820  3(3/1804) -0.7 1.7
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 éno data)
88C NSABP B-20 1?? CMF 3/6146 7/5921 -2.0 2.5
88D IBCSG IX T 3CMF 0/4391 0/4149
89A2 SITAM-01 T 6 CMF 0/287 1/277 -0-6 2
89E4+9 GROCTAV ltaly T 6 CMF -/216 -/168 (no data)
89J1 CRCRAMS Moscow 6 CMF 0/39 0/24
89V Romagnolo Italg 6 CMF 1/800 0/781 05 0-3
90P Amsterdam C891. 6 CMF 0/633 0/452
90S1 IBCSG 6 CMF éno data)
90X1 Tokyo CIH 6 CMF 2/611 0/634 -8 05
93S Hamburg, Germany 6 CMF 0/396 0/430
Sweden-Finland 9 CMF (no data)
m  (a) subtotal with data § * 83 8/ 59 366 ———=— 0-85(se 0-15)
46733 41664 reduction
(0-2%ly) (0-2%ly) 2p>01; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * AC 1/47 251/17
76H1 West Midlands N+ 6 CMFVAFOI 1/1917 21140 -0.7 0.7
76L1 Cologne AC éno data)
80B3+4 N Sweden BCG T 8 AC 1/639 4/526 1.0
80C2 SESwed.BCGB post 6 AC 0/233 0/169
80S1 Helsinki 8 FAC 1/313 0/257 0-8 01
80Z Wessex 1t 6 VAP/VAC 1/452 1/391 -0-2 0-3
82F MD Anders.8227 N- 4 FACVPr 0/446 0/407
83B GROCTAI ltaly ER+T 6 CMF; 4 E 1/1474 0/1311 05 03
84C NSABP B-16 ost* 124 MelF+A/3AC 18/6964 2(5/3102) 1.8 4.7
84Q4+5 Austrian BCS! T 6 CMFVA -/770 -/765 (no data)
86P2+3 FASG France T 6 FEC 713187 4/2986 1.2 2.7
89@ Bari ltaly N— 6 FEC 0/644 0/539
89B1 SWOG 8814 * T 6 27/6923 4(6/2118) 1.6 5.8
89D IGR Paris T 6 FAC/FEC 3/3408 /3118 -0-1 1.5
90Cs FASG GFEA 07 T6 1/649 0/603 05 03
92D Amsterdam C9203 t 4 EC 0/179 0/178
93H IBCSG 11-93 N+pret 4 AC -1307 -/302 Eno datag
93M1+2 IBCSG 12-93 N+post 4 AC no data
94F JCOG 9401 N+post T 6 AC 0/200 0/202
m (b) subtotal with data § * 62/ 50/ 4.4 174 —
27675 26806 129 (sE 0-27)
(0-2%ly) (0-2%ly) increase
2p>01; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr 0/158 0/130
74E UK'MCCG 003 6 CVF/ICVM 1/710 0/568 05 0-3
75G Northwick Park 12 MelVv 2/550 0/601 0.7 04
76H2 West Midlands N- 6 ChIMF 2/3692 2/3578 0.0 1.0
76K HD 1W. Germany 24 ChiF -/451 -/372 éno data)
76P Kin s CRC M/M 24 MelM 4/799 10/726 2 2:9
77E Oxford 24 MelMF 0/776 1/599 -0:6 03
T7TW2 Mont}lgelher 12 CVF 6no data)
78M3 NCCTG-773051post 10 CFPr 2/568 21627 1 1.0
81E NSABP B-13 N- 11 MFFol 2/3883 7/3416 -2:6 2:2
86D1 UK Multicentre T 6 CVF/CVM 0/352 0/329
88C NSABP B-20 1?2 MFFol 8/6156 7/5921 0:3 3.8
92B2 HE1092 Greece 6 CMzF 0/540 0/633
93A1245 UKCCCR ABC T various (no data)
= (c) subtotal with data § 21/ 29/ -37 117 1 0 73 st 0:25)
18184 17128 uction
(0-1%ly) (0-2%ly) 2p >0-1; NS
M Total(a+b+c)* 166/ 161 52 658 ———— 0-924 (se 0:119)
92592 85598 reduction
(0-2%ly) (0-2%ly) 2p >0-1; NS
- 99% or == 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: x; =28;p>01;NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: x; =305, p>01; NS Polychemo. better ‘ Polychemo. worse
Heterogeneity between 37 trials: xgﬁ =33.3;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 polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Polychemo. deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2127 0/1427
75E2 Manchester | 12 CMF 0/434 2/436 -0-6 04
76C Glasgow 12 CMF 0/835 0/625
76E EORTC 09771 24 CME 0/1481 0/1233
77B1+2 DanishBCG77bpre 12 CMF 1/2293 0/1741 05 03
77G1 Vienna 36 CMFV 0/717 0/646
78E UK/Asia Collab. 124 CMF 0/1352 1/1178
78K3 IBCSG/Ludwig lllpostt12 CMF 1/1414 1/1104 -0-2 05
78V2 ECOG EST6177post 12 CMFPr 0/566 0/599
79B1 SWOG7827ApoER+ 112 CMFVPr 1/2614 3/2413 -1.3 1.0
79C CaseWesternB ER+ 112 CMEVPr 0/432 0/465
79E Guys/Manch 1l 12 CMF 0/1575 0/1145
79H Paris N- 6 CMF -/1113 -/985 (no data)
80F INTMlIan 8004 N- 12 CMF 0/589 0/358
80J1 Vienna ng post 1 6 CMF 1/194 0/223 05 03
80L SWOG 798 ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 0/2851 0/2337
82C DanlshBCGSZCpost T 9 CMF 4/4464 1/4243 13 13
84D NCI- T 6 CMF 0/1828 0/1707
85J1+3 PetrovStPetersbg T 4 CMF; 2TtMF  1/1844 0/1704 04 03
86H2 IBCSG VIl * 13/6 CMF 0/5820  3(0/1804)
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (no data)
88C NSABP B-20 1?22 CMFE 0/6146 2/5921 -1.0 05
88D IBCSG IX T 3CMF 0/4391 0/4149
89A2 SITAM-01 T 6 CMF 0/287 0/277
89E4+9 GROCTAV ltaly t 6 CMF -/216 -/168 (no data)
89J1 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 VI 6 CMF (no data)
90X1 Tokyo CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF 0/396 0/430
Sweden-Finland 9 CMF (no data)
. (a) subtotal with data § * 9/ 10/ -03 44 T
46733 41664 094 éSE_U'4b)
(0-0%ly) (0-0%ly) uction
2p >01; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3- 0/47 250/17
76H1 West Midlands N+ 6 CMFVAFOI 0/1917 0/140
76L1 Cologne ? AC éno data)
80B3+4 N Sweden BCG t 8 AC 1/639 0/526 -5 03
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 0/446 0/407
83B GROCTA | ltaly ER+1 6 0/1474 0/1311
84C NSABP B-16 ost* 124 MeIF+A/3AC 5/6964 2(0/3102) 15 1.0
84Q4+5 Austrian BCS! T 6CM -/770 -/765 (no data)
86P2+3 FASG France T6 0/3187 0/2986
89@ Bari ltaly N—- 6 FEC 0/644 0/539
89B1 SWOG 8814 * T 6 FAC 2/6923  4(0/2118) 04 03
89D IGR Paris T 6 FA C/FEC 0/3408 /3118 -11 05
90Cs FASG GFEA 07 T 6 FE 0/649 0/603
92D Amsterdam C9203 T 4 EC 0/179 0/178
93H IBCSG 11-93 N+pret 4 AC —-/307 -/302 no data]
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC 0/200 0/202
. (b) subtotal with data § * 8/ 2/ 13 21 an T A OR
27675 26806 J.'tjt? (SE'U-IJ0)
(0-0%l/y) (0-0%!y) increase
2p >0:1; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFP| 0/158 0/130
74E UK'MCCG 003 6 CVF/CVM 0/710 0/568
75G Northwick Park 12 0/550 0/601
76H2 West Midlands N- 6 ChIMF 0/3692 1/3578 -0-5 0-3
76K HD 1W. Germany 24 ChiF /451 —-/372 (no data)
76P King's CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/776 0/599
77W2 Montpellier 12 CVF (no data)
78M3 NCCTG-773051post 10 CFPr 0/568 0/627
81E NSABP B-13 N- 11 MFFol 0/3883 1/3416 -0-5 0-3
86D1 UK Multicentre T 6 CVF/ICVM 0/352 0/329
88C NSABP B-20 1?22 MFFol 0/6156 2/5921 -1.0 05
92B2 HE1092 Greece 16 CMzF 0/540 0/633
93A1245 UKCCCR ABC T various (no data)
(c) subtotal with data § o/ 4/ 21 10— 0-00 (se 0-47)
18184 17128 reduction
(0-0%ly) (0-0%ly) 2p =0-03
.« Total(@+b+c)* 17/ 16/ -11 75
92592 85598 0-868(sE 0-341)
(0-0%l/y) (0-0%!y) reduction
2p >0-1; NS
4 99% or <= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: X; =52; p=0-08 0 0-5 10 15 2:0
Heterogeneity within subtotals: Xiz =14.3;p>01; NS Polychemo. better | Polychemo. worse
Heterogeneity between 15 trials: xi4 =195, 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 polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Polychemo. deaths

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual death rates
and study name treatment  polychemo. control ~ O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 3/2127 0/1427 12 0.7
75E2 Manchester | 12 CMF 0/434 0/436
76C Glasgow 12 CMF 1/835 0/625 05 03
76E EORTC 09771 24 CME 0/1481 0/1233
77B1+2 DanishBCG77bpre 12 CMF 3/2293 1/1741 08 1.0
77G1 Vienna 36 CMFV 0/717 0/646
78E UK/Asia Collab. 124 CMF 1/1352 0/1178
78K3 IBCSG/Ludwig lllpostt12 CMF 0/1414 0/1104
78V2 ECOG EST6177post 12 CMFPr 0/566 0/599
79B1 SWOG7827ApoER+ 112 CMFVPr 1/2614 1/2413 -0-2 05
79C CaseWesternB ER+ 112 CMEVPr 1/432 0/465 03 0-2
79E Guy s/Manch. Il 12 CMF 0/1575 0/1145
79H Paris N- 6 CMF -/1113 -/985 (no data)
80F INTMlIan 8004 N- 12 CMF 0/589 0/358
80J1 Vienna ng post T 6 CMF 0/194 0/223
80L SWOG 7985 ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 0/2851 0/2337
82C DanlshBCGSZCpost T 9 CMF 1/4464 5/4243 -21 15
84D NCI- T 6 CMF 0/1828 0/1707
85J1+3 PetrovStPetersbg Tt 4 CMF; 2TtMF  0/1844 0/1704
86H2 IBCSG VIl * 13/6 CMF 0/5820  3(0/1804)
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (()no data)
88C NSABP B-20 1?22 CMFE 2/6146 3/5921 -0-5 13
88D IBCSG IX T 3CMF 0/4391 0/4149
89A2 SITAM-01 T 6 CMF 0/287 0/277
89E4+9 GROCTAV ltaly t 6 CMF -/216 -/168 (no data)
89J1 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 VI 6 CMF (no data)
90X1 Tokyo CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF 0/396 0/430
Sweden-Finland 9 CMF (no data)
. (a) subtotal with data § * 13/ 10/ 00 54 -
46733 41664 I-00(se U-45)
(0-0%l/y) (0-0%!y) increase
2p >0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3-5 AC 0/47 250/17
76H1 West Midlands N+ 6 CMFVAFol  0/1917 0/140
76L1 Cologne ?? AC (no data)
80B3+4 N Sweden BCG T 8AC 0/639 0/526
80C2 SESwed.BCGB post 6 AC 0/233 0/169
80S1 HeISInkl 8 FAC 1/313 0/257 08 01
80Z Wes t 6 AP/VAC 0/452 0/391
82F MD Anders 8227 N- 4 FAC 0/446 0/407
83B GROCTA | ltaly ER+1 6 CMF. 0/1474 0/1311
84C NSABP B-16 ost* 124 MeIF+A/3AC 2/6964  2(0/3102) 0.6 04
84Q4+5 Austrian BCS T 6 CMFVA =770 -/765 (no data)
86P2+3 FASG France t 6 FEC 0/3187 0/2986
89@ Bari Italy N— 6 FEC 0/644 0/539
89B1 SWOG 8814 * T 6 FAC 9/6923  4(0/2118) 21 16
89D IGR Paris T 6 FAC/FEC 0/3408 /3118
90Cs FASG GFEA 07 T 6F 0/649 0/603
92D Amsterdam C9203 t 4 EC 0/179 0/178
93H IBCSG 11-93 N+pret 4 AC -/307 -/302 Eno datag
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post t 6 AC 0/200 0/202
. (b) subtotal with data § * 12/ o/ 35 22
27675 26806 o-I6 (SE1-/3)
(0-0%ly) (0-0%ly) increase
2p =0-02
(c) Other polychemotherapy
73C1 Mayo 70-56-32 2 CFPr 0/158 0/130
74E UK'MCCG 003 6 CVF/CVM 0/710 0/568
75G Northwick Park 12 MelV 1/550 0/601 05 03
76H2 West Midlands N- 6 ChIMF 0/3692 0/3578
76K HD 1W. Germany 24 ChiF —/451 -1372 (no data)
76P King's CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/776 0/599
TTW2 Mont]?elller 12 CVF (gno data)
78M3 NCCTG-773051post 10 CFPr 1/568 1/627 -2 05
81E NSABP B-13 N- 11 MFFol 1/3883 2/3416 -0-5 08
86D1 UK Multicentre t 6 CVF/ICVM 0/352 0/329
88C NSABP B-20 12? MFFol 2/6156 3/5921 -0-6 13
92B2 HE1092 Greece 16 CMzF 0/540 0/633
93A1245 UKCCCR ABC T various (no data)
. (c) subtotal with data § 5/ 6/ -04 27 ;
18184 17128 0-87 éSE_U'bb)
(0-0%l/y) (0-0%ly) uction
2p >01; NS
« Total(@a+b+c)* 30/ 16/ 31 103 — —ToF
92592 85598 15909 (SE U- dbb)
(0-0%ly) (0-0%ly) increase
2p>0-1; NS
- 99% or <= 95% confidence intervals . L L )
Heterogeneity between 3 subtotals: xg =4.9; p=0-09 0 05 1.0 15 2:0
Heterogeneity within subtotals: x?, = 12:0; p > 0-1; NS Polychemo. better | Polychemo. worse
Heterogeneity between 14 trials: Xis =16-9; p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

§ 6 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Polychemo. deaths

Months &
treatment

ear code
study name

Allocated Adjusted Logrank Variance
polychemo. control

O-E of O-E

Ratio of annual death rates

Polychemo. : Control

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

73B

INT Milan 7205 12 CMF 712127
Manchester | 12 CMFE 1/434
Glasgow 12 CMF 2/835
EORTC 09771 24 CMF 0/1481
DanishBCG77bpre 12 CMF 6/2293
Vienna 36 CMFV 0/717
UK/Asia Collab. 124 CMF 2/1352
IBCSG/Ludwig lllpost12 CMF 1/1414
ECOG EST6177post 12 CMFPr 0/566
SWOG7827ApoER+ 112 CMFVPr 7/2614
CaseWesternB ER+ 112 CMFVPr 0/432
Guy's/Manch. Il 12 CMF 7/1575
Paris N— 6 CMF -/1113
INTMilan 8004 N- 12 CMF 2/589
Vienna Gyn. post T 6 CMF 0/194
SWOG ?? CMFV
EST1180/SW.8294 6 CMFPr 0/285
Dan|shBCGBZcpost t9C 11/4464
NCI-C MA.4 6 CMF 2/182:
PetrovStPetersb’g T 4 CMF; 2TtMF 3/1844
IBCSG VIl * 13/6 CMF 6/5820
GABG 3 Germany T 6 CMF -/1066
NSABP B-20 1?2 CMFE 1/6146
IBCSG IX T 3CMF 0/4391
SITAM-01 T 6 CMF 0/287
GROCTAV ltaly T 6 CMF -/216
CRCRAMS Moscow 6 CMF 0/39
Romagnolo Italg 6 CMF 1/800
Amsterdam C8913 6 CMF 0/633
IBCSG VI 6 CMF
Tokyo CIH 6 CMF 2/611
Hamburg, Germany 6 CMF 0/396
Sweden=—Finland 9 CMF
(a) subtotal with data § * 61/
46733

(b) Anthracycline regimens

(0-1%ly) (0-1%ly)

74D1 DFCI 74-063 * 7/3-5 AC 1/47
76H1 West Midlands N+ 6 CMFVAFol  1/1917
76L1 Cologne ?? AC
80B3+4 N Sweden BCG T 8AC 0/639
80C2 SESwed.BCGB post 6 AC 0/233
80S1 HeI5|nk| 8 FAC /313
80Z Wes t 6 VAP/VAC 1/452
82F MD Anders 8227 N- 4 FACVPr 0/44
83B GROCTA | Italy ER+1 6 CMF; 4 E 1/1
84C N P B-16 post * 124 MelF+A/3AC 11/6964
84Q4+5 Austrian BCS! 6 CMFVA =77
86P2+3 FASG France T 6 FEC 7/3187
89@ Bari Italy N— 6 FEC 0/644
89B1 SWOG 8814 * T 6 FA 16/6923
89D IGR Paris T 6 FAC/FEC 3/3408
90Cs FASG GFEA 07 T 6 FE 1/649
92D Amsterdam C9203 T 4 EC 0/179
93H IBCSG 11-93 N+pret 4 AC -/307
93M1+2 IBCSG 12-93 N+post 4 AC
94F JCOG 9401 N+post T 6 AC 0/200
= (b) subtotal with data § * 42/
27675

(c) Other polychemotherapy

93A1245

Mayo 70-56-32 12 CFPr

UK'MCCG 003 6 CVF/ICVM
Northwick Park 12 MelV
West Midlands N— 6 ChIMF
HD 1 W. Germany 24 ChlF
King's CRC M/M 24 MelM
Oxford 24 MelMF
Mon ]la_elller 12 CVF
NCCTG 773051post 10 CFPr
NSABP B 1M

Fol
UK Multlcentre T 6 CVF/CVM
NSABP B-20 1?2? MFFol
HE1092 Greece 16 CMzF
UKCCCR ABC T various

(c) subtotal with data §

m Total(a+b+c)*

(0-2%ly) (0-2%ly)

0/158

16/
18184

5/1427

4/1707
3/1704
3(3/1804)
~/916
2/5921

62/
41664

251/17
2/140

0/202

48/
26806

0/130
0/568

19/
17128

(0-19%ly) (0-1%}y)

119/
92592

129/
85598

(0-19%ly) (0-2%ly)

- 99% or <<= 95% confidence intervals

Heterogeneity between 3 subtotals: X; =0-3; p>01; NS
=25:6; p>0-1; NS

Heterogeneity within subtotals: xgz

-0-1 29
05 0-3
-0-1 0-6
0-8 1.8
0-6 0-6
-12 1.0
-0-9 37
-0-4 0-2
0-6 20
(Sno data)
(no data)
-33 6-9
-11 1.5
0-1 1.4
-07 17
(()no data)

5 0-8
-0-6 0-2
(no data)
05 0-3

éno data)
-8 0-5

(no data)

-5:6 269

Lh—ooo
Ng oONG
o
Q
o
Q

—0 6
éno data
1

-15
1.9
(no data)

-1.2 80

N POTON=OoO
S NGO Do NG

-7-3 481

Heterogeneity between 35 trials: x; =259; p>0-1; NS

§ 6 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone

———— 081(se0-17)

eduction
2p>0-1; NS

§SE 0-27)
eduction
2p>0-1; NS

086 éSE_O-SB)
uction
2p >0:1; NS

——— 0-859 c§SE 0:134)

uction
2p >0-1; NS

L y

0

Polychemo. better

1.0 15 2:0

Polychemo. worse

Treatment effect 2p > 0-1; NS
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Deaths/woman-years Polychemo. deaths

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

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

73B INT Milan 7205 12 CMFE 20/2127  17/1427 13 72
75E2 Manchester | 12 CMF 4/434 1/436 09 1.0
76C Glasgow 12 CMF 1/835 0/625 03 0:2
76E EORTC 09771 24 CMF 4/1481 2/1233 1.0 12
77B1+2 DanishBCG77bpre 12 CMF 3/2293 2/1741 01 1.2
77G1 Vienna 36 CMEFV 0/717 /646
78E UK/Asia Collab. 124 CMF 6/1352 7/1179 -0-6 23
78K3 IBCSG/Ludwig llipostt12 CMF 6/1414 1/1104 2.0 17
78V2 ECOG EST6177post 12 CMFPr 2/566 2/599 01 09
79B1 SWOG7827ApoER+ 112 CMFVPr 14/2614  17/2413 -1.8 76
79C CaseWesternB ER+ 112 CMFVPr 0/432 1/465 -0-4 0:2
79E Guy's/Manch. Il 12 CMF 2/1575 5/1145 -21 16
79H Paris N— 6 CMF -/1113 -/985 (no data)
80F INTMilan 8004 N- 12 CMF 2/589 2/358 -1.0 0.7
80J1 Vienna ng. post 1t 6 CMF 0/194 2/223
80L SWOG 7985 ?? CMFV éno data)
81H EST1180/SW.8294 6 CMFPr 9/2851 9/2337 -0-3 4.4
82C DanishBCG82cpost T 9 CMF 15/4464  27/4243 -5.6 10-1
84D NCI-C MA.4 T 6 CMF 5/1828 3/1707 08 2:0
85J1+3 PetrovStPetersb'g 1 4 CMF; 2TtMF 1/1844 2/1704 -05 0-8
86H2 IBCSG VIl * 13/6 CMF 12/5820 3(1/1804) 22 24
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 éno datag
88C NSABP B-20 1?2 CMF 7/6146 6/5921 4 -3
88D IBCSG IX T 3CMF 5/4391 714149 -12 3.0
89A2 SITAM-01 T 6 CMF 1/287 0/277 0:6 0:2
89E4+9 GROCTAV ltaly T 6 CMF -/216 -/168 (no data)
89J1 CRCRAMS Moscow 6 CMF 9 0/
89V Romagnolo Italg 6 CMF 0/800 0/781
90P Amsterdam C8913 6 CMF 0/633 0/452
90S1 IBCSG VIl 6 CMF (no data)
90X1 Tokyo CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF 4/396 1/430 15 12
Sweden-Finland 9 CMF (no data)
B (a) subtotal with data § * 123/ 117/  _p.p 531 ———— 096 (se 0-13)
46733 41665 reduction
(0-3%ly) (0-3%ly) 2p >0:-1; NS

(b) Anthracycline regimens

74D1 DFCI 74-063 * 7/13:5 AC 0/47 250/17
76H1 West Midlands N+ 6 CMFVAFol  3/1917 2/140 05 12
76L1 Cologne ?? AC éno data)
80B3+4 N Sweden BCG T 8 AC 2/639 2/526 -0-1 09
80C2 SESwed.BCGB post 6 AC 1/233 2/169 -09 0.7
80S1 Helsinki 8 FAC 1/313 2/257 -0-2 0-5
80Z Wessex 1t 6 VAP/VAC 0/452 1/391 -0-6 02
82F MD Anders.8227 N- 4 FACVPr 2/446 2/407 0:6 0.7
83B GROCTAI ltaly ER+T 6 CMF; 4 E 0/1474 0/1311
84C NSABP B—lGé)ost * 124 MelF+A/3AC 48/6964 2(22/3102) -1.8 14.1 -
84Q4+5 Austrian BCSG4 T 6 CMFVA -[770 -/765 (no data)
86P2+3 FASG France T 6 FEC 4/3187 7/2986 -1 2:8
89@ Bari ltaly N— 6 FEC 0/644 0/539
89B1 SWOG 8814 * T 6 18/6923 4(3/2118) 1.6 36
89D IGR Paris T 6 FAC/FEC 2/3408 /3118 -0-1 1.0
90Ce FASG GFEA 07 T 6 1/649 0/603 05 03
92D Amsterdam C9203 t 4 EC 1/179 1/178 0.0 05
93H IBCSG 11-93 N+pret 4 AC -1307 -1302 no data
93M1+2 IBCSG 12-93 N+post 4 AC no data
94F JCOG 9401 N+post T 6 AC 0/200 0/202
m (b) subtotal with data § * 83/ 771 -22 265 ————0-92 (se 0-19)
27675 26806 reduction
(0-3%ly) (0-3%ly) 2p>01; NS

(c) Other polychemotherapy

73C1 Mayo 70-56-32 12 CFPr 0/158 1/130
74E UK MCCG 003 6 CVFICVM  1/710 0/568 05 03
75G Northwick Park e 1/550 /601 01 05
76H2 West Midlands N- 6 ChIMF 6/3692  0/3578 25 12
76K HD 1 W. Germany 24 ChIF —/451 /372 (no data)
76P King's CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/776 0/599
77W2 Montpellier 12 CVF éno data)
78M3 NCCTG-773051post 10 CFPr 1/568 0/627 4 03
81E NSABP B-13N- 11 MFFol 10/3883  8/3416 06 4.4
86D1 UK Multicentre t+ 6 CVF/CVM  1/352 3/329 -12 1.0
88C NSABP B-20 122 MFFol 1/6156  6/5921 -2:4 17
92B2 HE1092 Greece 16 CMzF 2/540 2/633 01 1.0
93A1245 UKCCCR ABC T various (no data)
(c) subtotal with data § 23/ 21/ 08 103
. 18184 17128 T-08(sE 0-32)
(0-1%ly) (0-1%ly) increase
2p>01; NS
B Total(a+b+c)* 229/ 215/ _3.6 89.9 ——— 0-961 (se 0-103)
92592 85599 reduction
(0-2%ly) (0-3%ly) 2p>01; NS
M 99% or == 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: x; =02;p>01;NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: ng =374;p>01;NS Polychemo. better ‘ Polychemo. worse
Heterogeneity between 41 trials: xio =375;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 polychemo.: 3923; allocated control: 3508)
* 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 Chemotherapy plus tamoxifen versus same tamoxifen alone
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Deaths/woman-years Polychemo. deaths

Allocated Adjusted Logrank Variance Ratio of annual death rates
Category polychemo. control O-E ofO-E Polychemo. : Control
<50 5/6061 6/5570 -08 23
(0-1%ly) (0-1%ly)
50 - 59 22/8909 18/8906 21 89 =
(0-2%ly) (0-2%ly)
60 - 69 52/8872 44/8821 6:3 191 =
(0-6%ly) (0-5%ly)
70+ 17/996 8/1143 2:4 4.7
(1-7%ly) (0-7%ly)
m Total 96/ 76/ 10-1 349 e E———
24838 24440
(0-4%ly)  (0-3%ly) 1-336 (sE 0-196)
2p =0:09
adverse
M 99% or <<= 95% confidence intervals L L )
05 1.0 15 2.0

Heterogeneity between 4 categories: X; =12;p>01;NS

Polychemo. better ‘ Polychemo. worse
Treatment effect 2p = 0-09, adverse
Test for trend: Xf =1.0;2p>01; NS

16:40:26 17 November 2003
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Months &
treatment

Year code
and study name

Events/Women

Polychemo. events

O-E

Allocated Adjusted Logrank Variance

polychemo. control of O-E

Ratio of annual event rates

(a) CMF regimens (including other nhon—-anthracycline agents)

73B INT Milan 7205 12 CMF
75E2 Manchester | 2 CMF
76C Glasgow 12 CMF
76E EORTC 09771 24 CMF
77B1+2 DanishBCG77bpre 12 CMF
77G1 Vienna 36 CMFV
78E UK/Asia Collab. 124 CMF
78K3 IBCSG/Ludwig llipostt12 CMF

78V2 ECOG EST6177post 12 CMFPr
79B1 SWOG7827ApoER+ 112 CMFVPr
79C CaseWesternB ER+ 112 CMFVPr
79E Guy’s/Manch. Il 12 CMF
79H Paris N—- 6 CMF

80F INTMilan 8004 N- 12 CMF
80J1 Vienna ng. post 1 6 CMF
80L SWOG 7985 ?? CMFV
81H EST1180/SW.8294 6 CMFPr

82C DanlshBCGBZcpost T 9CMF
84D NCI-C M
85J1+3 PetrovStPetersb o]

86H2 IBCSG VII * 13/6 CMF
87D3 ABG 3 Germany T 6CM
88C NSABP B-20 1?7 CMF
88D IBCSG IX T 3CMF
89A2 SITAM-01 T 6 CMF
89E4+9 GROCTAV ltaly T 6 CMF
89J1 CRCRAMS Moscow 6 CMF
89V Romagnolo Italg 6 CMF
90P Amsterdam C891. 6 CMF
90S1 IBCSG VIl 6 CMF
90X1 Tokyo CIH 6 CMF
93S Hamburg, Germany 6 CMF
Sweden=Finland 9 CMF

[ | (a) subtotal with data § *

(b) Anthracycline regimens

74D1 DFCI 74-063 * 7/3-5
76H1 West Midlands N+ 6 CMFVAFoI
76L1 Cologne C
80B3+4 N Sweden BCG T8
80C2 SESwed.BCGB post 6 AC
80S1 Helsinki
80Z Wessex T 6VAPNAC
82F MD Anders.8227 N- 4 FACVPr

83B GROCTA | Italy ER+1 6 CMF; 4

6 CMF
T 4 CMF; 2TtMF

30/210 15/181
1/55 2/54
6/112 6/103
3/229 0/223
11/201 4/196
-/81 -/82
11/247 10/241
8/171 10/164
4/87 /95
16/325 22/316
5/64 3/73
15/185 71207
=172 -/163
10/49 7147
1/30 1/29

22/708 30/737
22/381 22/377
6/193 7/191
58/948  3(17/318)
-/278 -/248
59/789 62/788
36/853 36/862
1/63 4/52
1/40 3/39
-/11 -/10
9/138 10/143
~/14 . =122
&200 patients)
3/144 1/143
-/117 -/125
359/ 338/
6498 6480

(5:5%) (5-2%)

8/17
84C NSABP B-16 cz)tSt * Fg MeIF+A13AC 10/2/862 2(36/434)

84Qa+5 Austrian BCS

86P2+3 FASG France T 6 FEC
89@ Bari Italy N— 6 FEC
89B1 SWOG 8814 * T 6 FAC
89D IGR Paris T 6 FAC/FEC
90Ce FASG GFEA 07 T 6 FEC
92D Amsterdam C9203 T 4 EC

93H IBCSG 11-93 N+pret 4 AC
93M1+2 IBCSG 12-93 N+post 4 AC
94F JCOG 9401 N+post T 6 AC

B (b) subtotal with data § *

(c) Other polychemotherapy

73C1 Mayo 70-56-32 12 CFPr
E UK'MCCG 003 6 CVF/CVM
75G Northwick Park 12 MelV
76H2 West Midlands N- 6 ChiM
76K HD 1 W. Germany 24 ChIF
76P Kin s CRC M/M 24 MelM
77E Oxford 24 MelMF
77W2 Monqla_elller 12 CVF
78M3 NCCTG-773051post 10 CFPr
81E NSABP B-13 N- 11 MFFol
86D1 UK Multicentre T 6 CVF/CVM
88C NSABP B-20 1?? MFFol
92B2 HE1092 Greece 16 CMZF

93A1245 UKCCCR ABC t
B (c) subtotal with data §

various

. Total(@a+b+c)*

1/4 2(1/4)
13/294  10/274
561 pat|ents}
10/92 10/95
2/21 1/22
5/47 2/50
11/48 7145
3/64 1/67
38/551 29/553
7/123 8/121

86/1177 4(19/381)

29/576 8/575
5/169 8/166
-/49 -/53
2/89 . 0/85
$154 patlentsg
-165 -/64
328/ 276/
4419 4753
(7-4%) (5-8%)
-/21 -/13
9/149 10/141
5/65 8/75
12/287 7/288
1/61 0/63
6/22 10/213
ZIlgg . 5/100
atients
7/%5 P 2;99
40/376 50/384
/118 /105
60/786 62/788
4/135 1/145
(21337 patients)
148/ 169/
2390 2401

(6:2%) (7-0%)

835/ 783/
13307 13634
(6:3%) (57%)

=

data

data

dat

= PRERY
©=W NONO—ZOW=RRORAW—WONOO

A UNGo 1 M ik BRONNED ONONd

data

N

ST aT ok

data

L3 UO0R3O OROWIONZOROHORZ FLOONO

[
A OSSP ORONARE OOBNAOOS0OOWRRENANFROW

no data
né) data;

o

no data
no data,

|
~
e}
[ay
a1
[y
(o)

5.
data)

=

o
e

PSRONEWODRRORONSO
OQ OARNWOARONNNRR O

3
0
1
3
1
3

28
2
6
3
8
6
3
)

data

A NARONOOAODEIS &

0-
Eno data
no data

10-0 109-3

data

>
(=]

[
PRREANNSRRONR RS

[
N

)
PORNAZRWORWA=
NOTOOaT dwNNRF A

ORRPRUZ VAOO0O
Qo
2
QD

(no data)

-12.5 763

-10-4 3373

Heterogeneity between 3 subtotals: x; =31;p>01;NS

Heterogeneity within subtotals: xfw

=421;p>0-1; NS

Heterogeneity between 50 trials: Xig =452; p>01; NS

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 943; allocated control: 880)
* 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

Polychemo. : Control
e
=== 0-95 (se 0-08)
eduction
2p>0-1; NS
=
e S -
———1.10 (se 0-:10)
increase
2p>0-1; NS
.
[ I
— 0- 85§SE 0-11)
uction
2p >0-1; NS
== 0:970 (s 0-054)
reduction
2p>0-1; NS
05 1.0 15 2.0

0

Treatment effect 2p > 0-1; NS

Polychemo. better ‘ Polychemo. worse
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Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment polychemo. control O-E of O-E Polychemo. : Control

(a) CMF regimens (including other nhon—-anthracycline agents) l

73B INT Milan 7205 12 CMF 1712127 8/1427 1.7 5.9

75E2 Manchester | 12 CMF 1434 1436 éno data) !
76C Glasgow 12 CMF 1/835 2/625 -0.7 0-7 :
76E EORTC 09771 24 CMF 2/1481 0/1233 0-9 05 T
77B1+2 DanishBCG77bpre 12 CMF 1/2293 1/1741 -0-1 05 +
77G1 Vienna 36 CMFV —-/717 —/646 éno data) !
78E UK/Asia Collab. 124 CMF 3/1260 5/1103 -0-6 1.8 :
78K3 IBCSG/Ludwig lllpostr12 CMF 1/1414 3/1104 -1.3 1.0 T
78V2 ECOG EST6177post 12 CMFPr 2/566 1/599 0-6 06 :
79B1 SWOG7827ApoER+ 112 CMFVPr 2/2614 7/2413 -2:4 2.2 !
79C CaseWesternB ER+ 112 CMFVPr 3/432 0/465 11 06 ;
79E Guy’s/Manch. Il 12 CMF 5/1575 3/1145 -0-3 1.7 +
79H Paris N- 6 CMF 3/1113 9/985 -33 30 :
80F INTMilan 8004 N- 12 CMF 6/589 4/358 -0-3 2.2 :
80J1 Vienna ng. post 1 6 CMF 0/194 0/223 |
80 WOG 7985 ?? CMFV :gno data) l
81H EST1180/SW.8294 6 CMFPr 7/2851 12/2337 -32 4.7 L
82C DanlshBCGBZcpost T 9 CMF 3/4464 1/4243 11 1.0 :
84D NCI-C M T 6 CMFE 6/1828 8/1707 -0:9 35 T
85J1+3 PetrovStPetersbg T 4 CMF; 2TtMF  2/1821 4/1674 -0-6 12 X
86H2 IBCSG VII * 13/6 CMF 19/5818 3(2/1804) 30 3-8 L
87D3 ABG 3 Germany T 6 CMF 1/1066 2/916 -0-6 0-8 :
88C NSABP B-20 1?? CMF 19/6137  25/5921 -35 109 T
88D IBCSG IX T 3CMF 14/4391  16/4149 -15 75 +
89A2 SITAM-01 T 6 CMF 1/287 1/277 01 05 L
89E4+9 GROCTAV ltaly T 6 CMF 0/216 2/169 -0-4 02 :
89J1 CRCRAMS Moscow 6 CMF -/39 -/24 (no data) |
89V Romagnolo Italg 6 CMF 6/800 71781 -1.0 3.0 +
90P Amsterdam C8913 6 CMF -/633 -/452 no data ;
90S1 IBCSG VIl 6 CMF no data, ,
90X1 Tokyo CIH 6 CMF -/611 -1634 no data, !
93S Hamburg, Germany 6 CMF -/396 -/430 no data !
Sweden=Finland 9 CMF no data, '
I

B (a) subtotal with data § * 124/ 127/  _12.3 57.6 e 0-81 (se 0-:12)

46172 41007 eduction
(0-3%ly) (0-3%ly) 2p >01; NS

(b) Anthracycline regimens 3

1 ~ - = no ata)
74D1 DFCI 74-063 7135 /47 /17 d
76H1 West Midlands N+ 6 CMFVAFOI 12/1607 7/1190 1.7 4-6
76L1 Cologne C éno data) !
80B3+4 N Sweden BCG T8 4/639 2/526 1.0 ;
80C2 SESwed.BCGB post 6 AC 0/233 1/169 -0-7 0-2 T
80S1 Helsinki AC 3/313 2/257 0-6 12 +
80Z Wessex T 6VAPNAC 8/452 4/391 0-4 2:3 L
82F MD Anders.8227 N- 4 FACVPr 1/446 1/407 0-0 05 :
83B GROCTA | Italy ER+1 6 CMF; 4 2/1474 4/1311 -0-8 1.5 T
84C NSABP B-16 post * 124 MeIF+A13AC 37/6964 2(17/3102) -0-4 11-4 .
84Q4+5 Austrian BCSG4 T 6 CM -/770 -/765 éno data) .
86P2+3 FASG France T 6 FEC 25/3187  17/2986 -8 10-2 T
89@ Bari Italy N— 6 FEC 5/644 6/539 -11 2.7 +
89B1 SWOG 8814 * T 6 FAC 14/6919 4(7/2118) -2.0 3-8 :
89D IGR Paris T 6 FAC/FEC 14/3408 20/3118 -4.2 84 :
90Cs FASG GFEA 07 T 6 FEC 0/649 5/603 -2.7 1.2 T
92D Amsterdam C9203 1 4 EC =/179 -/178 éno data) ]
93H IBCSG 11-93 N+pret 4 AC 1/307 0/302 0-3 L
93Mz1+2 IBCSG 12-93 N+post 4 AC no data .
94F JCOG 9401 N+post T 6 AC -/200 -/202 no data |
|
. !
m (b) subtotal with data § * 126/ 131/ -50 492 ——=—— 0-90 (se 0-14)
27242 26475 l reduction
(0-5%ly) (0-5%ly) : 2p>0-1; NS
I
(c) Other polychemotherapy l
I
I
|
73C1 Mayo 70-56-32 12 CFPr 1/158 1/130 0-2 0-5 !
E UK'MCCG 003 6 CVF/CVM 0/710 1/568 -05 0-3 :
75G Northwick Park 12 MelV 2/550 8/601 -2:3 2:4 ;
76H2 West Midlands N— 6 ChiIMF 9/2981 4/2881 2:6 32 .
76K HD 1 W. Germany 24 ChIF -/451 -1372 no data !
76P Kin s CRC M/M 24 MelM —/799 —1726 no data, '
77E Oxford 24 MelMF 0/776 2/599 -1.0 04 T
T7TW2 Monqla_elller 12 CVF éno data) |
78M3 NCCTG-773051post 10 CFPr 4/568 5/627 -0-2 2:2 L
81E NSABP B-13 N- 11 MFFol 25/3883  29/3416 -31 13-3 -
86D1 UK Multicentre T 6 CVF/CVM —/352 -/329 éno data) |
88C NSABP B-20 1?? Fol 19/61 25/5921 -31 10-9
92B2 HE1092 Greece 16 CMzF 2/540 0/633 1.2 0-5 L
93A1245 UKCCCR ABC 1 various (no data) '
|
m (c) subtotal with data § 62/ 75/ -62 336 —— 0 83 st 0-16)
16322 15376 ! eduction
(0-4%ly) (0-5%ly) | 2p > 01: NS
|
|
B Total @+ b+c)* 312/ 333 335 140.4 ==  0-846 (se 0:078)
89736 82858 ! reduction
(0-3%ly) (0-4%ly) ! 2p =005
|
- 99% or <<= 95% confidence intervals L L L L !
0 0-5 1.0 15 2:0

Heterogeneity between 3 subtotals: x; =03;p>01;NS

Heterogeneity within subtotals: xis =46:3;p>01; NS Polychemo. better ‘ Polychemo. worse

Heterogeneity between 46 trials: Xis =46.7;p >0-1; NS Treatment effect 2p = 0-05

§ 13 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 5628; allocated control: 5211)
* 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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Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment polychemo. control O-E ofO-E Polychemo. : Control
R - R . '
(a) CMF regimens (including other non-anthracycline agents) ‘
|
I
73B INT Milan 7205 12 CMF 10/1082 5/615 05 35 ;
75E2 Manchester | 12 CMF -/158 -/192 (no data) '
76C Glasgow 12 CMF 1/417 1/228 -0-3 05 :
76E EORTC 09771 24 CMF 1/662 0/532 0-4 0-3 T
77B1+2 DanishBCG77bpre 12 CMF 1/1695 0/1160 03 02 +
77G1 Vienna 36 CMFV -1272 -/185 (no data) :
78E UK/Asia Collab. 124 CMF 1/759 4/431 -2.0 1.2 T
78K3 IBCSG/Ludwig llipostt12 CMF 0/3 0/3 |
78V2 ECOG EST6177post 12 CMFPr 0/18 0/75 '
79B1 SWOG7827ApoER+ 112 CMFVPr 0/181 0/158 '
79C CaseWesternB ER+ 112 CMFVPr 1/121 0/148 05 0-3
79E Guy’s/Manch. Il 12 CMF 3/813 1/444 0-2 0-8 L
79H Paris N—- 6 CMF 3/994 8/849 -30 2.7 }
80F INTMilan 8004 N- 12 CMF 2/343 4/241 -15 1.5
80L SWOG 7985 ?? CMFV (no data) '
81H EST1180/SW.8294 6 CMFPr 5/1703 8/1327 -2:2 32 ;
82C DanishBCG82cpost T 9 CMF 0/42 0/18 |
84D NCI-C MA.4 T 6 CMF 0/23 0/37 !
85J1+3 PetrovStPetersb’g 1 4 CMF; 2TtMF 1/1252 2/1017 -0-7 0.7 :
86H2 IBCSG VIl * 13/6 CMF 0/171 3%0/31) |
87D3 GABG 3 Germany 1 6 CMF 0/19 /25 '
88C NSABP B-20 1?? CMF 9/2752 15/2562 -34 6:0 :
88D IBCSG IX T 3CMF 1/82 0/84 06 03 .
89E4+9 GROCTAV ltaly 1t 6 CMF 0/1 0/0 !
89J1 CRCRAMS Moscow 6 CMF -/32 -/25 (no data) :
89V Romagnolo Italy 6 CMF 1/305 4/334 -14 12 T
90P Amsterdam C8913 6 CMF -1594 -1384 no data !
90S1 IBCSG VI 6 CMF no data '
90X1 Tokyo CIH 6 CMF -/342 —-/242 no data, |
93S Hamburg, Germany 6 CMF -/113 -/146 no data I
Sweden-Finland 9 CMF no data .
|
m (a) subtotal with data § * 40/ 52/  _11.9 221 _ 0 58 st 0-16)
13438 10381 ! eduction
(0-3%ly) (0-5%ly) | op =001
|
|
1 1 I
(b) Anthracycline regimens ‘
|
|
74D1 DFCI 74-063 7/3:5 AC -/18 -/10 (no data) }
76H1 West Midlands N+ 6 CMFVAFoI 5/741 3/510 0.7 2:0 -
76L1 Cologne (no data) .
80B3+4 N Sweden BCG T 8 AC 2/166 0/146 09 05 T
80S1 Helsinki 8 FAC 0/167 1/67 -0-5 0-3 +
80Z Wessex 1t 6 VAP/VAC 3/201 1/156 05 0.7 :
82F MD Anders.8227 N- 4 FACVPr 0/315 1/272 -0-5 0-3 T
83B GROCTA | ltaly ER+1 6 CM 1/546 1/538 00 05
84C NSABP B—ngost * 124 MeIF+A13AC 0/0 2(0/10) :
84Q4+5 Austrian BCS 6 CMFVA -/22 -/12 (no data) '
86P2+3 FASG France 6 FEC 3/389 2/291 0-2 1.3
89@ Bari ltaly N— 6 FEC 3/248 4/206 -0-8 1.7 L
89B1 SWOG 8814 * 6 FAC 0/285 4(1/135) -0-6 0-2 :
89D IGR Paris 6 FAC/FEC 3/807 7/784 -2:1 2:5 t
90Ces FASG GFEA 07 6 FEC 0/0 0/5 !
92D Amsterdam C9203 4 EC -/8 /9 (no data) :
93H IBCSG 11-93 N+pret 4 AC 0/247 0/246 |
93M1+2 IBCSG 12-93 N+pos 4 AC no data !
94F JCOG 9401 N+post T 6 AC -4 -/5 no data, \
I
« (b) subtotal with data § * 20/ 24/ -2.1 99 —————— 0.80 (se 0-:29)
4112 3781 : eduction
(0-5%ly) (0-6%ly) ! 2p>01; NS
I
(c) Other polychemotherapy l
I
|
|
73C1 Mayo 70-56-32 12 CFPr 0/45 0/27 l
74E UK'MCCG 003 6 CVF/ICVM 0/262 0/232 !
75G Northwick Park 12 MelV 1/155 2/192 -0-3 0-7 :
76H2 West Midlands N— 6 ChIMF 4/1280 2/1310 1.0 15 '
76K HD 1 W. Germany 24 ChIF /221 /142 no data !
76P King's CRC M/M 24 MelM -/351 -/206 no data '
77E Oxford 24 MelMF 0/369 1/286 -0-7 0-2 +
77W2 Montpellier 12 CVF (no data) !
78M3 NCCTG-773051post 10 CFPr 0/0 0/22 .
81E NSABP B-13 N- 11 MFFol 15/2113  20/1879 -34 87 -
86D1 UK Multicentre T 6 CVF/CVM -/4 -/4 (no data) !
88C NSABP B-20 1?? MFFol 9/2750  15/2562 -33 6-0 :
92B2 HE1092 Greece 16 CMzF 0/45 0/18 i
93A1245 UKCCCR ABC 1 various (no data) !
|
= (c) subtotal with data § 29/ 40/ -6.7 171 _—— 0- 68 st 0-20)
7019 6528 | eduction
I
(0-4%ly) (0-6%ly) : 2p >0-1; NS
I
|
B Total(@+b+c)* 89/ 116/  _20.8 491 — 0- 655 s 0-116)
24569 20690 ! eduction
(0-4%ly) (0-6%ly) ' 2p =0-003
|
|
- 99% or === 95% confidence intervals L L L L )
0 0-5 1.0 15 2:0

Heterogeneity between 3 subtotals: X; =07;p>0-1; NS

Heterogeneity within subtotals: x; =22.9;p>01; NS Polychemo. better ‘ Polychemo. worse

Heterogeneity between 29 trials: Xis =23.6;p>01; NS Treatment effect 2p = 0-003

§ 13 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 2139; allocated control: 1562)
* 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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Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment  polychemo. control ~ O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—anthracycline agents)
73B INT Milan 7205 12 CMF 711047 3/814 14 2:4
75E2 Manchester | 12 CMF /278 —/245 éno data)
76C Glasgow 12 CMF 0/420 1/398 0-3
76E EORTC 09771 24 CMF 1/821 0/702 0-4 0-3
77B1+2 DanishBCG77bpre 12 CMF 0/600 1/583 -0-5 0-3
77G1 Vienna 36 CMFV —/448 1462 {no data)
78E UK/Asia Collab. 124 CMF 2/509 1/683 2 0-6
78K3 IBCSG/Ludwig lllpostr12 CMF 1/1411 3/1102 -1.2 1.0
78V2 ECOG EST6177post 12 CMFPr 2/549 1/524 0-5 0-7
79B1 SWOG7827ApoER+ 112 CMFVPr 2/2433 7/2257 =27 2.3
79C CaseWesternB ER+ 112 CMFVPr 2/312 0/318 0.9 05
79E Guy’s/Manch. Il 12 CMF 2/765 2/704 -05 09
79H Paris N—- 6 CMF 0/120 1/137 -0-4 0-2
80F INTMilan 8004 N— 12 CMF 4/246 0/117 12 0-8
80J1 Vienna G)/ V\P ME 0/195 0/224
81H EST1180/SW.8294 6 CMFPr 2/1148 4/1012 -11 1.5
82C DanishBCG82cpost T 9 CMF 3/4423 1/4226 11 1.0
84D NCI-C MA.4 T 6 CMF 6/1806 8/1672 -1.3 3.5
85J1+3 PetrovStPetersb’g 1 4 CMF; 2TtMF  1/570 2/660 -0-3 0-7
86H2 IBCSG VIl * 13/6 CMF 19/5649 3(2/1773) 3:0 3-8
87D3 GABG 3 Germany T 6 CMF 1/1049 2/892 -0-6 0-8
88C NSAB 20 1?2 CMF 10/3386  10/3361 -0-1 5.0
88D IBCSG IX T 3CMF 13/4310  16/4066 -1.9 72
89A2 SITAM-01 T 6 CMF 1/289 1/279 -0-1 05
89E4+9 GROCTAV ltaly T 6 CMF 0/217 2/171 -09 05
89J1 CRCRAMS Moscow 6 CMF -8 /0 éno data)
89V Romagnolo Italg 6 CMF 5/497 3/448 2.0
90P Amsterdam C8913 6 CMF -/39 -/68 no data
90X1 Tokyo CIH 6 CMF -1271 -/393 no data,
93S Hamburg, Germany 6 CMF —-/285 —/285 no data,
m (a) subtotal with data § * 84/ 75 -1.7 366 ————0-95 (se 0:16)
32772 30669 reduction
(0-3%ly) (0-2%ly) 2p>01; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 7/3:5 AC -/29 =/7 éno data)
76H1 West Midlands N+ 6 CMFVAFol 71867 4/681 -9 2.7
80B3+4 N Sweden BCG T 8AC 2/475 2/382 -04 1.0
80C2 SESwed.BCGB post 6 AC 0/233 1/170 -0-6 0-2
80S1 Helsmkl 8 FAC 3/147 1/191 11 1.0
80Z Wes: 1t 6 VAP/VAC 5/252 3/237 0.9 2:0
82F MD Anders 8227 N- 4 FACV r 1/133 0/139 0-4 0-2
83B GROCTA | Italy ER+T 6 CMF 1/929 3/773 -1.2 1.0
84C NSABP B-16 ost * 124 MeIF+A13AC 37/6967 2(17/3094) -0-5 114
84Q4+5 Austrian BCS T 6 CMFVA —/748 —=[755 éno data)
86P2+3 FASG France T 6 FEC 22/2801  15/2698 -5 9.1
89@ Bari Italy N— 6 FEC 2/398 2/335 -0-2 1.0
89B1 SWOG 8814 * T 6F 14/6636 4(6/1984) -1.4 3:5
89D IGR Paris 76 AC/FEC 11/2604  13/2336 -1.9 59
90Cs FASG GFEA 07 T 6F 0/650 5/599 -2:6 1.2
92D Amsterdam C9203 T 4 E -/173 -/169 éno data)
93H IBCSG 11-93 N+pret 4 AC 1/60 0/56 . -3
94F JCOG 9401 N+post T 6 AC -/196 -/198 (no data)
m (b) subtotal with data § * 106/ 107/  _1.5 406 ——0- 96 st 0-15)
23152 22721 eduction
(0-5%Iy) (0-5%»y) 2p > 01: NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr 1/113 1/105 -0-1 0-5
74E UK'MCCG 003 6 CVF/CVM 0/451 1/338 -0-6 0-3
75G Northwick Park 12 MelV 1/396 6/411 -21 1.7
76H2 West Midlands N- 6 ChIMF 5/1702 2/1572 14 1.7
76K HD 1 W, Germany 24 ChIF /232 —-/231 no data
76P King's CRC M/M 24 MelM —/452 -/523 no data
77E Oxford 24 MelMF 0/409 1/317 -0-6 0-2
78M3 NCCTG-773051post 10 CFPr 4/569 5/606 -05 2.2
81E NSABP B-13 N- 11 MFFol 10/1771 9/1538 -0-2 4.7
86D1 UK Multicentre T 6 CVF/ICVM /349 -1326 éno da’(az3
88C NSABP B-20 1?? MFFol 10/3408  10/3361 1 0
92B2 HE1092 Greece 16 CMzF 2/495 0/615 12 05
= (c) subtotal with data § 33/ 35/ -15 168 <r:ﬂ-91 st 0-23)
9314 8863 eduction
(0-4%ly) (0-4%ly) 2p >0-1; NS
B Total(@a+b+c)* 223/ 217 47 941 —=— 0-951 (se 0-101)
65238 62253 reduction
(0-3%ly) (0-3%ly) 2p >0:1; NS
- 99% or <<= 95% confidence intervals L L L !
Heterogeneity between 3 subtotals: X; =0:0; p>0-1; NS 0 0-5 1.0 15 2:0
Heterogeneity within subtotals: xis =481;p>01; NS Polychemo. better ‘ Polychemo. worse
Heterogeneity between 46 trials: Xis =482;p>01; NS Treatment effect 2p > 0-1; NS

§ 13 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 3508; allocated control: 3662)
* 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

09:12:28 18 November 2003
Not for publication or citation



Events/woman-years Polychemo. events

Allocated Adjusted Logrank Variance
polychemo. control O-E of O-E

Ratio of annual event rates
Polychemo. : Control

Months &
treatment

Year code
and study name

(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 13/2082 7/1394 1.4 4.8
75E2 Manchester | 12 CMF 1/434 2/436 -0-2 0.7
76C Glasgow 12 CMF 5/834 4/614 -0-9 1.8
76E EORTC 09771 24 CMF 1/1480 0/1233 0-4 0-2
77B1+2 DanishBCG77bpre 12 CMF 10/2293  3/1741 22 3.0
77G1 Vienna 36 CMFV =717 -1646 :gno data)
78E UK/Asia Collab. 124 CMF 8/1229 5/1095 4 1.8
78K3 IBCSG/Ludwig llipostr12 CMF 7/1387 7/1082 -0-6 34
78V2 ECOG EST6177post 12 CMFPr /548 /596 09 0-6
79B1 SWOG7827ApoER+ 112 CMFVPr 14/2568  15/2380 -1.2 71
79C CaseWesternB ER+ 112 CMFVPr 2/424 /457 -0-3 09
79E Guy's/Manch. Il 12 CMF 10/1536  4/1128 11 28
79H Paris N— 6 CMF -/1113 -/985 éno data)
80F INTMilan 8004 N- 12 CMF 4/577 3/350 -0-2 1.7
80J1 Vienna ng post 1t 6 CMF 1/194 1/218 0.0 05
80L SWOG ?? CMFV éno dataz_’
81H EST1180/SW.8294 6 CMFPr 14/2784  10/2283 -9 8
82C DanlshBCGSZcpost T 9 CMF 19/4456  29/4197 -5.6 11.8
84D NCI-C M. T 6 CMF 16/1771  14/1665 05 72
85J1+3 PetrovStPetersb g T 4 CMF; 2TtMF 4/1840 3/1703 06 16
86H2 IBCSG VIl * 13/6 CMF 39/5706 3(15/1758) -1.9 9:8
87D3 GABG 3 Germany T 6 CMF -/10 -/91 (no data)
88C NSABP B-20 1?? CMF 40/6004 37/5784 12 19.0 g
88D IBCSG IX T 3CMF 22/4335  20/4102 06 104
89A2 SITAM-01 T 6 CMF 0/287 3/273 -1.7 0.7
89E4+9 GROCTAV ltaly T 6 CMF 1/213 1/168 -0-3 05
89J1 CRCRAMS Moscow 6 CMF -/39 -/24 6no data)
89V Romagnolo Italg 6 CMF 3/791 3/772 -0-1 15
90P Amsterdam C8913 6 CMF -/633 -/452 no data,
90S1 IBCSG 6 CMF no data,
90X1 Tokyo CIH 6 CMF 3/611 1/634 -8 1.0
93S Hamburg, Germany 6 CMF -/396 —-/430 no data,
Sweden-Finland 9 CMF no data;
B (a) subtotal with data § * 239/ 222/ 08 987 —r— 1.01 (se 0-:10)
44384 39579 increase
(0-5%ly) (0-6%ly) 2p >0:-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * AC 1/44 251/17
76H1 West Midlands N+ 6 CMFVAFOI 1/1607 3/118 -1.3 1.0
76L1 Cologne AC éno data)
80B3+4 N Sweden BCG T 8 AC 6/619 8/501 -2.0 2:6
80C2 SESwed.BCGB post 6 AC 2/226 0/169 0.7 05
80S1 Helsinki 8 FAC 2/307 0/257 0-6 0-2
80Z Wessex 1t 6 VAP/VAC 3/438 3/384 04 1.2
82F MD Anders.8227 N- 4 FACVPr 2/436 0/407 1.2 05
83B GROCTAI ltaly ER+T 6 CMF; 4 E 6/1449 2/1306 18 2.0
84C NSABP B- 16£ost * 124 MelF+A/3AC 65/6746 2(19/3042) 6:8 17.7
84Q4+5 Austrian BCS! T 6 CMFVA 6/751 6/753 05 2.9
86P2+3 FASG France t 6 FEC 13/3164 12/2951 01 6:2
89@ Bari ltaly N— 6 FEC 2/643 2/534 -0-2 1.0
89B1 SWOG 8814 * T 6 FAC 72/6781 4813/2091) 6:6 14.9 -
89D IGR Paris T 6 FAC/FEC 15/3359 8/3075 -2:2 81
90Ce FASG GFEA 07 t 6 FE 5/645 3/600 09 2:0
92D Amsterdam C9203 t 4 EC -/1179 —-/178 éno data)
93H IBCSG 11-93 N+pret 4 AC 1/305 0/302 03
93M1+2 IBCSG 12-93 N+post 4 AC no data,
94F JCOG 9401 N+post T 6 AC -/200 -1202 no data
B (b) subtotal with data § * 202/ 149/ 143 609 e
27520 26909 1.27 (se 0-14)
(0-7%ly) (0-6%ly) increase
2p = 0-07
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr -/158 -/13 6no data)
74E UK'MCCG 003 6 CVF/ICVM 9/709 9/568 -0-5 4.2
75G Northwick Park 12 MelV /54 /601 1.3 0.7
76H2 West Midlands N- 6 ChIMF 3/2969 3/2879 01 1.5
76K HD 1W. Germany 24 ChiF 1/451 /372 03 02
76P Kin s CRC M/M 24 MelM 6/799 10/726 -1.4 33
77E Oxford 24 MelMF 2/764 3/586 -0.7 1.2
T7TW2 Mont}lgelher 12 CVF éno data)
78M3 NCCTG-773051post 10 CFPr 3/565 7/597 -2.5 2:4
81E NSABP B-13 N- 11 MFFol 15/3805 21/3338 -4.0 89
86D1 UK Multicentre T 6 CVF/CVM 2/349 4/322 -1.3 1.5
88C NSABP B-20 1?2 MFFol 41/6021  37/5784 2.0 19:1
92B2 HE1092 Greece 16 CMzF 2/538 1/633 06 07
93A1245 UKCCCR ABC T various (no data)
m (c) subtotal with data § 87/ 95/ -62 435 — 0 87 st 0-14)
17516 16406 uction
(0:5%ly) (0-6%ly) 2p >0:1; NS
B Total @+ b+o)* 528/ 466/ 9.0 2032 —— 1.045 (se 0-072)
89420 82894 increase
(0-6%/y) (0-6%/y) 2p>0-1; NS
- 99% or == 95% confidence intervals L L L )
0 05 1.0 15 2.0

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

Heterogeneity within subtotals: xfw =43.7;p>01; NS Polychemo. better ‘ Polychemo. worse

Heterogeneity between 50 trials: xig =47.6;p>01; NS Treatment effect 2p > 0-1; NS, adverse

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 4501, allocated control: 3963)
* 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.
Tt Chemotherapy plus tamoxifen versus same tamoxifen alone

18:34:20 18 November 2003
Not for publication or citation



Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment  polychemo. control  O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2082 0/1394
75E2 Manchester | 12 CMF 0/434 0/436
76C Glasgow 12 CMF 0/834 0/614
76E EORTC 09771 24 CMFE 0/1480 0/1233
77B1+2 DanishBCG77bpre 12 CMF 1/2293 0/1741 0-4 02
77G1 Vienna 36 CMFV /717 -/646 (no data)
78E UK/Asia Collab. 124 CMF 3/1229 0/1095 1.3 0.7
78K3 IBCSG/Ludwig lllpostt12 CMF 0/1387 2/1082 -1.1 0-5
78V2 ECOG EST6177post 12 CMFPr 0/548 0/596
79B1 SWOG7827ApoER+ 112 CMFVPr 4/2568 3/2380 0-2 1.7
79C CaseWesternB ER+ 112 CMEVPr 0/424 1/457
79E Guy's/Manch. Il 12 CMFE 1/1536 1/1128 -0-1 05
79H Paris N- 6 CMF -/1113 -/985 (no data)
80F INTMilan 8004 N- 12 CMF 0/577 0/350
80J1 Vienna ng post t 6CMF 0/194 0/218
80L SWOG 7 ?? CMFV éno data)
81H EST1180/SW.8294 6 CMFPr 1/2784 2/2283 -0-7 08
82C DanlshBCGSZcpost T 9 CMFE 1/4456 2/4197 -0-6 08
84D NCI-C MA.4 T 6 CMF 0/1771 0/1665
85J1+3 PetrovStPetersb'g 1 4 CMF; 2TtMF 1/1840 1/1703 -0-2 05
86H2 IBCSG VIl * 13/6 CMF 10/5706 3(2/1758) 0-9 2:2
87D3 GABG 3 Germany T 6 CMF —-/1066 -/916 (gno data)
88C NSABP B-20 1?? CMF 13/6004  14/5784 -0-7 6.7
88D IBCSG IX T 3CMF 6/4335 1/4102 2:4 18
89A2 SITAM-01 T 6 CMF 0/287 2/273 -11 05
89E4+9 GROCTAV ltaly T 6 CMF 0/213 0/168
89J1 CRCRAMS Moscow 6 CMF -/39 —/24 (no data)
89V Romagnolo Italg 6 CMF 0/791 0/772
90P Amsterdam C8913 6 CMF —-/633 —/452 no data;
90S1 IBCSG VIl 6 CMF no data;
90X1 Tokyo CIH 6 CMF 1/611 0/634 -5 0-3
93S Hamburg, Germany 6 CMF —-/396 -/430 no data;
Sweden=—Finland 9 CMF no data;
= (a) subtotal with data § * 42/ 35/ 12 170 —
44384 39579 T-07 (se 0-25)
(0-1%ly) (0-1%ly) increase
2p>0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3-5 AC 0/44 2$0/l7
76H1 West Midlands N+ 6 CMFVAFol  0/1607 1/118 -0-6 03
76L1 Cologne ?? AC (no data)
80B3+4 N Sweden BCG T 8 AC 2/619 2/501 -1.0 0-6
80C2 SESwed.BCGB post 6 AC 0/226 0/169
80S1 Helsinki 8 FAC 0/307 0/257
80Z Wessex 1t 6 VAP/VAC 1/438 1/384 0-4 0-4
82F MD Anders.8227 N- 4 FACVPr 0/436 0/407
83B GROCTA | Italy ER+1 6 CMF; 4 E 2/1449 0/1306 1.0 05
84C NSABP B-16 post * 124 MelF+A/3AC 19/6746 2(7/3042) 0-8 5.4
84Qa+5 Austrian BCS! T 6 CMFVA 0/751 0/753
86P2+3 FASG France T 6 FEC 4/3164 7/2951 -1.6 28
89@ Barri Italy N—- 6 FEC 0/643 0/534
89B1 SWOG 8814 * T 6 FAC 11/6781 4%4/2091) -05 2.7
89D IGR Paris T 6 FA C/FEC 2/3359 /3075 -0-4 12
90Ce FASG GFEA 07 T 6 FE 3/645 1/600 09 1.0
92D Amsterdam C9203 t 4 EC /179 -/178 éno data)
93H IBCSG 11-93 N+pret 4 AC 1/305 0/302 0-3
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC —-/200 -/202 no data,
= (b) subtotal with data § * 45/ 45/ -05 151 —
27520 26909 0-97 (se 0:25)
(0-2%ly) (0-2%ly) reduction
2p>01; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr /158 -/130 (no data)
74E UK'MCCG 003 6 CVF/CVM 0/709 0/568
75G Northwick Park 12 MelV 0/546 0/601
76H2 West Midlands N— 6 ChIMF 0/2969 0/2879
76K HD1W. Germany 24 ChlF 0/451 0/372
76P King's CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 1/764 0/586 04 02
T7W2 Montgelller 12 CVF (gno data)
78M3 NCCTG 773051p05t 10 CFPr 1/565 1/597 -0-1 05
81E NSABP B Fol 1/3805 1/3338 0-0 05
86D1 UK Multlcentre T 6 CVF/CVM 0/349 0/322
88C NSABP B-20 1?2? MFFol 9/6021 14/5784 -25 57
92B2 HE1092 Greece 16 CMzF 0/538 0/633
93A1245 UKCCCR ABC T various (no data)
« (c) subtotal with data § 12/ 16/ -23 69 Q. 72 st 0-32)
17516 16406 eduction
(0-1%ly) (0-1%ly) 2p >0-1; NS
m Total(@+b+c)* 99/ 96/ -16 391 ———90- 960 st 0-157)
89420 82894 eduction
(0-1%ly) (0-1%ly) 2p > 0.1: NS
- 99% or <= 95% confidence intervals L L L )
0 05 1.0 1.5 2:0

Heterogeneity between 3 subtotals: X; =08; p>01; NS

Heterogeneity within subtotals: X; =233;p>01; NS Polychemo. better | Polychemo. worse

Heterogeneity between 27 trials: xgﬁ =24.1;p>0-1; NS Treatment effect 2p > 0-1; NS

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 4501; allocated control: 3963)
* 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

17:21:25 20 November 2003
Not for publication or citation



Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2082 0/1394
75E2 Manchester | 12 CMF 1/434 0/436 05 0-3
76C Glasgow 12 CMF 0/834 1/614 -0-8 0:2
76E EORTC 09771 24 CME 1/1480 0/1233 04 0-2
77B1+2 DanishBCG77bpre 12 CMF 1/2293 0/1741 02 0-2
77G1 Vienna 36 CMFV -/717 -/646 no data)
78E UK/Asia Collab. 124 CMF 1/1229 1/1095 -5 03
78K3 IBCSG/Ludwig lllpostt12 CMF 0/1387 0/1082
78V2 ECOG EST6177post 12 CMFPr 0/548 0/596
79B1 SWOG7827ApoER+ 112 CMFVPr 0/2568 1/2380 -0-5 0-3
79C CaseWesternB ER+ 112 CMEVPr 0/424 0/457
79E Guy s/Manch. Il 12 CMF 0/1536 1/1128 -0-5 0-3
79H Paris N- 6 CMF -/1113 -/985 (no data)
80F INTMlIan 8004 N- 12 CMF 0/577 0/350
80J1 Vienna ng post T 6 CMF 0/194 0/218
80L SWOG 7985 ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 3/2784 0/2283 1. 0.7
82C DanlshBCGSZCpost T 9 CMF 1/4456 2/4197 -0-6 0.8
84D NCI- T 6 CMF 0/1771 0/1665
85J1+3 PetrovStPetersbg Tt 4 CMF; 2TtMF  1/1840 1/1703 -01 05
86H2 IBCSG VIl * 13/6 CMF 4/5706  3(2/1758) -0-6 11
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (no data)
88C NSABP B-20 1?22 CMFE 0/6004 2/5784 -1.0 0.5
88D IBCSG IX T 3CMF 5/4335 2/4102 14 1.8
89A2 SITAM-01 T 6 CMF 0/287 0/273
89E4+9 GROCTAV ltaly T 6 CMF 1/213 0/168 0-4 0-3
89J1 CRCRAMS MoScow 6 CMF —/39 —-124 (no data)
89V Romagnolo Italg 6 CMF 0/791 0/772
90P Amsterdam C8913 6 CMF -/633 -/452 no data;
90S1 IBCSG VI 6 CMF no data;
90X1 Tokyo CIH 6 CMF 1/611 1/634 -0-1 05
93S Hamburg, Germany 6 CMF -/396 -/430 no data;
Sweden-Finland 9 CMF no data,
- i * 20/ 18/ . . -
(a) subtotal with data § 07 76 I
44384 39579 I-TO(SE U-398)
(0-0%ly) (0-0%ly) increase
2p>0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3-5 AC 0/44 250/173
76H1 West Midlands N+ 6 CMFVAFol  0/1607 0/118
76L1 Cologne ?? AC éno data)
80B3+4 N Sweden BCG T 8AC 0/619 1/501 -0-5 .
80C2 SESwed.BCGB post 6 AC 0/226 0/169
80S1 Helsinki 8 FAC 1/307 0/257
80Z Wessex T 6 VAP/VAC 2/438 0/384 0-6 04
82F MD Anders.8227 N- 4 FACVPr 0/436 0/407
83B GROCTA | ltaly ER+1 6 CMF; 4 E 1/1449 0/1306 05 0-3
84C NSABP B-16 ost* 124 MelF+A/3AC 3/6746 2(0/3042) 09 0-6
84Qa4+5 Austrian BCS! T 6 CMFVA 0/751 0/753
86P2+3 FASG France T 6 FEC 0/3164 1/2951 -0-6 03
89@ Bari ltaly N—- 6 FEC 1/643 1/534 -0-1 05
89B1 SWOG 8814 * t6 4/6781 4&0/2091) 0-9 0-7
89D IGR Paris Tt 6 FAC/FEC 0/3359 /3075 -0-6 0-3
90Cs FASG GFEA 07 T 6 2/645 1/600 05 0.8
92D Amsterdam C9203 1 4 EC —-/179 -/178 (no data)
93H IBCSG 11-93 N+pret 4 AC 0/305 0/302
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC -/200 -/202 no data,
. (b) subtotal with data § * 14/ 5/ 17 39 ey
27520 26909 J."O'C_) (SEUGY)
(0-1%ly) (0-0%ly) increase
2p >0-1; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr —/158 —-/130 (no data)
74E UK'MCCG 003 6 CVF/ICVM 0/709 0/568
75G Northwick Park 12 MelV 0/546 0/601
76H2 West Midlands N- 6 ChIMF 0/2969 0/2879
76K HD 1 W. Germany 24 ChIF 0/451 0/372
76P Klnfg s CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/764 1/586 -0-6
77W2 Mon ]IZ 12 CVI (no data)
78M3 N G 773051post 10 CFPr 0/565 0/597
E NS B-13 N 11 MFFol 2/3805 2/3338 -0-3 1.0
86D1 UK Multlcentre 1t 6 CVF/ICVM 0/349 0/322
88C NSABP B-20 1?? MFFol 2/6021 2/5784 -0-1 1.0
92B2 HE1092 Greece 16 CMzF 0/538 0/633
93A1245 UKCCCR ABC 1 various (no data)
. (c) subtotal with data § 4/ 5/ -09 22 :
17516 16406 U SE_
(0-0%l/y) (0-0%ly) reduction
2p >0-1; NS
s Total(a+b+c)* 38/ 28/ 15 138 —
89420 82894 ~— I- 118 (SE 0-285)
(0-0%ly) (0-0%ly) increase
2p>0-1; NS
- 99% or <<= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: x; =1.0; p>0-1; NS 0 05 1.0 15 2:0
Heterogeneity within subtotals: x; =25.0; p>0-1; NS Polychemo. better ‘ Polychemo. worse
Heterogeneity between 27 trials: ng =260; p>01; NS Treatment effect 2p > 0-1; NS, adverse

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 4501, allocated control: 3963)
* 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.
Tt Chemotherapy plus tamoxifen versus same tamoxifen alone

17:22:23 20 November 2003
Not for publication or citation



Events/woman-years Polychemo. events

Ratio of annual event rates

Year code Months & Allocated Adjusted Logrank Variance
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2082 0/1394
75E2 Manchester | 12 CMF 0/434 0/436
76C Glasgow 12 CMF 0/834 0/614
76E EORTC 09771 24 CME 0/1480 0/1233
77B1+2 DanishBCG77bpre 12 CMF 0/2293 0/1741
77G1 Vienna 36 CMFV -/717 -/646 (no data)
78E UK/Asia Collab. 124 CMF 0/1229 0/1095
78K3 IBCSG/Ludwig lllpostt12 CMF 0/1387 0/1082
78V2 ECOG EST6177post 12 CMFPr 0/548 0/596
79B1 SWOG7827ApoER+ 112 CMFVPr 0/2568 0/2380
79C CaseWesternB ER+ 112 CMEVPr 0/424 0/457
79E Guy s/Manch. Il 12 CMF 0/1536 0/1128
79H Paris N- CMF -/1113 -/985 (no data)
80F INTMlIan 8004 N- 12 CMF 0/577 0/350
80J1 Vienna Gyn. post 1 6 CMF 0/194 0/218
80| ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 0/2784 0/2283
82C DanlshBCGSZcpost T 9 CMF 0/4456 0/4197
84D NCI- t 6 CMF 0/1771  0/1665
85J1+3 PetrovStPetersbg Tt 4 CMF; 2TtMF  0/1840 0/1703
86H2 IBCSG VIl * 13/6 CMF 0/5706 (0/1758)
87D3 GABG 3 Germany T 6 CMF -/1066 -/91 (no data)
88C NSABP B-20 1?? CMF 0/6004 0/5784
88D IBCSG IX T 3CMF 0/4335 0/4102
89A2 SITAM-01 T 6 CMF 0/287 0/273
89E4+9 GROCTAV ltaly T 6 CMF 0/213 0/168
89J1 CRCRAMS MoScow 6 CMF —/39 —-124 (no data)
89V Romagnolo Italg 6 CMF 0/791 0/772
90P Amsterdam C8913 6 CMF -/633 -/452 no data;
90S1 IBCSG VI 6 CMF no data;
90X1 Tokyo CIH CMF 0/611 0/634
93S Hamburg, German 6 CMF -39 -/43| no data;
Sweden-Finland 9 CMF no data,
(a) subtotal with data § * o/ o/
44384 39579
(0-0%y) (0-0%ly)
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 0/44 250/17
76H1 West Midlands N+ 6 CMFVAFol  0/1607 0/118
76L1 Cologne ?? AC (no data)
80B3+4 N Sweden BCG t 8AC 0/619 0/501
80C2 SESwed.BCGB post 6 AC 0/226 0/169
80S1 Helsinki 8 FA! /307 0/257
80Z Wessex 1t 6 VAP/VAC 0/438 0/384
82F MD Anders.8227 N- 4 FACVPr 0/436 0/407
83B GROCTA | ltaly ER+1 6 CMF; 4 0/1449 1306
84C NSABP B- 168031* 124 MeIF+AISAC 2/6746 (0/3042) 05 0-4
84Q4+5 Austnan BCS T 6C 0/751 /753
86P2+3 FASG France T 6 /3164 0/2951
89@ Ban Italy N— 6 FEC 0/643
89B1 SWOG 8814 * T 6 FAC 0/6781 80/2091)
89D IGR Paris T 6 FAC/FEC 0/3359 /13075
90Cs FASG GFEA 07 T 6 FEC 0/645 0/600
92D Amsterdam C9203 t 4 EC =-/179 -/178 (no data)
93H IBCSG 11-93 N+pret 4 AC 0/305 0/302
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC -/200 -/202 no data,
(b) subtotal with data § * 2/ o/ 05 04
27520 26909 380 (SE 3'35)
(0-0%ly) (0-0%!y) increase
2p>0-1; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr —/158 -/130 (no data)
74E UK'MCCG 003 6 CVF/CVM 0/709 0/568
75G Northwick Park 12 MelV 0/546 0/601
76H2 West Midlands N- 6 ChIMF 0/2969 0/2879
76K HD 1 W. Germany 24 ChlF 0/451 0/372
76P Kin s CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MeIMF 0/764 0/586
T7TW2 Mon]ig 12 CVI (no data)
78M3 N G 773051post 10 CFPr /565 /597
E N 11 ol 0/3805 0/3338
86D1 UK Multlcentre T 6 CVF/CVM 0/349 /322
NSABP B-20 12? 1/6021 0/5784 05 03
92B2 HE1092 Greece 16 CM_ZF 0/538 0/633
93A1245 UKCCCR ABC T various (no data)
(c) subtotal with data § y 0/ 05 03
17516 16406 6-8Z (SE 6°U0)
(0-0%ly) (0-0%ly) increase
2p>0-1; NS
Total (a+b+c)* 3/ o/ 07
89420 82894 Z4-803(SE 3-000)
(0-0%l/y) (0-0%!y) increase
2p>0-1; NS
- 99% or <= 95% confidence intervals . . g
05 1.0 15 2.0

Difference between

Polychemo. better

Polychemo. worse

treatment effects in 2 subtotals: Xz =0-0; 2p >0-1; NS
1 Treatment effect 2p > 0-1; NS, adverse
Difference between

treatment effects in 2 trials: ?g =0:0;2p>0:1; NS
§ 9 trials with no data do not contribute to subtotafs’r to the overall total (allocated polychemo.: 4501, allocated control: 3963)

* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/iwomen.
1t Chemotherapy plus tamoxifen versus same tamoxifen alone
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Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 3/2082 0/1394 12 0.7
75E2 Manchester | 12 CMF 0/434 0/436
76C Glasgow 12 CMF 1/834 0/614 05 03
76E EORTC 09771 24 CME 0/1480 0/1233
77B1+2 DanishBCG77bpre 12 CMF 3/2293 1/1741 08 1.0
77G1 Vienna 36 CMFV -/717 -/646 (no data)
78E UK/Asia Collab. 124 CMF 1/1229 0/1095
78K3 |BCSG/LUdWig7|||pOSﬂ'12 CMF 0/1387 0/1082
78V2 ECOG EST6177post 12 CMFPr 0/548 0/596
79B1 SWOG7827ApoER+ 112 CMFVPr 1/2568 1/2380 -0-2 05
79C CaseWesternB ER+ 112 CMEVPr 1/424 0/457 03 0-2
79E Guy’'s/Manch. Il 12 CMF 1/1536 0/1128
79H Paris N- 6 CMF -/1113 -/985 (no data)
80F INTMilan 8004 N- 12 CMF 0/577 0/350
80J1 Vienna ng. post T 6 CMF 0/194 0/218
80L SWOG 7985 ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 3/2784 1/2283 1.0 1.0
82C DanishBCG82cpost T 9 CMF 3/4456 5/4197 -1.2 2.0
84D NCI-C MA 4 t 6 CMF 0/1771  0/1665
85J1+3 PetrovStPetersb'g 1 4 CMF; 2TtMF 0/1840 0/1703
86H2 IBCSG VIl * 13/6 CMF 0/5706  3(0/1758)
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (()no data)
88C NSABP B-20 1?22 CMFE 5/6004 5/5784 -0-1 25
88D IBCSG IX T 3CMF 1/4335 4/4102 -1.6 1.3
89A2 SITAM-01 T 6 CMF 0/287 0/273
89E4+9 GROCTAV ltaly T 6 CMF 0/213 0/168
89J1 CRCRAMS MoScow 6 CMF —/39 —-124 (no data)
89V Romagnolo Italg 6 CMF 0/791 0/772
90P Amsterdam C8913 6 CMF -/633 -/452 no data;
90S1 IBCSG VI 6 CMF no data;
90X1 Tokyo CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF -/396 -/430 no data;
Sweden-Finland 9 CMF no data,
» (a) subtotal with data § * 23/ 17/ 08 94 .
44384 39579 109 (se 0-34)
(0-1%l/y) (0-0%!y) 5 |n>c[)eils§I S
p>0-1
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 0/44 250/17
76H1 West Midlands N+ 6 CMFVAFol  0/1607 0/118
76L1 Cologne ?? AC (no data)
80B3+4 N Sweden BCG T 8 AC 0/619 0/501
80C2 SESwed.BCGB post 6 AC 0/226 0/169
80S1 Helsinki 8 FAC 1/307 0/257 06 0:2
80Z Wessex 1t 6 VAP/VAC 0/438 0/384
82F MD Anders.8227 N- 4 FACVPr 0/436 0/407
83B GROCTA | ltaly ER+1 6 CMF; 4 E 1/1449 1/1306 -0-1 05
84C NSABP B—lBgost * 124 MelF+A/3AC 6/6746  2(1/3042) 1.0 15
84Q4+5 Austrian BCSG4 1 6 CMFVA 0/751 0/753
86P2+3 FASG France T 6 FEC 0/3164 0/2951
89@ Bari Italy N— 6 FEC 0/643 0/534
89B1 SWOG 8814 * T 6 FAC 13/6781 480/2091) 3.0 2.3
89D IGR Paris T 6 FAC/FEC 1/3359 /13075 0-4 0-3
90Cs FASG GFEA 07 T 6 FEC 0/645 0
92D Amsterdam C9203 T 4 EC —=/179 —-/178 (no data)
93H IBCSG 11-93 N+pret 4 AC 0/305 0/302
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC -/200 -/202 no data;
. (b) subtotal with data § * 22/ 3/ 50 47 .
27520 26909 Z2-690 (sE U-el)
(0-1%ly) (0-0%!y) increase
2p =0-02
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr —/158 -/130 (no data)
74E UK'MCCG 003 6 CVF/CVM 0/709 0/568
75G Northwick Park 12 MelV 1/546 0/601 05 03
76H2 West Midlands N- 6 ChIMF 0/2969 0/2879
76K HD 1 W. Germany 24 ChlF 0/451 0/372
76P King's CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/764 1/586 -0-3 0-2
T7TW2 Mont]lgellier 12 CVF éno data)
78M3 NCCTG-773051post 10 CFPr 2/565 2/597 -0-2 09
81E NSABP B-13 N- 11 MFFol 5/3805 5/3338 -0-4 25
86D1 UK Multicentre t 6 CVF/CVM 0/349 0/322
88C NSABP B-20 1?2 MFFol 4/6021 5/5784 -0.7 2.3
92B2 HE1092 Greece 6 CMzF 0/538 0/633
93A1245 UKCCCR ABC T various (no data)
« (c) subtotal with data § 12/ 13/ -11 61
17516 16406 0-84(sE 0-37)
(0-1%l/y) (0-1%ly) 2reg%c{|o’{|1$
p>0-1
m Total(@a+b+c)* 57/ 33/ 4.7 203 —
89420 82894 1-261 (sE 0-250)
(0-1%ly) (0-0%ly) ) |n>cBeils§ S
p=>0-1
4 99% or == 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: X; =4.4;p>01; NS 0 05 1.0 15 2:0
Heterogeneity within subtotals: Xie =11.0; p>0-1; NS Polychemo. better ‘ Polychemo. worse
Heterogeneity between 19 trials: Xig =154; p>01; NS Treatment effect 2p > 0-1; NS, adverse

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 4501; allocated control: 3963)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/iwomen.
t Chemotherapy plus tamoxifen versus same tamoxifen alone
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Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 0/2082 0/1394
75E2 Manchester | 12 CMF 0/434 0/436
76C Glasgow 12 CMF 0/834 1/614 -0-7 02
76E EORTC 09771 24 CME 0/1480 0/1233
77B1+2 DanishBCG77bpre 12 CMF 0/2293 1/1741 -0-6 0-2
77G1 Vienna 36 CMFV -/717 -/646 (no data)
78E UK/Asia Collab. 124 CMF 0/1229 2/1095
78K3 IBCSG/Ludwig lllpostt12 CMF 0/1387 1/1082 -0-6 0-2
78V2 ECOG EST6177post 12 CMFPr 2/548 0/596 12 04
79B1 SWOG7827ApoER+ 112 CMFVPr 4/2568 0/2380 1.9 1.0
79C CaseWesternB ER+ 112 CMEVPr 0/424 1/457 -0-5 0-3
79E Guy s/Manch. Il 12 CMF 5/1536 0/1128 1.7 1.0
79H Paris N- 6 CMF -/1113 -/985 (no data)
80F INTMlIan 8004 N- 12 CMF 0/577 0/350
80J1 Vienna ng post T 6 CMF 0/194 0/218
80L SWOG 7985 ?? CMFV (()no data)
81H EST1180/SW.8294 6 CMFEPr 1/2784 1/2283 -0-1 0.5
82C DanlshBCGSZCpost T 9 CMF 2/4456 6/4197 -19 2.0
84D NCI- + 6 CMF 01771  0/1665
85J1+3 PetrovStPetersbg Tt 4 CMF; 2TtMF  0/1840 0/1703
86H2 IBCSG VIl * 13/6 CMF 4/5706  3(2/1758) -0-5 11
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (no data)
88C NSABP B-20 1?22 CMFE 7/6004 4/5784 15 28
88D IBCSG IX T 3CMF 2/4335 2/4102 0.0 1.0
89A2 SITAM-01 T 6 CMF 0/287 0/273
89E4+9 GROCTAV ltaly T 6 CMF 0/213 0/168
89J1 CRCRAMS MoScow 6 CMF —/39 —124 6no data)
89V Romagnolo Italg 6 CMF 0/791 21772 -09 05
90P Amsterdam C8913 6 CMF -/633 -/452 no data;
90S1 IBCSG VI 6 CMF no data;
90X1 Tokyo CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF -/396 -/430 no data;
Sweden-Finland 9 CMF no data,
= (a) subtotal with data § * 27/ 271 05 111
44384 39579 ~— 1.04 (sE 0-31)
(0-1%ly) (0-1%ly) increase
2p>0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 0/44 250/17
76H1 West Midlands N+ 6 CMFVAFoI 0/1607 0/118
76L1 Cologne ? AC (no data)
80B3+4 N Sweden BCG T 8 AC 1/619 0/501
80C2 SESwed.BCGB post 6 AC 0/226 0/169
80S1 Helsinki 8 FAC 0/307 0/257
80Z Wessex 1t 6 VAP/VAC 0/438 1/384 -0-4 0-2
82F MD Anders.8227 N- 4 FACVPr 0/436 0/407
83B GROCTA | ltaly ER+1 6 CMF; 4 0/1449 0/1306
84C NSABP B-16 osl* 124 MeIF+A/3AC 10/6746 2(3/3042) 11 2.8
84Q4+5 Austrian BCS T 6CM 0/751 0/753
86P2+3 FASG France t 6 FEC 5/3164 1/2951 1.9 1.5
89@ Barl Ital% 6 FEC 0/643 1/534 -0-5 0-3
89B1 S! 814 * T 6 FAC 13/6781 4%3/2091) 0-5 2.7
89D IG T 6 FAC/FEC 3/3359 /3075 -0-1 1.5
90Cs FASG GFEA 07 T 6 FEC 0/645 -0-5 0-3
92D Amsterdam C92 T 4EC -/179 -/178 (no data)
93H IBCSG 11-93 N+preT 4 AC 0/305 0/302
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC —/200 -/202 no data,
« (b) subtotal with data § * 32/ 25/ 20 92 — = e
27520 26909 1-Z24 (SE U3 /)
(0-1%ly) (0-1%ly) increase
2p >0:1; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr -/158 -/130 (no data)
74E UK'MCCG 003 6 CVF/CVM 0/709 0/568
75G Northwick Park 12 MelV 2/546 0/601 038 0-4
76H2 West Midlands N— 6 ChIMF 0/2969 1/2879 -0-5 03
76K HD 1W. Germany 24 ChiF 0/451 0/372
76P King's CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/764 0/586
77W2 Montpellier 12 CVF (no data)
78M3 NCCTG-773051post 10 CFPr 0/565 2/597 -1.1
81E NSABP B-13 N- 11 MFFol 2/3805 7/3338 =27 2 2
86D1 UK Multicentre T 6 CVF/ICVM 0/349 0/322
88C NSABP B-20 1?22 MFFol 3/6021 4/5784 -0-5 1.7
92B2 HE1092 Greece 16 CMzF 0/538 0/633
93A1245 UKCCCR ABC T various (no data)
. (c) subtotal with data § 7/ 14/ -41 51 —— 0:45 (se 0-30)
17516 16406 reduction
(0-0%/y) (0-1%l/y) 2p = 0.07
m Total(@a+b+c)* 66/ 66/ -16 255 <:>&938 se 0-192)
89420 82894 eduction
(0-1%ly) (0-1%l/y) 2p >0-1; NS
4 99% or <= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: X; =37;p>01; NS 0 05 1.0 15 2:0
Heterogeneity within subtotals: ng =31.4; p=0-09 Polychemo. better | Polychemo. worse
Heterogeneity between 25 trials: x; =35.0; p = 0-07 Treatment effect 2p > 0-1; NS

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 4501, allocated control: 3963)
* For balance, control patients in 3—way trials or trial strata count half or twice in subtotal(s) and in final total of events/iwomen.
Tt Chemotherapy plus tamoxifen versus same tamoxifen alone
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Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment  polychemo. control O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non-anthracycline agents)
73B INT Milan 7205 12 CMF 1 1394 -4 .
3 il 20 2 Cl /2082 0/139 0 03
75E2 Manchester | 12 CMF 0/434 2/436 -0-6 04
76C Glasgow 12 CMF 0/834 2/614 -1.0 05
76E EORTC 09771 24 CME 0/1480 0/1233
77B1+2 DanishBCG77bpre 12 CMF 1/2293 0/1741 05 0-3
77G1 Vienna 36 CMFV -/717 -/646 (no data)
78E UK/Asia Collab. 124 CMF 0/1229 1/1095
78K3 IBCSG/Ludwig lllpostt12 CMF 2/1387 2/1082 0.0 1.0
78V2 ECOG EST6177post 12 CMFPr 0/548 0/596
79B1 SWOG7827ApoER+ 112 CMFVPr 1/2568 3/2380 -1.2 1.0
79C CaseWesternB ER+ 112 CMEVPr 0/424 0/457
79E Guy s/Manch. Il 12 CMF 0/1536 0/1128
79H Paris N- 6 CMF -/1113 -/985 éno data)
80F INTMIIan 8004 N- 12 CMF 1/577 0/350
80J1 Vienna ng post T 6 CMF 1/194 1/218 0-0 5
80L SWOG 7985 ?? CMFV (no data)
81H EST1180/SW.8294 6 CMFEPr 0/2784 0/2283
82C DanlshBCGSZCpost T 9 CMF 4/4456 1/4197 13 13
84D NCI- T 6 CMF 0/1771 0/1665
85J1+3 PetrovStPetersbg Tt 4 CMF; 2TtMF  1/1840 0/1703 04 03
2
86H2 IBCSG VIl * 13/6 CMF 5/5706  3(1/1758 04 11
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 (no data)
88C NSABP B-20 1?22 CMFE 1/6004 3/5784 -11
88D IBCSG IX T 3CMF 0/4335 2/4102 -1.0 O 5
89A2 SITAM-01 T 6 CMF 0/287 0/273
89E4+9 GROCTAV ltaly T 6 CMF 0/213 0/168
89J1 CRCRAMS MoScow 6 CMF —/39 —-124 6no data)
89V Romagnolo Italg 6 CMF 1/791 0/772 -4 03
90P Amsterdam C8913 6 CMF -/633 -/452 no data;
90S1 IBCSG VI 6 CMF no data;
90X1 Tokyo CIH 6 CMF 0/611 0/634
93S Hamburg, Germany 6 CMF -/396 -/430 no data;
Sweden-Finland 9 CMF no data,
« (a) subtotal with data § * 19/ 20/ -09 84
44384 39579 0-90 (sE 0-33)
(0-0%l/y) (0-1%ly) 2re(>j%c{|o'{|1$
p=>01
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3-5 AC 0/44 250/173
76H1 West Midlands N+ 6 CMFVA Fol  0/1607 0/118
76L1 Cologne AC éno data)
80B3+4 N Sweden BCG T 8 AC 2/619 1/501 -3 0
80C2 SESwed.BCGB post 6 AC 0/226 0/169
80S1 Helsinki 8 FAC 0/307 0/257
80Z Wessex 1t 6 VAP/VAC 0/438 0/384
82F MD Anders.8227 N- 4 FACVPr 0/436 0/407
83B GROCTA | ltaly ER+1 6 CMF; 4 0/1449 0/1306
84C NSABP B-16 Ost* 124 Me|F+A/3AC 5/6746  2(0/3042) 16 11
84Q4+5 Austrian BCS T 6 CMFVA 0/751 0/753
86P2+3 FASG France T 6 FEC 0/3164 0/2951
89@ Bari Italy N— 6 FEC 0/643 0/534
89B1 SWOG 8814 * T 6 6/6781 4&1/2091) 06 13
89D IGR Paris T 6 FAC/FEC 0/3359 /3075 -1.2 0-5
90Ces FASG GFEA 07 T 6 FEC 0/645 0/600
92D Amsterdam C9203 t 4 EC =/179 -/178 (no data)
93H IBCSG 11-93 N+pret 4 AC 0/305 0/302
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post t 6 AC -/200 -/202 no data;
. (b) subtotal with data § * 13/ 71 13 35 o .
27520 26909 140 (SE U'O5l
(0-0%l/y) (0-0%ly) ) |n>c6eils§ S
p>01;
(c) Other polychemotherapy
1 Mayo 70-56— r - X no data]
73C1 M 70-56-32 12 CFP /158 /130 d
74E UK'MCCG 003 6 CVF/ICVM 0/709 0/568
75G Northwick Park 12 MelV 0/546 0/601
76H2 West Midlands N- 6 ChIMF 0/2969 1/2879 -0-6 0-3
76K HD 1 W. Germany 24 ChilF 0/451 0/372
76P Klnfg s CRC M/M 24 MelM 0/799 0/726
77E Oxford 24 MelMF 0/764 0/586
77W2 M n]lg lier 12 CVF (no data)
78M3 NCCTG-773051post 10 CFPr 0/
81E NSABP B-13 N- 11 MFFol 0/3805 0/3338
86D1 UK Multicentre Tt 6 CVF/CVM 0/349 0/3
88C NSABP B-20 1?2 MFFol 2/6021 3/5784 -0-6 1.3
92B2 HE1092 Greece 16 CMzF 0/538 1/633 -0-5 0-3
93A1245 UKCCCR ABC T various (no data)
(c) subtotal with data § 2/ 5/ -17 18 —r——
17516 16406 0-38 éSE 0-48)
(0-0%l/y) (0-0%ly) , >%c{|o’515
p=>0-1
= Total(@+b+c)* 34/ 32/ -1.2 137 —m
89420 82894 — 0-915 (se 0-258)
(0-0%ly) (0-0%ly) 2reg%c{|o’{|18
p>0-1
- 99% or <= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: Xi =2.1;p>01;NS 0 05 1.0 15 2:0
Heterogeneity within subtotals: xis =189; p>0-1; NS Polychemo. better ‘ Polychemo. worse
eterogenel etween rials: = R B !
Het tv betw 21 trial 50 21.1: p>0-1: NS Treatment effect 2p > 0-1; NS

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 4501, allocated

control: 3963)

* 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.

Tt Chemotherapy plus tamoxifen versus same tamoxifen alone
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Events/woman-years Polychemo. events

Year code Months & Allocated Adjusted Logrank Variance Ratio of annual event rates
and study name treatment  polychemo. control  O-E of O-E Polychemo. : Control
(a) CMF regimens (including other non—-anthracycline agents)
73B INT Milan 7205 12 CMF 9/2082 7/1394 -0-3 39
75E2 Manchester | 12 CMF 0/434 1/436 -0-4 0-2
76C Glasgow 12 CMF 4/834 0/614 11 0.7
76E EORTC 09771 24 CMF 0/1480 0/1233
77B1+2 DanishBCG77bpre 12 CMF 4/2293 1/1741 0-8 11
77G1 Vienna 36 CMFV /717 -/646 (no data)
78E UK/Asia Collab. 124 CMF 3/1229 1/1095 1.6 09
78K3 IBCSG/Ludwig lllpostt12 CMF 5/1387 2/1082 11 1.7
78V2 ECOG EST6177post 12 CMFPr 0/548 2/596 -0-3 0-2
79B1 SWOG7827ApoER+ 112 CMFVPr 4/2568 7/2380 -1.5 2.7
79C CaseWesternB ER+ 112 CMFVPr 1/424 1/457 -0-1 05
79E Guy's/Manch. Il 12 CMF 3/1536 2/1128 0-0 11
79H Paris N—- 6 CMF -/1113 -/985 éno data)
80F INTMilan 8004 N- 12 CMF 3/577 3/350 -0-6 14
80J1 Vienna ng. post t 6CMF 0/194 0/218
80L SWOG 7985 ?? CMFV (Sno data)
81H EST1180/SW.8294 6 CMFPr 6/2784 6/2283 -0-8 2.9
82C DanishBCG82cpost T 9 CMF 9/4456 13/4197 =22 5-4
84D NCI-C MA.4 T 6 CMF 16/1771  14/1665 0-5 7-2
85J1+3 PetrovStPetersb'g 1 4 CMF; 2TtMF 3/1840 2/1703 0.7 11
86H2 IBCSG VIl * 13/6 CMF 16/5706 3(8/1758) =21 4.4
87D3 GABG 3 Germany T 6 CMF -/1066 -/916 éno dataz3
88C NSABP B-20 1?? CMF 14/6004 9/5784 -5 -7
88D IBCSG IX T 3CMF 8/4335 9/4102 -0-6 4.2
89A2 SITAM-01 T 6 CMF 0/287 1/273 -0-6 0-2
89E4+9 GROCTAV ltaly T 6 CMF 0/213 1/168 -0-7 0-2
89J1 CRCRAMS Moscow 6 CMF -/39 —/24 6n0 data)
89V Romagnolo Italg 6 CMF 2/791 1/772 08
90P Amsterdam C8913 6 CMF -/633 -/452 no data;
90S1 IBCSG VIl 6 CMF no data,
90X1 Tokyo CIH 6 CMF 2/611 0/634 -8 05
93S Hamburg, Germany 6 CMF /396 -/430 no data;
Sweden-Finland 9 CMF no data;
B (a) subtotal with data § * 112/ 107/ 0.7 471 ———0-98 (se 0-14)
44384 39579 re uction
(0-3%ly) (0-3%ly) 2p >0-1; NS
(b) Anthracycline regimens
74D1 DFCI 74-063 * 7/3:5 AC 1/44 251/17
76H1 West Midlands N+ 6 CMFVAFol  1/1607 2/118 -0-7 0.7
76L1 Cologne ?? AC éno data)
80B3+4 N Sweden BCG T 8 AC 1/619 4/501 -0-8 1.0
80C2 SESwed.BCGB post 6 AC 2226 0/169 0.7 0-5
80S1 Helsinki 8 FAC 0/307 0/257
80Z Wessex T 6 VAP/VAC 0/438 1/384 -0-3 0-2
82F MD Anders.8227 N- 4 FACVPr 2/436 0/407 12 05
83B GROCTA | ltaly ER+1 6 CMF; 4 2/1449 1/1306 0-4 0.7
84C NSABP B-16 ost* 24 MeIF+A13AC 20/6746 2(8/3042) 0-9 6-:0
84Q4+5 Austrian BCS! T 6 CMFVA 6/751 6/753 0-5 29
86P2+3 FASG France T 6 FEC 4/3164 3/2951 0-4 1.8
89@ Bari ltaly N— 6 FEC 1/643 0/534 0-4 0-2
89B1 SWOG 8814 * T6F 25/6781 4(5/2091) 2:1 5.4
89D IGR Paris 76 AC/FEC 9/3359 /3075 -0-4 4.4
90Cs FASG GFEA 07 T6F 0/645 0/600
92D Amsterdam C9203 T 4 EC /179 -/178 (no data)
93H IBCSG 11-93 N+pret 4 AC 0/305 0/302
93M1+2 IBCSG 12-93 N+post 4 AC no data;
94F JCOG 9401 N+post T 6 AC -/200 -/202 no data,
m (b) subtotal with data § * 74/ 64/ 4.4 243 —
27520 26909 1-20 (SE 0-22)
(0-3%ly) (0-2%ly) increase
2p>0-1; NS
(c) Other polychemotherapy
73C1 Mayo 70-56-32 12 CFPr -/158 -/130 (Sno data)
74E UK'MCCG 003 6 CVF/CVM 9/709 9/568 -0-5 4.2
75G Northwick Park 12 MelV 0/546 0/601
76H2 West Midlands N- 6 ChIMF 3/2969 1/2879 11 1.0
76K HD 1 W. Germany 24 ChIF 1/451 0/372 03 0:2
76P Klnfg s CRC M/M 24 MelM 6/799 10/726 -1.4 33
77E Oxford 24 MelMF 1/764 1/586 -0-2 0-5
77W2 Mon ]lg 12 CVF (no data)
78M3 N G 773051post 10 CFPr 65 -1.0 0-5
81E NS B-13 11 MFFol 5/3805 6/3338 -0-6 2.7
86D1 UK Multlcentre T 6 CVF/ICVM 2/349 4/322 -1.3 15
88C NSABP B-20 1?2? MFFol 20/6021 9/5784 5-8 7-1
92B2 HE1092 Greece 76 CMzF 2/538 0/633 1.2 0-5
93A1245 UKCCCR ABC T various (no data)
m (c) subtotal with data § 49/ 42/ 35 214 —
17516 16406 T-18 (sE 0-23)
(0-3%ly) (0-3%ly) increase
2p>0-1; NS
B Total(@a+b+c)* 235/ 213/ 71 928 ———1:079 (se 0-108)
89420 82894 increase
(0-3%ly) (0-3%ly) 2p >01; NS
- 99% or <= 95% confidence intervals L L L )
Heterogeneity between 3 subtotals: X; =08; p>01; NS 0 0-5 10 15 2:0
Heterogeneity within subtotals: xil =37.0; p>0-1; NS Polychemo. better | Polychemo. worse
Heterogeneity between 44 trials: Xig =37.8;p>0-1; NS Treatment effect 2p > 0-1; NS, adverse

§ 9 trials with no data do not contribute to subtotals or to the overall total (allocated polychemo.: 4501; allocated control: 3963)
* 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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	Appendix to Table 2: Polychemotherapy versus Not: side effects ("Forest plots" of trial-specific data and rate ratios with one line per trial for 59 trials), updated to 21 November 2003
	MORTALITY
	1. All-cause mortality, all trials
	2. Breast cancer mortality, all trials
	3. Non-breast-cancer mortality
	4. Vascular
	5. Stroke
	6. Thromboembolic
	7. Heart etc (i.e. other vascular)

	8. Neoplastic (not breast)
	9. Haematopoietic
	10. Lung cancer
	11. Other neoplastic

	12. Other/unknown (not breast)
	13. Non-breast-cancer mortality in years 0-1


	SECOND CANCER INCIDENCE
	14. Any second primary
	15. Contralateral breast (before other recurrence)
	16. Entry age < 50
	17. Entry age 50+

	18. Other site (as first event)
	19. Uterus
	20. Ovary
	21. Liver
	22. Lung
	23. Colon or rectum
	24. Haematopoietic
	25. Other second primary





