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Web site figures

Each figure is in three parts, corresponding to the three endpoints: (i) recurrence, (ii) breast
cancer mortality and (iii) death from any cause.
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Polychemotherapy versus not in ER-poor disease, subdivided first by type of
comparison (absence or presence of tamoxifen in both treatment groups) and then
by age at randomisation: event rate ratios for recurrence, breast cancer mortality
and death from any cause

Polychemotherapy versus not in ER-poor disease, subdivided first by age at
randomisation and then by type of comparison (absence or presence of tamoxifen
in both treatment groups): event rate ratios for recurrence, breast cancer mortality
and death from any cause

Tamoxifen versus not in ER-poor disease, subdivided first by age at
randomisation and then by type of comparison (absence or presence of
chemotherapy in both treatment groups): event rate ratios for recurrence , breast
cancer mortality and death from any cause

Polychemotherapy versus not in ER-poor disease, by type of comparison
(absence or presence of tamoxifen in both treatment groups) and age at
randomisation: 10-year probabilities of recurrence, breast cancer mortality and
death from any cause

Polychemotherapy versus not in ER-poor disease, by type of comparison
(absence or presence of tamoxifen in both treatment groups) for patients with
entry age < 50: 10-year probabilities of recurrence, breast cancer mortality and
death from any cause

Polychemotherapy versus not in ER-poor disease, by type of comparison
(absence or presence of tamoxifen in both treatment groups) for patients with
entry ages 50-69: 10-year probabilities of recurrence, breast cancer mortality and
death from any cause

Polychemotherapy versus not in ER-poor disease, subdivided first by age at



Web Fig. 8

Web Fig. 9

Web Fig. 10

Web Fig. 11

randomisation and then by nodal status: event rate ratios for recurrence, breast
cancer mortality and death from any cause

Polychemotherapy versus not in ER-poor disease, by various subgroups: event
rate ratios for recurrence, breast cancer mortality and death from any cause

Polychemotherapy versus not in ER-poor disease: trial details and recurrence,
breast cancer mortality and all-cause mortality rate ratios in each of 46 separate
trials

Tamoxifen versus not in ER-poor disease: trial details and recurrence, breast
cancer mortality and all-cause mortality rate ratios in each of 50 separate trials

Perioperative polychemotherapy versus no adjuvant cytotoxic in ER-poor disease,
subdivided by nodal and menopausal status: trial details and recurrence, breast
cancer mortality and all-cause mortality rate ratios in each of 4 separate trials



Web Fig. 1(i). Polychemotherapy versus not in ER-poor disease, subdivided
first by type of comparison (absence or presence of tamoxifen in both
treatment groups) and then by age at randomisation: event rate ratios for
recurrence

Events/Women  Polychemo. events
Allocated Allocated Logrank Variance Ratio of annual event rates
Entry age Poly control O-E of O-E Poly : Control

(a) Polychemotherapy alone versus no adjuvant (trend* Xf =0-2;2p = 1L-69; NS)

<50 307/915  374/807 -606 1336 _._' 0-64 (se 0-07
(336%) (46-3%) ' ¢ )

50 - 59 180/464  230/479 -257 785 —5.— 0.72 (se 0-10)
(38:8%) (48:0%) !

60 - 69 117/264  134/275 -169 461 — 0-69 (se 0-12)
(44-3%) (48-7%) i

70+ 5/14 8721 -23 1-8 :

Unknown 2/4 011 '

Il @ subtotal 611/ 748/ _105.6 2600 <> 0-67 (sE 0-05)

1661 1583 2p < 0-00001
(36-8%) (47-1%)

(b) Polychemotherapy plus tamoxifen versus tam alone (trend* X: =6-2; 2p = 0-01)

< 50 30/100 36/85 -9:3 1041 — 0-40 (se 0-21)
(300%) (42:4%) :
50 - 59 325/756  247/496 -45-3 103-0 _|:_ 0.64 (se 0-08)
(430%) (49-8%) !
60 — 69 368/733  263/498 167 1191 -~ 0-87 (se 0-09)
(50-2%) (52:8%) .
70+ 24/81 25/55 -35 7-2 :
Unknown 0/0 0/1 i
(b) subtotal 747/ 571  _748 2394 <> 0-73 (sE 0-06
. 1650 1135 2p <(o,og[)o1 )

(453%)  (50-3%)

(a+b) All polychemotherapy versus not (trend xf = 4.5; 2p = 0-03)

<50 337/1015  410/892 700 1436 - 0-61 (se 0-07)
(33-2%) (46-0%) |
1
50 - 59 505/1220  477/975 -71-0 1815 _._ 0-68 (sE 0-06)
(41-4%) (48:9%) ,
1
60 - 69 485/997  397/773 -336 1652 —.—: 0-82 (se 0-07)
(486%)  (51-4%)
1
70+ 29/75 W76 58 90 .
Unknown 2/4 0/2 '
1
!
(a+b) Total 1358/ 1317/ _180.3 4994 <& 0.70 (sE 0-04)
. 3311 2718 2p < 0-00001
(41.0%)  (48-5%)
4l 99% or == 95% confidence intervals L L L '
0 05 1.0 15 20

* Ditference between Polychemo. better | Polychemo. worse

trends in (a) and (b): Xf =3.0; 2p = 0-08



Web Fig. 1(ii). Polychemotherapy versus not in ER-poor disease,
subdivided first by type of comparison (absence or presence of tamoxifen in
both treatment groups) and then by age at randomisation: event rate ratios
for breast cancer mortality

Deaths/Women  Polychemo. deaths
Allocated Allocated Logrank Variance Ratio of annual death rates
Entry age Poly control O-E of O-E Poly : Control

(a) Polychemotherapy alone versus no adjuvant (trend* xf = 0-0; 2p = 0-99; NS)

<50 217/815  260/807 -28'4 97-8 —,— 0.75 (se 0-09)
(237%) (32:2%) !

50 - 59 146/464  182/479 138 653 S - 0-81 (se 0-11)
(315%) (38-0%) !

60 - 69 96/264 114/275  —11-2 404 +: — 0.76 (se 0-14
(36:4%) (415%) : ( )

70+ 5/14 7/21 15 2:0 :

Unknown 1/4 0/1 ;

H (2 subtotal 465/ 563  _549 2055 <> 0-77 (se 0-06)

1661 1583 2p = 0-0001
(28-0%) (35.6%)

olychemotherapy plus tamoxifen versus tam alone (trend* 3. = 3-8; 2p = 0.
(b) Polych h | if | d*f 3.8; 2 0-05

<50 24/100 o7/85 57 81 — a1 | 0.49(se0.25)
(24:0%) (31-8%) '

50 -59 274/756  210/496 -309 924 . 0.72 (se 0-09)
(36:2%) (42:3%) !

60 - 69 323/733  224/498 37 1075 - m— 097 (se 0-09)
(44-1%) (45-0%)

70+ 21/81 23/55 a7 69 .

Unknown 0/0 o3l '

b) subtotal 642/ 484/ —44. ) . .
Il ) subtota a2 84 440 2148 <t> 0 82.:950%306)

(389%)  (426%)

a+b) All polychemotherapy versus not (trend xz =19; 2p = 0-17; NS
1 '

< 50 241/1015  287/892 -34-1 1059 " 0.72 (se 0-08)
(23-7%) (32-2%) :

50 - 59 420/1220  392/975 -44:7 1577 _._ 0.75 (se 0-07)
(34-4%) (40-2%) '

60 - 69 419/997  338/773 -149 1478 —5—.—— 0-90 (se 0-08)
(42:0%) (43:7%) !

70+ 26/75 3076 52 89 '

Unknown 1/4 o2

b) Total 1107/ 1047/ _gs. . ' . .
I v o L8 4TI 989 4203 <+ 0 ;I'?<(3%0%0(1)4)

(334%)  (38.5%)

M- 99% or <= 95% confidence intervals

0 05 1.0 1.5 2.0

* Ditference between Polychemo. better | Polychemo. worse

trends in (a) and (b): xf =2.3;2p=0-13; NS



Web Fig. 1(iii). Polychemotherapy versus not in ER-poor disease,
subdivided first by type of comparison (absence or presence of tamoxifen in
both treatment groups) and then by age at randomisation: event rate ratios
for death from any cause

Deaths/iwoman-years Polychemo. deaths

Allocated Allocated Logrank Variance Ratio of annual death rates
Entry age Poly control O-E of O-E Poly : Control
(a) Polychemotherapy alone versus no adjuvant (trend* %f =0-0; 2p = (L-QB; NS)
<50 238/9967 276/8356 -28'7 1060 _._' 0.76 (se 0-09
(2:4%fy)  (3-3%ly) ! ( )
50 -59 173/5197  208/4745 -139 758 —- 0-83 (se 0-10)
(3-3%fy)  (4-4%fy) !
60 - 69 123/2614  144/2484 _13-9 51-8 _-_: - 0.76 (se 0-12)
(4-7%/y)  (5-8%fy) :
70+ 8/144 12/178 17 33 :
Unknown 1/31 0/0 I
b | 543/ 640/ -58. : . .
B @ subtota o4y 640/ 582 2369 <> 0 72% i%l.sm?ogti)
(3-0%/Y)  (4-1%/y)
(b) Polychemotherapy plus tamoxifen versus tam alone (trend* %f =4.2; 2p = 0-04)
< 50 25/702 27/560 57 80 _.—_ 0-49 (se 0-25)
(3-6%fy)  (4-8%fy) !
50 - 59 310/6480  222/3750 -28-9 101D - 0.75 (se 0-09)
(4-8%fy)  (5-9%ly) :
60 - 69 390/5893  262/3799 -36 1283 —_.—: 0.97 (se 0-09
(6-6%ly) (6-9%ly) : ( )
70+ 31/387 30/308 -26 101 '
Unknown 0/0 o/21 .
b) subtotal 756/ 541/ _40. ] ) ;
Il & subtota e 41/ -40.9 2473 <t> 0 825,;(:5('1-:.0%906)
(5-6%/y)  (6-4%lY)
(a+b) All polychemotherapy versus not (trend xf =23; 2p = 0-13; NS)
<50 263/10669 303/8916 -344 1140 _.._ 0.74 (se 0-08)
(2:5%/y)  (3-4%fy) :
50 - 59 483/11677 430/8485 -42:8 1768 _-— 0.78 (se 0-07)
(4-1%fy) (5-1%fy) \
60 - 69 513/8507 406/6283 -17:6 180-1 —i.— 0.91 (se 0-07)
(6-0%fy)  (6-5%y) !
70+ 39/531 42/487 42 134 .
Unknown 1/31 o/21 i
b) Total 1299/ 1181/ -99. . I . .
. (a+b) Tota 31415 24212 000 4842 < 0 gE<(§E0%094)
4-1%Y)  (4-9%/Y)
-l 99% or == 95% confidence intervals L L L '
0 05 10 1.5 2.0

* Ditference between Polychemo. better | Polychemo. worse

trends in (a) and (b): xf =2.7;2p =0-10; NS



Web Fig. 2(i). Polychemotherapy versus not in ER-poor disease, subdivided
first by age at randomisation and then by type of comparison (absence or
presence of tamoxifen in both treatment groups): event rate ratios for

recurrence
Events/Women Polychemo. events
Allocated Allocated Logrank Variance Ratio of annual event rates
Category Poly control O-E of O-E Poly : Control
(a) Age < 50 ,
Poly alone vs. Nil 307/915  374/807 606 1336 - 0.-64 (se 0.07)
(33:6%) (46-3%) !
Poly + Tam vs. Tam 30100 36/85 93 101 — . 0-40 (se 0-21)
(30-0%) (42-4%) :
M (a) subtotal 337/ 40/ _700 1437 < 0-61 (s 0-07)
1015 892 2p < 0.00001
(33-2%) (46-0%)
Difference between 2
treatment effects in 2 categories: x| = 2-1; 2p = 0-15; NS
(b) Age 50 - 59 .
Poly alone vs. Nil 180/464  230/479 -257 785 —-—' 0-72 (se 0-10)
(38-8%) (48-0%) !
Poly + Tam vs. Tam 325/756  247/496 -45:3 1030 —-— 0.64 (se 0-08)
(430%) (49-8%) i
Bl ) subtotal 505/ 477/ _71.0 1815 <> 0-68 (se 0-06)
1220 975 2p < 0-00001
(41.4%) (48.9%)

Difference between

treatment effects in 2 categories: xf = 0.6; 2p = 0.46; NS

(c) Age 60 — 69
Poly alone vs. Nil 117/264  134/275
(44-3%) (487%)
Poly + Tam vs. Tam 368/733  263/498
(50-2%) (52:8%)
B (c) subtotal 485/ 397/
997 773
(48.6%) (51.4%)

Difference between

~16:9 46
167 119
-33.6 165.2

treatment effects in 2 categories: xf =1.7; 2p = 0.19; NS

- 99% or === 95% confidence intervals

0.69 (se 0-12)

0-87 (st 0.09)

0.82 (sE 0-07)
2p = 0.009

(a+b-+c): Difference between polychemotperapy effects in
presence/absence of tam: age-stratified ¥, =00;2p=0-84; NS

05

1.0

Polychemo. better

1.5 2.0

Polychemo. worse



Web Fig. 2(ii). Polychemotherapy versus not in ER-poor disease,
subdivided first by age at randomisation and then by type of comparison
(absence or presence of tamoxifen in both treatment groups): event rate

ratios for breast cancer mortality

Deaths/Women Polychemo. deaths
Allocated Allocated Logrank Variance Ratio of annual death rates
Category Poly control O-E of O-E Poly : Control
(a) Age < 50 .
Poly alone vs. Nil 217/915  260/807 284 978 _._' 0-75 (se 0-09)
(237%) (32:2%) :
Poly + Tam vs. Tam 24/100 27/85 57 81 ; 0-49 (se 0-25)
(24-0%) (31-8%) |
M (a) subtotal 241/ 287/ _341 1059 <t 0-72 (se 0-08)
1015 892 2p = 0-0009
(23.7%) (32.2%)
Difference between 2
treatment effects in 2 categories: %y =13:2p=0-25;NS
(b) Age 50 - 59 .
Poly alone vs. Nil ~ 146/464  182/479 -13-8 653 —m 0-81 (se 0-11)
(31-5%) (38-0%) !
Poly + Tam vs. Tam 274/756  210/496 -30'9 924 —‘— 0.72 (se 0-09)
(36'20/0) (42 '3°/o) 1
B (b) subtotal 420/ 302/ _ga7 1577 <> 0-75 (se 0-07)
1220 975 2p = 0-0004
(34.4%) (40.2%)
Difference between 5
treatment effects in 2 categories: %, =06;2p= 0.45; NS
(c) Age 60 — 69 ,
Poly alone vs. Nil  96/264 114275 —112 404 — =1 076(se0.14)
(36'4%) (41-5%) !
Poly + Tam vs. Tam 323/733  224/498  -37 1075 —m— 0-97 (se 0.09)
(441%) (450%) |
B (c) subtotal a9/ 338 _149 1478 <=  0.90 (sE 0-08)
997 773 2p = 0.22; NS
(42.0%) (43.7%)
Difference between 5
treatment effects in 2 categories: Xy = 1.7; 2p=0.19; NS
- 99% ot =<I= 95% confidence intervals L L L !
0 0.5 1.0 15 2.0

Polychemo. better

(a+b-+c): Difference between polychemotperapy effects in
presence/absence of tam: age-stratified ¥, =00;2p=0.94; NS

Polychemo. worse



Web Fig. 2(iii). Polychemotherapy versus not in ER-poor disease,
subdivided first by age at randomisation and then by type of comparison
(absence or presence of tamoxifen in both treatment groups): event rate
ratios for death from any cause

Deaths/iwoman-years Polychemo. deaths

Allocated Allocated Logrank Variance Ratio of annual death rates
Category Poly control O-E of O-E Poly : Control
(a) Age < 50 .
Poly alone vs. Nil  238/9967 276/8356 -287 1060 _._' 0.76 (se 0-09)
(2-4%y) (3:3%ly) !
Poly + Tam vs. Tam 25702 27/560 -57 80 ; 0.49 (s 0.25)
(3-6%fy)  (4-8%/Y) :
B (a) subtotal 263/ 303  _344 1140 <t=> 0.74 (se 0-08)
10669 8916 2p = 0-001
(2-5%fy) (3-4%ly)
Difference between 2
treatment effects in 2 categories: %y =15:2p=0-23; NS
(b) Age 50 - 59 .
Poly alone vs. Nil 173/5197 208/4745 -139 758 —E.—— 0-83 (se 0-10)
(3-3%/y) (4-4%ly) !
Poly + Tam vs. Tam 310/6480 222/3750 -28'9 1010 —‘— 0.75 (se 0-09)
(4-8%ly) (5-9%y) i
B ) subtotal 483/ 430/  _g28 1768 <> 0-78 (se 0-07)
11677 8495 2p = 0-001
(4-1%1y) (5-1%/y)
Difference between 5
treatment effects in 2 categories: %, = 0-5; 2p = 0.50; NS
(c) Age 60 — 69 .
Poly alone vs. Nil  123/2614 144/2494 139 518 — - 0-76 (se 0-12)
(4-7%/y) (5:8%lYy) i
Poly + Tam vs. Tam 390/5893 262/3799 -36 1283 —— 097 (se 0.09)
(6-6%/y) (6-9%y) |
B (c) subtotal 513/ 406/  _17.6 180.1 <t 0-91 (se 0-07)
8507 6293 2p = 0-19; NS
(6-0%/y) (6-5%Yy)
Difference between 5
treatment effects in 2 categories: Xy = 2.1; 2p = 0-14; NS
- 99% ot =<I= 95% confidence intervals L L L !
0 0.5 1.0 1.5 2.0

. , Polychemo. better | Polychemo. worse
(a+b-+c): Difference between polychemotperapy effects in

presence/absence of tam: age-stratified ¥,=00;2p=0.91; NS



Web Fig. 3(i). Tamoxifen versus not in ER-poor disease, subdivided first by
age at randomisation and then by type of comparison (absence or presence
of chemotherapy® in both treatment groups): event rate ratios for recurrence

Events/Women Tamoxifen events

Allocated Allocated Logrank Variance Ratio of annual event rates
Category Tam control O-E of O-E Tam : Control
(a) Age < 50
Tam alone vs. Nil 180/440 147/326 -163 506 —m— 0-72 (se 0-12)
(40-9%) (451%)
Tam + Poly 951/2819  879/2727 136 384-1 -._ 1.04 (s 0-05)
vs. Poly (33-7%) (32:2%)
. (a) subtotal 1131/ 1026/ —2.8 4347 <> 0:99 (sE 0.05)

3259 3053 2p = 0-89; NS
(347%)  (33-6%) ’

Difference between s
treatment effects in 2 categories: X, =57;2p=0.02

(b) Age 50 — 59
Tam alone vs. Nil 261/555  246/486 191 922 - 0-81 (sE 0-09)
(470%) (506%)
Tam + Poly 483M1477 498/1532 -11'9 201-8 B 0-94 (se 0-07)
vs. Poly (327%) (32'6%)
[l ) subtotal 744/ 744/ -30.9 294.0 <TH 0-90 (se 0-06)

2032 2018 2p =0.07
(36-6%) (36.9%)

Difference between 2
treatment effects in 2 categories: X;=14;2p=0.24; NS

(c) Age 60 - 69 .
Tam alone vs. Nil 253/547  254/550  -3-1 1002 —m—— 0.97(se 0.10)
(46-3%) (462%)
Tam + Poly 226/794  316/859 287 1094 _._._ 0-77 (se 0-08)
vs. Poly (28-5%) (36:8%) :
B (o) subtotal 479/ 570/  _31.8 2097 <> 0-86 (st 0-06)

1341 1409 2p=0.03
(35.7%) (40.5%)

Difference between B
treatment effects in 2 categories: X, =2:8;2p=0.09

-l 99% or <= 95% confidence intervals

0 05 10 1.5 2.0
Tamoxifen better | Tamoxifen worse

(a+b+c): Difference between tamoxifen e;fects in
presence/absence of chemo: age-stratified x= 1.1; 2p = 0-29; NS

* In the tamoxifen versus not analyses, 3 of the 32 trials were of single-agent chemotherapy.



Web Fig. 3(ii). Tamoxifen versus not in ER-poor disease, subdivided first by
age at randomisation and then by type of comparison (absence or presence

of chemotherapy® in both treatment groups): event rate ratios for breast

cancer mortality

Deaths/Women Tamoxifen deaths

Allocated Allocated Logrank Variance

Ratio of annual death rates

Category Tam control O-E of O-E Tam : Control
(a) Age < 50
Tam alone vs. Nil 132/440  114/326 112 420 — 0.77 (s 0-14)
(30-0%) (350%)
Tam + Poly 718/2819  673/2727 66 2977 l— 1.02 (sE 0.06)
vs. Poly (25:5%) (24-7%)
a) subtotal 850/ 787/ -46 3397 0-99 (s 0-05
. @ 3259 3053 <+ 2p =(o.ao- NS )
(26-1%) (25-8%) ’
Difference between 2
treatment effects in 2 categories: Xy = 3.1;2p=0.08
(b) Age 50 — 59
Tam alone vs. Nil 220/555  201/486 103 822 — 0-88 (se 0-10)
(39-6%) (41-4%)
Tam + Poly 38111477 398/1532 -126 1641 —— 0-93 (sE 0-08)
vs. Poly (25-8%) (260%)
Il () subtotal 601/ 589/  _22.9 246.2 <3 0-91 (s 0-06)
2032 2018 2p = 0.14; NS
(29.6%) (29.7%)
Difference between B
treatment effects in 2 categories: Xy = 0.1; 2p = 0.72; NS
(c) Age 60 — 69
Tam alone vs. Nil 220/547  226/550  -83 889 —m— 0.91(se 0.10)
(40-2%) (411%)
Tam + Poly 190/794  256/859 -157 902 — B 0-84 (sE 0-10)
vs. Poly (23-9%) (29-8%)
B (c) subtotal 410/ 482/ -24.0 1791 < 0.87 (se 0.07)
1341 1409 2p=0.07
(30.6%) (34-2%)
Difference between s
treatment effects in 2 categories: X, =0-3;2p = 0.59; NS
4l 99% or <I== 95% confidence intervals L L L !
0 05 1.0 1.5 2.0

(a+b+c): Difference between tamoxifen e;fects in
presence/absence of chemo: age-stratified X = 0.9; 2p = 0.35; NS

* In the tamoxifen versus not analyses, 3 of the 32 trials were of single-agent chemotherapy.

Tamoxifen better | Tamoxifen worse
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Web Fig. 3(iii). Tamoxifen versus not in ER-poor disease, subdivided first by
age at randomisation and then by type of comparison (absence or presence
of chemotherapy® in both treatment groups): event rate ratios for death from
any cause

Deaths/woman-years Tamoxifen deaths

Allocated Allocated Logrank Variance Ratio of annual death rates
Category Tam control O-E of O-E Tam : Control
(a) Age < 50
Tam alone vs. Nil 146/4354  126/3175 128 476 — e 0.76 (se 0-13)
(34%7y)  (4-0%ly)
Tam + Poly 763/23516 721/23081 4.8 3175 l 1.02 (sE 0-06)
vs. Poly (32%ly)  (31%ly)
. (a) subtotal 909/ 847/ -8.0 3650 <> 0.98 (sk 0.05)

27870 26256 2p = 0.67; NS
(33%ly)  (3-2%ly)

Difference between s
treatment effects in 2 categories: Xy = 3.4;2p =0.07

(b) Age 50 — 59
Tam alone vs. Nil  263/5910 235/5074 -12:2 963 — 0-88 (se 0-10)
(45%ly)  (46%ly)
Tam + Poly 434/11588 448/11852 -11-3 1865 —1— 0-94 (se 0-07)
vs. Poly (37%ly)  (38%ly)
[l ) subtotal 697/ 683/ -23.5 282.7 <> 0-92 (se 0-06)

17498 16926 2p = 0-16; NS
(4.0%/y)  (4-0%ly)

Difference between 2
treatment effects in 2 categories: X;=0-3;2p=0.60; NS

(c) Age 60 - 69
Tam alone vs. Nil 316/5854  323/5728 21 1270 —— 0.98(se0.09)
(54%fy)  (56%ly)
Tam + Poly 239/5638 3156102 -17-2 1124 —+ 0-86 (s 0-09)
vs. Poly (42%ly)  (52%ly)
Il (c) subtotal 555/ 638/  _19.3 2394 <Tr 0-92 (s 0-06)

11492 11830 2p =0.21; NS
@.8%ly)  (5.4%ly)

Difference between B
treatment effects in 2 categories: Xy = 1.1; 2p = 0-29; NS

4l 99% or <=I== 95% confidence intervals

0 05 1.0 1.5 2.0

. . . Tamoxifen better | Tamoxifen worse
(a+b+c): Difference between tamoxifen e;fects in

presence/absence of chemo: age-stratified x= 0.4; 2p = 0-54; NS

* In the tamoxifen versus not analyses, 3 of the 32 trials were of single-agent chemotherapy.
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Web Fig. 4(i). Polychemotherapy versus not in ER-poor disease, by type of
comparison (absence or presence of tamoxifen in both treatment groups)
and age at randomisation: 10-year probabilities of recurrence

Recurrence
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(b) Poly + Tam vs same Tam, age < 50
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Web Fig. 4(ii). Polychemotherapy versus not in ER-poor disease, by type of
comparison (absence or presence of tamoxifen in both treatment groups)
and age at randomisation: 10-year probabilities of breast cancer mortality
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Web Fig. 4(iii). Polychemotherapy versus not in ER-poor disease, by type of
comparison (absence or presence of tamoxifen in both treatment groups)
and age at randomisation: 10-year probabilities of death from any cause
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Web Fig. 5. Polychemotherapy versus not in ER-poor disease, by type of
comparison (absence or presence of tamoxifen in both treatment groups)
for patients with entry age < 50: 10-year probabilities of (i) recurrence, (ii)
breast cancer mortality and (iii) death from any cause
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Web Fig. 6. Polychemotherapy versus not in ER-poor disease, by type of
comparison (absence or presence of tamoxifen in both treatment groups)
for patients with entry ages 50-69: 10-year probabilities of (i) recurrence, (ii)
breast cancer mortality and (iii) death from any cause
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Web Fig. 7(i). Polychemotherapy versus not in ER-poor disease, subdivided
first by age at randomisation and then by nodal status: event rate ratios for
recurrence

Events/'Women Polychemo. events

Allocated Allocated Logrank Variance Ratio of annual event rates
Category Poly control O-E of O-E Poly : Control
(a) Age < 50 .
NO/N- 240/811 300/718 -552 11690 —.—' 0-62 (se 0-07)
(296%)  (41-8%) !
N+/N? 97/204 110174 -148 277 — 0-59 (s 0-15)
(475%) (63-2%) :
B (a) subtotal 337/ 40 _700 1436 < 0-61 (s 0-07)

1015 892 2p < 0.00001
(332%)  (46-0%)

Difference between 2
treatment effects in 2 categories: %;=01;2p=0.78; NS

(b) Age 50 - 59 .
NO/N- 120/473 169/467 261 629 —-—' 0-66 (se 0-10)
(25-4%) (36-2%) !
N+/N? 385/747 308508 -449 1186 —-— 0-68 (se 0-08)
(515%) (606%) .
Bl ) subtotal 505/ 477 _71.0 1815 <> 0-68 (sE 0-06)
1220 975 2p < 0-00001
(41.4%)  (48.9%)
Difference between 2
treatment effects in 2 categories: %;=01;2p=0.82;NS
(c) Age 60 — 69 .
NO/N- 96/311 106/300 -121 447 — - 0-76 (se 0-13)
(309%)  (35:3%) :
N+/N? 389/686  291/473 -21'5 1205 _-__ 0-84 (se 0-08)
(56-7%) (61-5%) .
M (c) subtotal 485/ 397/ _336 1652 <> 0-82 (se 0-07)
997 773 2p = 0.009
(48.6%) (51-4%)
Difference between 2
treatment effects in 2 categories: x; = 0-3; 2p = 0-60; NS
- 99% or <T= 95% confidence intervals L L L !
0 0.5 1.0 15 2.0

] ] Polychemo. better | Polychemo. worse
(a+b+c): Difference between polychemowerapy effects in

2 nodal status categories: age—stratified %;=01,2p=0.75; NS
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Web Fig. 7(ii). Polychemotherapy versus not in ER-poor disease,
subdivided first by age at randomisation and then by nodal status: event
rate ratios for breast cancer mortality

Deaths/Women Polychemo. deaths

Allocated Allocated Logrank Variance Ratio of annual death rates
Category Poly control O-E of O-E Poly : Control
(a) Age < 50 .
NO/N- 159/811  186/718 -215 773 —.— 0-76 (se 0-10)
(196%)  (259%) :
N+/N? 82/204 101174 -126 286 — 0-64 (se 0.15)
(40-2%) (58:0%) |
B (a) subtotal 241/ 287/ 341 1059 <> 0-72 (se 0-08)
1015 892 2p = 0-0009
(23.7%)  (32:2%)
Difference between 2
treatment effects in 2 categories: %y = 0-6;2p = 0.46; NS
(b) Age 50 - 59 ,
NO/N- 84/473  120/467 -22:0 474 — 0-63 (se 0-12)
(17:8%)  (276%) :
N+/N? 336/747  263/508 -22:7 1103 —— 0-81 (se 0-09)
(450%)  (518%) :
B (b) subtotal 420/ 392 _aa7 1577 <> 0.75 (se 0-07)
1220 975 2p = 0-0004
(344%)  (40.2%)
Difference between 2
treatment effects in 2 categories: X;=22,2p=0-14 NS
(c) Age 60 — 69 .
NO/N- 69/311 87/300 107 352 — w1 074(se0.15)
(222%)  (290%) :
N+/N? 350/686  251/473 42 1128 —m— 0-96 (s 0.09)
(51-0%) (53-1%) :
B (c) subtotal a1y 338 _149 1478 <t  0.90 (sE 0.08)
997 773 2p =0.22; NS
(42.0%)  (43.7%)
Difference between 2
treatment effects in 2 categories: x;=192p=017; NS
- 99% or <T= 95% confidence intervals L L L !
0 0.5 1.0 15 2.0

] ] Polychemo. better | Polychemo. worse
(a+b+c): Difference between polychemowerapy effects in

2 nodal status categories: age—stratified x;=182p=0.17;NS



Web Fig. 7(iii). Polychemotherapy versus not in ER-poor disease,
subdivided first by age at randomisation and then by nodal status: event
rate ratios for death from any cause

Deaths/iwoman-years Polychemo. deaths

Allocated Allocated Logrank Variance Ratio of annual death rates

Category Poly control O-E of O-E Poly : Control

(a) Age < 50 .

NO/N- 178/9124  200/7847 -210 848 —.—' L 0-78 (se 0-10)
(20%fy)  (2:5%ly) !

N+/N? 85/1545  103/1069 -133 29:3 — 0.63 (se 0-15)
(5-5%fy)  (9:6%/y) '

B (o) subtotal 263/ 303 344 1144 <t> 0-74 (se 0-08)

10669 8916 2p = 0-001
(2.5%ly)  (3-4%ly)

Difference between 2
treatment effects in 2 categories: %y =09 2p=033; NS

(b) Age 50 - 59 .

NO/N- 110/5326  152/4681 -22'5 58 + 0-68 (se 0-11)
(21%1y)  (3-2%y) :

N+/N? 373/6351 278/3814 -20-3 1187 —..—: - 0-84 (se 0-08
(5:9%/y)  (7-3%ly) | ( )

B ) subtotal 483/ 430/  _g28 1768 <> 0-79 (se 0-07)

11677 8495 2p = 0.001
@1%ly)  (5-1%ly)

Difference between 2
treatment effects in 2 categories: %;=18;2p=0.18;NS

(c) Age 60 — 69 .

NO/N- 98/3116  120/2868 -143 490 —.—5—— 0-75 (se 0-12)
(31%1y)  (4-2%y) !

N+/N? 415/5391 286/3425 -33 1312 _.._: 0-98 (se 0-09
(T-7%1y)  (84%fy) | ( )

B (o) subtotal 513/ 406/  _17.6 1801 <> 0-91 (se 0-07)

8507 6293 2p =0-19; NS
(6.0%Fy)  (6-5%ly)

Difference between 2
treatment effects in 2 categories: X;=25;2p=0-11; NS

4l 99% ot T 95% confidence intervals

0 05 1.0 1.5 2.0

] ] Polychemo. better | Polychemo. worse
(a+b+c): Difference between polychemowerapy effects in
2 nodal status categories: age—stratified x;=182p=0.17;NS
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Web Fig. 8(i). Polychemotherapy versus not in ER-poor disease, by various
subgroups: event rate ratios for recurrence

Events'Women  Polychemo. events
Allscaled  Allocated Logrank Variance Ratio of annual event rates

Category Poly control  0-E ot O-E
7 _2.8:p=059; i

a) Type of polychemotherapy (xa =2.8; p=0-59; NS) |

CMF alone 47111150 450/970 571 1786 .‘ 0-73 (SE 0-06)
@10 (464%) ¢

FAC/FEC alone 14e/420 i70/ad8 328 676 T 0-62 (se 0-10)
(348%)  (489%)

CMF plus non-anth. 126307  187/297 159 566 076 (s 0-12)
(A10%) (461%)

Other anth. 376731 257427 327 1201 —— 0-76 (sE 0-08)
(514%)  (802%) !

Other noh—anth. 239703 308/676 495 1217 - 0-67 (sE0-07)

(@405 (448%)

{b) Entry age (trend } = 3.9; 2p = 0.05)

=40 years 1307360 156/308 -26'3 518 [ — 0-60 (se 0-11)
(36-1%) 551 0%)
40 - 44 971204 18/256 179 419 0-65 (SE 0-13)
(330%) (4419
45 - 49 110r381 1411330  -259 499 — 0-60 (se0-11)
(B05%  (427%)
50 -54 239596  223/481 271 859 0-73 (s 0-09)
(i) (4B
55 -59 266624 2544494 43§ 957 —-— 0-63 (sE 0-08)
" (R26%  (514%) )
60 - 6 304626 261497 263 1054 —— 0-78 (sE 0-09
(4867  (525%) ¢
65 - 69 18ifa71 {36/276 —73 599 - 0-89(se0-12)
(dBEn)  (49:3%)
70+ Y75 33/76 58 90 0-53 (SE 0-25)

Unknown

02 0.5:2p = .
) Menopausal status (age-strat.” x| = 0-5; 2p = 0-43; NS)
Pra/peri 39711136 4491006 -660 1747
(78% age < 50y) BAwL) (6%
Post 95212148 5(50/1 654 —1114 3577

0-69 (5E 0.06)

073 (s 0.05)

(6% age < 50¥) (44 3%} 50°5%)
Unknown 25 18/28 =51 49
d) Nodal status (age-strat.* xf =0-1; 2p = 0.74; NS)
NO/N- 463621 588/1521 —1001 2380 0-66 (se 0-05)

(49% age < 50y) (286%) (387%)
N+/N? 8951690 729/1197 -874 2940
(12% age < 50y) (530 (B0-9%)

() Absence or presence of tam (age-strat.* xf =0.0;2p=084N

e

0-74 (se 0.05)

-5

Poly alonevs. Nil 5111881 748/1563 —1056 2800 ‘ 0-67 (sE 0-05)
(53% age < 50y) (B68%  (471%) .
Poly + Tam vs. Tam 7471650 571/4135 -74% 2394 * 0-73 (sE 0-06)
(6% age < 50y) (“53%)  (508%) '
{f) Tumour size (trend 7 = 0-1; 2p = 0-82; NS) :
1-20mm (T1 4381254  B93/975 579 1677 _._‘ 0-71 (s 0-07;
m (a4 o) (doa%) " ¢ !
21-50mm (T2) 597/1456  BRO/1P45 889 P4B2 0-70 (sE 0-05)
(@10%) (498%)
=50mm (T3+T4) 89158 80/137 47 222 0-81(se0-19)
(571%)  (584%)
Other 7 unknown z34fad5 224381 316 822 —— 0-68 (se 0-09)
(6% (820%)
g) Tumour size, NO/N- only {trend xf =0-1;2p =0-78; NS)
1-20mm (T1) 1580671 212/643 -366 845 —— 0-65 (sE 0-09)
(235%)  (330%)
21-50mm (T2) 236771 314/731 575 1218 - 0-62 (s 0-07)
(a0e%)  (430%)
= 50mm (T3+T4) 2253 17, 01 70
A15%)  (382%)
Other / unknown 471126 45100 -6 188
h) Tumour ditferentiation (trend xf =2-1; 2p = 0-14; NS)
Waoll-differentiated 3251 29/72 16 98
(395%)  (408%)
Modarately 215493 206M04 171 762 - 0-80 (se0-10)
(4367 (510%)
Poorly apif7el  308/650 -303 1154 —.— 0.71 (s 0-08)
(A11%) (474%)
Unknown 790M956 7741592 —1274 3202 [} 0-67 (SE 0-05)
(04%)  (48°6%)

i) Tumour ditferentiation, NO/N- only ({trend xf =0.0; 2p = 0-86; NS)

Well-differentiated  10/35 7131 01 29
(26°6%)  (226%)

Moderately 57/229 72201 133 270 0-61 (se 0-15)
(A% (350%)

Poorly 185472 163436 -209 617 071 (se0-11)
(266%)  (374%)

Unknown 261/885  346/853 -644 1408 —{H 0-63 (se 0-07)

(295%)  (406%)

(i) PR status (x = 05; 2p = 0-50; NS)

PR-poor 824/1903 7831571 —1050 3251 0-72 (sE 0-05)
(433%)  (496%) .’
PR+ 271/705  286/516 391 977 . 0-67 (se 0.08)
(34 (496%)
PR unknown 263703 276/631 369 1098 I 0-71 (s 0-08)

(@74%) (41
k) Years from entry (trend xf =15.7; 2p = 0-00008; denominator: surviyors)

0-1 57003311 Fo4/2718 1377 2514 l 0-58 (se 0-05)
(172%)  (259%)
2-4 deer2e58 3721932 334 1724 T 0-82 (se 0-07)

(725 (fea%)

5-9 2251983 1651404 141 826 » 0-84 (se0-10)
(113w (118
10+ 105r4256  76&/850 —29 383 0-93 (sE 0-16)
(8-4%) (8:9%)
1) Type of recurrance (y: =2.9; p = 0-24; NS)
Isolated local 2042254 2421959 434 972 - 0-64 (sE 0-08)
9-1%) 12-4%) ]
Isel. contralateral 1%13/3})%15 1‘:(1:/2;14)3’5 -84 528 4—.—* 0-85 (s 0-13)
0% 3% i
Distant/mixed/unk. 1031/3311 971/2715 —1363 3949 0-71 (se0-04)
(311%) (3579
. Total 1358/ 1317/ _1gg.0 544.8 0-708 (s 0-036)
3311 2p < 0.00001
(41:0%)  (48:5%)
M 95% or —I= 55% confidence intervals
] 05 10 15 20

* Stratified for age < 50, 50-5¢ and 6068 only

Polychemo. better | Polychemo. worse
Treatment effect 2p < 0.00001
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Deaths/Women  Polychemo. deaths
Allocated  Allocal arilance

ogran
Category Poly contrel —E  of O-E

Ratio of annual death rates

oly : Control

(a) Type of pelychemetherapy (xi =1-3;p =0-86; NS)

CMF alone 3961150  373/970 -365 1562
(34-424) (385%)

FAC/FEC alone 111420 124/348 174 517
264%)  (356%;

CMF plus non-anth. 9s/307 109/297  -107 471
(31:9%) (367%)

Other anth. 324731 219427 179 1083
(443%)  (51-3%)
Other non-anth. 178/703  222/676 267 921

253%)  (32:6%)

{b) Entry age (trend x; = 14; 2p =0.23; NS)

<40 years 91/360 101/308 —86 358
(253%)  (33:0%)

40 - 44 74294 77/256 -60 329
(25:2%%) (301%)

45 - 49 76/36 1 109/330 -196 378
21:1%%) (33:0%)

50 - 54 183/596  180#481 193 719
(B17%)  (374%;)

85 - 59 231/624  212/484 254 858
E70%)  (42:9%

60 - 64 262/626  220/497 170 933
1%y (443%)

65 - 69 157371 118276 21 545
@23%)  (42:8%)

70+ 26/75 3076 52 89
(B347%)  (395%)

Unknown 14 0/2

(c) Menopausal status (age-strat.” xf =0.9; 2p = 6-35;

Pre/peri 28411138  315/1006 -339 1286
(78% age < 50y) (25:0%) (31-3%)
Post 814/2148 715/155? -711 3163

(6% age < 50y) (37:8%) (42:6%,
Unknown 9/25 14128 27 A1
{d) Nodal status (age-strat.* x? =1.9; 2p =0.17; NS}
NO/N- 3161621  413/1521 629 1696

(49% age < 50y)  (195%)  (27:2%)
N+/N? 79111690  B34/1197 446 2752
(12% age < 50y) (468%)  (53:0%)

() Absence or presence of tam (age-strat.* Xf =0.0; 2p = 0.94; NS

Poly alone vs. Nil  465/1661  563/1583 -549 2055
(53% age < 60y)  1280%)  (356%)
Poly + Tam vs. Tam 642/1650 484/1135 440 2148

(6% age < 50y) (38:8%) (42:6%)
{f) Tumour size (trend x° = 0.0; 2p = 6-98; NS)
1-20mm (T1) 34711254 290/975 -28% 1313
(77%)  (297%)
21-50mm (T2) 4831456  502/1245 -533 2080
332%)  (40-3%;)
> 59mm (T3+T4) 77156 69/137  —29 227
(494%)  (504%)
Other / unknown 200445  186/361 179 724

4499 (515%)

(g) Tumour size, NON- enly (trend xf =0.0; 2p =033;

1-20mm (T1) 107/671 138/643 -193 568
(15:9%) (215%)

21-50mm (T2) 166/771  236/731 410 827
215%)  (32:3%)

> 50mm (T3+T4) 17153 13447 08 58
B821%)  (27-7%)

Other / unknown 26/126 26100 -25 107

{h) Tumour differentiation (trend x? =28;2p =0-10; NS) |

Well-differentiated  2s/s1 24/72 35 92
(346%)  (33:3%)

Moderately 172/493  170/404  -88 651
(B349%)  (42'1%;)

Poorly 271781  257/650 -265 1033
(B347%)  (395%)

Unknown 63611956  596/1592 -729 2600

(3285%)  (374%)

-

0-79 (sE 0-07)
0.71 (se 0-12)

0.80 (sE D-13)

| 0.85(sc0.09)

0-75 (sE 0-09)

0.79 (sE D-15)

0.83 (sE D-1B)

0.59 (sE D-13)
0-76 (sE 0-10)
0-74 (sE 0-09)

| 0-83 (sE 0-09)

1.04 (se 0.14)

0-56 (sE 0-25)

NS)

ot owi

LE L)

0-77 (sE 0-08)
0-80 (s 0-D5)

0-69 (sE 0-06)

0-85 (sE 0-06)

077 (SE 0-06)

0-81 (sE 0-06)

0-80 (SE 0-08)
0.77 (sE D-DB)

—=———0-88 (s 0-20)
—o— 0.78 (SE 0-10)

NS) |
- 0.71 (se D-11)
— 0-64 (s 0-08)
= 0-87 (se 0-12)

——
i+

{i) Tumour differentiation, NO/N— only (trend x? =0.1;2p=0-80; NS:)

0-77 (sE D-09)
0.76 (SE 0-05)

Well-differentiated 7735 4/31 08 22
(200%)  (12:9%)

Moderately 36/229 49201 -89 189 0.82 (sE 0-18)
(157%)  (244%)

Poorly 98/472 127/436 169 480 - 0-70 (sE 0-12)
(20:8%) (29-1%)

Unknown 175/885  233/853 -383 966 3 0-67 (sE 0-08)
(198%)  (27-3%)

() PR status (4 = 0.7; 2p = 0-39; NS)

PR-poor 67811903  615/1571 -547 2687 0.82 (sE 0-08;

P (356%)  (391%) ‘.’ ¢ )

PR+ 209/705  196/516 -246 788 — 0-73 (sE 0-10)
(296%)  (38:0%) '

PR unknown 220703 236/631 -249 959 — 0.77 (sE 0-09)
(B13%)  (374%) '

(k) Years from entry (trend xf = 0-2; 2p = 0.63; NS; denominator: syrvivors)

0-1 26473311 271/2718 -287 1126 ! 0.77 (sE 0-08,

4 (8:0%) (100%) + ( )

2- 463/2958  450/2355 452 18211 n 0.79 (sE 0-08;
(157%)  (19:1%) ' ¢ )

5-9 262/2258  229/1733 -313 1057 . 0.74 (s 0-08)
(16%)  (132%)

10+ 118/1450 971066  —40 451 = 0-91 (se 0-14)

(819%) (9-1%)

1107/ 1047/ _1pa. . . 3

. Total i a7/ -109-1 4855 [} 7121(33020942)
(33.4%) (35-5%)

W 99%0r =T== 95% confidence intervals
[ 05 10 15 20

“ Stratified for age < 50, 5059 and 60-69 only

Polychemo. better

Polychemo. worse

Treatrment effect 2p < 0-00001

Web Fig. 8(ii). Polychemotherapy versus not in ER-poor disease, by various
subgroups: event rate ratios for breast cancer mortality

21



Web Fig. 8(iii). Polychemotherapy versus not in ER-poor disease, by
various subgroups: event rate ratios for death from any cause

Deathsiwoman-years Polychemo. deaths
[ocats o cat grank Variance Ratio of annual death rates
" Poly:Control

Category Poly control O-E of O-E oly : Control

(a) Type of polychemotherapy (xi:Z-D; p=0-74; NS) i

CMF alone 442/9080  A08/7115 -337 1732 . 0-80 (sE 0D
(45%K)  (57%H) ¢ 7

FAC/FEC alone 122/3392  133/2697 169 5611 - 0-74 (sE D-12)
(36%MY) (9%

CMF plus non-anth. 119/3796  129/3430 -114 587 D-82 (se B-12)
(31%K)  (38%Hy)

Other anth. 400/7131 2513683 -159 1299 I 0-88 (se 0-08)
Othy th o, Soan 0-76 (se 0-08)
er non—anth. 218/8174  260/7418 302 1104 - -76 (sE D

(28%K)  (3:5%H) '
(b) Entry age (trend 7 = 1:6; 2p =0-21; NS) !
< 40 years 943774 102/3176 -85 364 ' 0-79 (se D-15)
(25%Y)  (3:2%/)
40 - 44 79/2987  80/2684 50 344 0-86 (se 0-16)
(26%)  (30%/y)
45 - 49 90/3308  121/3056 —20:9 433 —— 0-62 (sE 0-12)
(23%MY)  (40%M)
50 -54 217/6036  196/4472 —167 806 0-81 (se 0-10)
(36%MY) (4%}
55-59 2BB/5641 2344023 261 982 —— 0-76 (se 0-09)
(47%MY)  (58%M) !
60 - 64 310/5563  252/4057 169 1103 . 0-86 (se 0-09)
(5:6%/)  (6:2%/y)
65 - 69 203/2944 1542236 07 697 0-99 (sE 0-12)
(6:9%H)  (6:9%/y)
70+ 39/531 42/487 42 134 0.73 (sE 0-23)
(73%K)  (8:6%A)
Unknown 1731 0/21 |
{c) Menopausal status (age-strat.” x? =0-8;2p=0-36; NS) |
Pre/peri 31312168 3329955 333 1381 + 0-79 (se 0-08)
(78% age < 50y) (28%4y)  (3:3%/y) 1
Post 976/19176 831/14145 —76:3 3759 l 0-82 (se 0-05)
(6% age <50y)  (51%4)  (5:9%0) ‘
Unknown 10/181 18224 35 50 |
(d) Nodal status (age-strat.* x?:‘I-B;Zp: 0-17; NS) :
NO/N- 393/17862 489/15732 -68:3 204§ .L D-72 (se D-DB)
(49% age < 50y)  (22%fy) (3%}
N+/N? 906/13657 692/8574 —412 3081 l D-87 (se D-D5)
(12% age < 50y)  (66%H)  (81%H) I
(e) Absence or presence of tam (age-strat.* x? =0.0; 2p = 0.90; NS}
Poly alone vs. Nil 54317953 640/15774 582 2369 ' 0-78 (se 0-06)
(53% age < 50y) (80%4HY) (4 1%y} n
Poly + Tam vs. Tam 75613462 541/8438 —403 2473 _-_ 0-85 (s& 0-06)
(6% age < 50y) (58%H)  (6:4%ly) ’
{f) Tumour size (trend xf =0.0; 2p = D.94; NS) i
1-20mm (T1 416012886 336/9577 305 1556 _._ 0-82 (sE 00
m (32%M)  (3:5%/) I ¢ 7
21-50mm (T2) 576/13464 566/10866 —545 2428 * D-80 (se D-DB)
(a3%K)  (5:2%H) '
> 50mm (T3+T4) 8311812 7F2/1013 24 244 — .
(6:3%MY) (1%} !
Other / unknown 224/3822  207/2826 -198 8049 ——t D-78 (se D-1D)
(5:9%M)  (T-5%My)
{g) Tumnour size, NO/N- only (trend xf =0.2;2p =0.67; NS)
1-20mm (T1) 131/7720 167/8627 —246 693 T 0-70 (s 0-10)
(17%H)  (22%H)
21-50mm (T2) 208/8268 2777413 433 1124 . 0-68 (sE 0-08)
(25%K)  (37%H)
> 50mm (T3+T4) 20/808 16/497 o7 72
(3:3%#y) (32%/Hy)
Other /unknown 3411248 29/980 16 128 :
(h) Tumour differentiation (trend x? =1.2;2p=D0-28; NS) '
Well-differentiated  31/753 29/887 29 108 R I
(41%#y) (42%Hy) |
Moderately 186/4204  187/3283 -110 716 —m|— D0-BB(seD11)
(44%H) (5 7%/ i
Poorly 300/6040  266/4613 215 1110 .- 0-82 (se 0-09)
(50%)  (5:8%/)
Unknown 762/20493 639/15708 —806 3132 I 0-77 (sE 0-D5)
(38%H) (5%
(i) Tumour differentiation, NO/N- only (trend xf =0-2; 2p = 0-67; NS'
Well-differentiated  7/423 6/385 04 24
(17%A)  (1:6%H)
Moderately 412292 80/1850 123 225 — D-58 (se D-16)
(18%f)  (31%A) '
Poorly 111/4040  135/3347 —150 529 [ 075 (se 0-12)
(27%)  (40%H)
Unknown 23411091 288/10052 —43'9 1231 - 0-70 {se 0-08)
(21%K)  (29%H)
(1) PR status (¢ = 0.6; 2p =0-44; NS)
PR-poor 792018774 BI4/14599 555 3106 0-84 (se 0-D5,
P (A2%M)  (48%M) ‘.‘ ¢ )
PR+ 255/7039  222/4833 250 928 - 0-76 (se 0-09)
(36%/Y)  (46%/y) ]
PR unknown 252/5705  265/4868 269 1085 4 0-77 (sE 0-08)
(44%H)  (5:2%H) ]
(k) Years from entry (trend xf =0-5; 2p = 0-49; NS) :
0-1 287/6310  285/5128 277 1209 —— 0-80 (se 0-08)
a4 (45%K)  (56%M) I 080 : o DS;
- 4927704 A6T/5978 454 2022 u -80 (sE D
(6:4%4y) (T8%/y) '
5-9 310/9103  263/6718 349 1236 0-75 (se 0-08}
(34%HY)  (3:9%M) + ( )
104+ 210/8278  166/6380 62 796 —ml—— 093 (seD-11)
(25%K)  (2:6%H) ]
. Total 12080/ 1181/ _114.1 5263 + 0-805 (st 0-039)
553 3 ] 2p < 0.00001
(8-1%/y)  (4-9%Fy) !
- 9% or =T= 5% confidence imervals .
[ 0.5 10 15 2.0

Polychemo. better | Polychemo. worse

* Stratified for age < 50, 50-59 and 6069 only Treatmert effect 2p < 0.00001



Web Fig. 9(i). Polychemotherapy versus not in ER-poor disease: trial details
and recurrence rate ratios in each of 46 separate trials

Events/Women Polychemo. events

Ratio of annual event rates

Year code Months & Allocated Allocated Logrank Variance
and study name treatment Poly control -E  of O-E Foly : Control
(a) CMF alone |
1
H
75E2 Marchester | 12 CMF 9/12 13/20 09 40 B
76C Glasgow 12 CMF 2740  19/28 14 89 1
77B1sz Danish BOG 770 12 CMF TIA7 1374 20 34 :
78K IBCSG/Ludwiglll 12 GMF 919 26/31 71 67 —e—
79E Guy'sManch. 1l 12 CMF 2640 364 -7 111 — e
79H Parls & CMF 1448 18136 49 71 -
80F INT Milan 8004 12 GMF 20449 30747 92 108 R
80d1 Vienna Gyn $ 6 CMF 711 6/11 02 27
82C Danish BCG 82¢ 9 CMF 5875 6483 22 207 — L =
84D NCI-G MA4 6 CMF 2843 17/28 15 82 :
85k 1BESG VI %/ﬁ CMF 131225 44/72 24 272 — =
8705 GABG 3 Germany 1 6 CMF 4424 447 03 19
88C NSABP B-20 $ 6 GMF 0/ or2 '
88D IBCSG I1X T 3CMF 42/203 60496 119 243 —
89Az SITAM-01 6 CME 13/21 12/22 07 54
89E419 GROCTA V Haly ¥ 6 CMF 1839 20138 26 82 "
89.J1 CRAMS Moscow 6 CMF 15 24 -08 07 T
9V Romagrolo ltaly 6 CMF 13/51 16/50 24 68
90P Amsierdam C8913 6 CMF 1085 11750 29 47 —
9051 IBCSG VIl 6 CMF 9/30 13/31 26 52 n
90%7 Tokyo CIH 6 CMF 1602 1395 30 64 ;
938 Hamburg, Germary 6 CMF 5/39 13/51 -32 40 +
B () subtotal AT/ 450/ _57.4 178.6 R 0.73 ‘SSE 0.08)
nso 970 i reduction
(41.0%) (46.4%) ! 2p = 0-00002
H
(b) FAC/FEC alone i
|
i
80S1 Helsinki 8EAG giop 15/18 51 42— 1
86P2,3 FASG France 1 6 FEC 79199 927190 129 385 —
800 Bon Tty G FEC 12/54 /4 01 49
898 § 81 1 6 FAG 055 12/18 [ S S
89D Ig is $ 6FAGC/FEC 2779 4276  -101 149 — |
90Cs FASG GFEA 07 6 FEG 0A \
96E Austrian BCSG IX T 4 FEC 10 [ !
M (b} subiotal 146/ 170/ 308 676 — 0.62 ‘SSE 0-10)
A20 348 ' reduction
(34-8%) (48.9%) ! 2p = 0.00007
1
(c) Other CMF regil without anthracyclines i
H
H
77G1 Vienna 36 CMFV 1820 17419 00 66 L
78¥> ECOG EST6177 12 CMFPr 2331 31/35 -65 101 —_—
7981 SWOG 7827 A 12 GMEVPr 917 8/15 -16 37
BN E8T oshimer |GCMEL  oiah  7dboa 18 api = — —
8hhsa PerouSiPeterst’y 1 4 GMF, 2TIME 716 616 07 T30 :
|
H
M (c) subtotal 126/ 137/ _459 56.8 - 0.76 ‘SSE 0-12)
307 297 i reduction
(41.0%) (46.1%) ' 2p =0.03
|
(d) Other anthracycline regimens i
H
1
76Hh WestMidlands UK 6 CMFVAFol  49/61 63773  -59 207 R
80C2 SE SwedenBCGB = 6 AC 272 274 07 06 L
807 Soulmampton UK 1 6 VAPIVAC 2034 22/36 14 90 L
MD Anderson8227 4 FAGVPr 16/53 5/23 13 39
83B GROCTA | Hal 1 6 CMF: 1A 2/ 05 03 H
84C NSABP B-16 124 MalFEA/BAC 275/539 1521252 267 812 —.
84Qqis Austrian BCSG 4 :rr 6 CMFVA 410 3/5 -15 06 L
92D Amsierdam C2 42EC 514 5119 00 23 L
93H IBCSG 11-93 $ 4 AC 05 01 |
93M:2 IBCSG 12-93 1 AC 0/4 /3 i
94F JCOG 9401 T 6AC 48 39 11 16 L
|
H (d) subtotal 376/ 257/ _32.7 12041 = 0-76 (se 0-08)
731 427 I reduction
H
(51-4%) (60-2%) ' 2p =0.003
1
(e) Other polychemotherapy i
H
76He West Midiands UK 6 GHIMF 2878 25/60 -26 121 !
76K HD 1 W. Germany 24 ChiF 041 00 '
78Ms NCCTG-773051 0 CEPr 2126 28/31 —42 97 —
81E NSABP B-13 11 MFFol 171473 168/380 348 655 ——
83C NSABP B-20 17? MFFol ) '
9282 HE1092 Greece CMzF 513 /5 13 10 L
92Grz45 NCRI ABC arious 74212 82798  _95 333 RS
\
B (e} subtotal 239/ 303/ _49.5 1217 e 0-67 (se 0-07)
70? 579 ! reduction
(34-0%) (44.8%) i 2p < 0.00001
H
1
|
. Total (a...0) 1358/ 1317/ _4g3.0 544.8 <+ 0-708 ‘SSE 0-036)
3311 2718 : reduction
(41-0%) (48-5%) ; 2p < 0-00001
M 99% or =T 95% cortfidence intervals A . )
Q a0-5 1.0 1.5 2.0

Heterogeneity between 5 subtotals: xi =2.8;p>01;NS

Heterogeneity within subtotals: x§1 =47-7;p>0-1; NS
Heterogeneity between 46 trials: xis =50.5; p>0-1; NS

1 Chemotherapy plus tamoxifen versus same tamexifen alene

Polychemo. better | Polychemo. worse
Treatment effect 2p < 0-00001
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Web Fig. 9(ii). Polychemotherapy versus not in ER-poor disease: trial
details and breast cancer mortality rate ratios in each of 46 separate trials

Deaths/Women Polychemo. deaths

Yoar code Months & Allocamd Allocated Logrank Variance Ratio of annual death rates
and study name treatment Poly control E of O-E Poly : Control
{a) CMF alone i
'
'
75Ez Manchester | 12 CMFE 912 11720 2:4 37 }
76C Glasgow 12 CMF 26/40 19/28 -13 92 T
77B142 Damsh BCG 77b 12 CMF N7 11714 14 34
7BK3 IECSG/LudwngIII 112 CMF 819 25/31 -59 67 _—
E Guys/Manch 12 CMF 24/40 35/44 -7'5 118 —_—
Par 6 CMF 6/48 10/36 34 37
BOF INT M\\an 8004 12 CMF 14/49 24/47 -76 &4 —_— 1
80J1 Vienna Gyn. 6 CMF 711 6/11 1-2 27 T
82C Damsh B G 82¢ 9 CMF 57/75 59/83 45 232 T L
84D NCI-C M & CMF 25144 14728 11 77
86Hz IBCSG 36 C 119/225 39772 -01 261 ——
8703 GABG 3 Germany 6 Cl /24 1 08 1-4 T
SABP B- 6 Cl 0/1 1
D IBCSG I1X 3 CMFE 32/203 48/196 -9-8 19-3 —_—
89A2 SITAM-01 6 CMF 9/21 J% o2 39 L
89Ess GROCTAV ltaly 6 CMF 14/39 18/38 32 73 r
89J1 CRCRAMS Moscow 6 CMF 0/5 1/4 -0-6 02
89V Romagnolo Hal 6 CMFE 9/51 13/50 23 52 L
90P AmsIerdam Ca913 6 CMFE 6/65 7/50 —20 30 T
9081 IBCSG 6 CMF 6/30 7731 06 32
90X1 Tokyo C 6 CMFE 2 6/9 1-3 32 L
93S Hamburg, Germany 6 CMF 4739 10/51 24 30 !
'
H (a) subtotal 396/ 373 _36.5 1562 - 0. 79 st 0-07)
1150 970 ! eduction
(34.4%) (38-5%) ! 2p = 0.003
'
1
(b) FAC/FEC alone !
1
1
8051 Helsinki 8FAG 822 1318 34 38 :
86Pz:3 FASG France 1 6 FEC 59/199 63/190 48 285 —_—
89@ Bari ltaly 6 FEC 4/54 6/40 -1-2 2:4 L
8981 SWOG 8814 6 FAG 18/55 918 23 48 T
89D IGR Paris 6 FACFEC ~ 22/79 3376 57 123 D
90Cs FASG GFEA 07 6 FEC 0/1 010 H
96E Austrian BCSG IX 4 FEC 010 of6 H
'
W (b) subtotal M 1240 474 s1.7 —— 0- 71 sE 0-12)
420 348 : eduction
(26-4%) (35-6%) ' ZP = 0.02
'
'
({c) Other CMF regimens without anthracyclines H
'
1
77G1 Vienna MFV lzea 139 114 53 '
78v¥z ECOG EST6177 12 CMFP 20/31 25 113
79B1 SWOG 7827 A 12 CMEVPr 97 &/1 5 12 37 L
79C Case Western B 12 CMEVPr 512 38 09 13 T
81H EST1180/SW.8294 6 CMFPr 45/211 52/204 52 236 ——
85J143 PelrovS1Pe1ersb g T 4 CMF; 2TIMF 516 416 05 20 L
1
|
B (c) subtotal 98/ 109/ _qp.7 471 —_—— 0. 80 se 0-13)
307 297 ' eduction
(31.9%) (36-7%) : 2p >0-1; NS
'
'
(d) Other anthracycline regimens !
'
'
76H1 Wes! Midlands UK 6 CMFVAFol  47/61 61/73 32 224 —
80C2 SE SwedenBCGB 6 2/2 2/4 09 08
BOZ SouthamptonUK~— + 6 VAP/VAC 13/34 17136 -0-8 66
MD Anderson8227 4 C r 13/53 3/23 1-6 31 T
53B GROCTAI Haly I 171 1/2 -05 03 T
84C NSABP B-16 24 MelFJ\/aAC 237/539 127/252 164 716 ——
84Q4s5 Austrian BCSG 4 6 CMFVA 3/5 -11 06 u
92D Ams1erdam C9203 4EC 4/14 4/19 -01 1-9
93H IBCSG 4 AC 0/5 o0n 1
93M1.2 IBCSG 12 93 4 AC 0/4 0/3 H
94F JCOG 9401 8 AC 4/8 19 1-8 1-2 T
'
B (d) subtotal 324/ 219 _q7.9 1083 —== 0- 85 se 0-09)
732 422 i eduction
(44.3%) (51-3%) ! 2p - 0.09
'
{e) Other polychemotherapy H
'
'
76Hz WeSI Midlands UK 8 ChiIMF 21/78 21/60 -3-4 99 .
1 W Germany 24 ChiF 0/1 0f0 H
7BM: NCCTG ~773051 10 CFPr 21/26 24/31 05 92 T
P B-13 11 MFFal 77/373  108/380 157 446 —
NSABP B-20 ?? MFFol 0/ 02 H
92Ez HE1092 Greece CMzF 4113 o5 13 08 L
92G1z45 NCRI ABC arious 55212 69/198 -9-4 276 —_—-—
H
H (e) subtotal 178/ 2221 367 921 — 0- 75 sk 0-09)
708 676 H eduction
(25-3%) (32-8%) ! 2p = 0-005
i
1
. Total (a...e) 1107/ 1047/ _1p9.1 455.5 <+ 0- 787 sE 0.042)
3311 2718 ' eduction
'
(33-4%) (38-5%) : 2p < 0.00001
'

il 99% or =< 95% confidence intervals L L L .
Heterogenelty between 5 subtotals: 1> = 1.3; p> 0.1;Ns 0 0-5 10 15 20
Polychemo. better | Polychemo. worse

Heterogeneity within subtotals: x§1 =451;p> 0-1; NS
Heterogeneity between 46 trials: %is =46.4; p > 0.1; NS Treatment effect 2p < 0-00001

1 Chemotherapy plus tamoxiien versus same tamoxifen along



Web Fig. 9(iii). Polychemotherapy versus not in ER-poor disease: trial
details and all-cause mortality rate ratios in each of 46 separate trials

Deaths/woman-years

Polychemo. deaths

Ratio of annual death rates

Year code Months & Allocated Allocated Logrank Variance
and study name treatment Poly control E of O-E Poly : Control
(a) CMF alone H
1
75Ez Manches1er| 12 GMF 1008 12/216 -2 39 .
76C Glas 12 GME 29/312  21/178 4 103 L
77B\+2 Banenb 12 CMF 10/223 117147 4 34 }
78Kz IBCSG/Ludwall 112 CMF 11196 25/233 5 74 JES R —
79E G 12 GMF 27/388  37/244 -0 127 —
79H Parl & CMF 6/363  11/234 9 39 .
0P 1N Miian 8004 12 GME 167837 7/59 0 95 @ —e—
80J1 Vienna Gyn 6 CMF 7h04 8/133 -2 32
Danish BCG 82¢ i 9 CMF 64/401  65/500 -5 259 L =
NCI-C MA 5 CMF 25/, 14437 -1 76 '
86Hz IBCSG YiI jh/ﬁ CNF 134/1679  41/562 9 291 D e ——
Tepor e gE o g o :
880 IECoC IX 3 CMF 40900 59/1702 -2 239 —_—
z SITAM i & CMF 10/164 /15! -1 24
g ediue 8 R W B :
osSCow - iy .
89V Rcma.gno\uheél]‘é &6 CMF 10/567 13/621 -8 56 H
Al A
0 F ; .
%0X: Tokyo ol 6 CMF 9/420 /454 7 3%
935S Hamburg, Germany 6 CMF 4129 117173 -7 33
H (a) subtotal 442/ 408/ _39.7 173.2 0.80 (se 0-07)
90050 115 reduction
(4-9%/y) (5-7%y) 2p =0-003
(b) FAC/FEC alone
80S1 Helsinki 8FAC 94169 16/111 -37 4%
seggm EASﬁaJF ance 1 SEEE egh g6 675135;2 -+ 307
1 - 5
© SWOG hsta 1 6FAC 21j488  9/146 17 53
89D IGR Paris i 6FAGFEC  22/562 33477 -57 123
90Cs FASG GFEA 07 6 FEC 0/8 0/0
96E AustrianBC8G IX T 4FEC 013 013
W (b) subtotal 122/ 133/ _16.9 561 0.74 (se 0-12)
3392 2697 Lction
(3-6%/y) (4-9%Hy) 2p = 0:02
(c) Other CMF regimens without anthracyclines
77G1 Vienna 6 GMFY 127191 14/145 -14 53
e LeO  EsTe177 T3 CMEE 23/201  29/289 21 115
79B1 SWQG 7827 A 12 CMFVPr 117189 11431 —21 28
79C Case Western B CMFEVPr 6/73 3557 -06 15
8TH EST1180/SW.8294 6 GMFPr 61/2892  68/2621 61 313
85J1+z PetrovSiPelersb’s 1 4 CMF; 2TiMF  6/180 4/187 08 23
H (c) subtotal 1;%6 1?'-“%0 114 567 0-82@535 0-12)
uction
(3-1%/y) (3-8%/y) 2p>0-1;NS
(d) Other anthracycline regimens
z61 Yest M\g\angsogKB GONFVAFOl 4glst 61515 29 228
2 weden 2 X
307 Seuihamplon UK * 1 6 VADAAC 177400 197375 03 81
e sl WR W B o4
83 al -0 -
84C NSABP B16 124 Me\FtA/aACSO4/5643 154/2446 —164 906
84Quis AustrianBCSG 4 1 6 CMFVA 6/52 3/22 05 10
St e g2 G o 0
93Mi.2 IBCSG 12-93 4AC 0/34 115 -05 03
94F JCOG 9401 i 6AC 4/35 1/44 8 12
B () subtotal 400/ 251/ 459 129.9 0-88 (sE 0-08)
7131 3683 reduction
(5-6%/y) (6-8%/Y) 2p>0.1; NS
(e) Other polychemotherapy
7$H|f WSSJ ‘!\'/\V\dgnds UK 5 8%": 23/}15195 23/01 060 38 109
78Ma NCCTG-778051" 10 GFPr 22/229  26/273 04 97
81 ABP B-13 11 MFFol 108/5261 140/5018 -193 600
88C NSABP B_20 27 MFFol 0/0 0/28
92Bz HE1092 Greece Ls 1z 5/54 0/36 18 11
92Gi245 NCRI ABC Jvarious 5841111 71/1003  -93 288
B () subtotal 216/ 260/ _30.2 110.4 0.76 (sE 0.08)
8174 7418 reduction
(2-6%/y) (3-5%4) 2p = 0.004
. Total (a...e) 1289/ 1181/ _144.1 526.3 0-805 (se 0-039'
31553 24343 uction
(4-19%4y) (4-9%1y) 2p < 0-00001
- 99% or =T 95% confidence intervals [ L L :
Q 0.5 1.0 1.5 20

Heterogeneity between 5 subtotals: xi =20; p>01; NS
Heterogeneity within subtotals: xiz =46-8; p>0-1; NS
Heterogeneity between 47 trials: xﬁs =488; p=>0-1; NS

1 Chemotherapy plus tamoxiten versus same tamoxiten alone

Polychemo. betier | Polychemo. worse

Treatment effect 2p < 0-00001
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Web Fig. 10(i). Tamoxifen versus not in ER-poor disease: trial details and
recurrence rate ratios in each of 50 separate trials

Tamexifen Events/Women Tamoxifen events
Year code dose (mg/d) Allocated Allocated Logrank Variance Ratlo of annual event rates
and study name & duration (y) Tam control O-E ofO-E Tam : Control
(a) Tamoxlfen for average of up to 2 (mean: 1.7) years i
'
'
72J Copenhagen 30 2 39/80 39/67 -640 158 —ao—
74G2 Case Westem A 140 1 20/36 24134 -43 90 :
76G1458 Stockholm B T40 2 24/45 25/47 -26 88 L
77C Danish BCG 77c 30 1 42/61 43/62 -09 15-3 *
77H NATO 20 2 73/128 65/102 -96 278 ———
77K NSABP B-09 t20 2 219/318  214/307 -10 92-4 _[]_
78A2 S Swedish BCGG 30 1 29/51 30783 341 12-8 L
78B1 Toronto—-Edmont. 30 2 27/40 32/39 -59 11-4 D E———  E—
78C GUN Naples T30 2 36/73 41/85 -8 136 _—
78H Innsbruck 20 1 172 01 |
78J ECOG EST1178 20 2 35 4B -03 1-4
78M NCCTG/Mayo Clinic 120 1 701109 73103 -53 30-3 —
78812245 NKCC Japan T20 2 51322 60/325 61 26-3 — 10—
78V ECOG 5177/6177 120 1 91/138 Q3137 -57 39-3 —
79B1 SWOG 7827 A T20 1 917 11/16 -24 4-3 T
79D1.2 GABG/HD Germany 130 2 781137 831144 12 338 —_— ]
80F Toulouse France 30 2 6/14 4114 03 15 1
80J Vienna Gyn. t20 1 13/39 27/54 -3 83
80P GABG 2 Germany 30 2 527 6/46 09 20 L
808 Helsinki T40 2 23/32 22/40 28 84 T
81A Montpellier France 30 2 W7 549 -09 10 L
81B 1B Bordeaux T30 2 716 719 -22 27 :
82B1 Danish BCG 82b 130 1 42/58 44/59 Q-7 16-7
82H NBCG 1a Norway 20 2 2/2 1/ H
821123456 ACETBC-1 t20 1or2 257/969 2841027 -129 1218 _Ea_—
82N Kumamoio T20 2 328 526 -12 12
82R1.3 Amsterdam C8200 30 1ord 57/141 32/85 37 180 L
83F1.2 Oita T20 2 318 4/32 06 1-1 T
84A1.5 GBSG 02 Germany 130 2 34/56 30755 30 123 L
84Qa Austrian BCSG 4 20 2 0/0 35 H
8481 Kawasaki 2 T20 1 01 1 1
84U S/SE Sweden BCG 20/40 2 48/90 50/65 18 19-6 =
85Heathkng ACETBC-2 T30 2 54/241 62/251 -43 2441 ——
85J12a578 PetrovSiPetersb’y 120 1 10/26 1221 -24 50 L
86F1 Osaka BCSG Japan 40 2 7131 10047 o7 38 T
86K Wisconsin U 20 2 514 413 03 18 L
87A1.2 ZIPP t20 2 163/427  94/220 -88 507 — .
87E1 Oita 120 2 5562 754 -08 249
89J> CRCRAMS Moscow 120 2 0/0 [Vl '
90L Stockhalm 7 40 2 80/182 66/179 53 319 L
91J GBSG V Germany 30 2 17 o5 04 02 L
'
'
. (a) subtotal 1638/ 1616/  _70.5 676.9 << 0-90 (se 0-04)
40‘10 38‘16 ! reduction
(40-5%) (41.8%) ' 2p = 0-007
I
{b) Tamoxlfen for average of 3 or more (mean: 5) years i
'
76CG23gab Stockholm B 40 2o0rb 107/238  124/269 -0 50-8 i
78D1234 Scottish 20 bor10+ 71128 77126 -640 296 —_— T
78F CRFB Caen Cb 40 3 17/22 17/21 -15 64 1
80H2 Marseile 130 3 812 510 14 23 T
82%1 NSABP B-14 20 5ar10 3/8 58 -10 18
82M Osaka t20 5 6/19 414 -05 18 :
83B GROCTA | laly T30 5 11 1/2 -0b 03 T
8602 CRFB Gaen 002 30 8 10/19 35 -06 16 L
86P2 FASG GFEA 02 T30 3 43/71 47/79 -0 200 T
89B2 SWOG 8897 t20 5 178/715  158/73b 1540 811 ‘I_T_.i
89F ECOG EST5188 t20 5 21/66 25/73 18 10-4
91H NSABP B-23 t20 5 196/999 1971001 07 955 :Eb
93Cs.6 GABG 4 Germany 77 5 o4/374 88/360 02 42-2
93N IBCSG 13-93 T?? 5 89/220 a2/218 -52 410 —
'
. (b) subtotal 844/ 843/ 3.7 384.7 = 1.01 (se 0-05)
2890 2921 i Increase
(29-2%) (28-9%) ' 2p > 0-1; NS
i
1
'
Total (a + b) 2482/ 2459/  _gg.9 1061.7 < 0.939 (se 0-030)
6930 6787 ' reductlon
(35.8%) (36-2%) 1 2p =0.04
'
- 99% or <<= 95% confidence intervals L L ! L '
0 0.5 1.0 1.5 2.0

Difference between 2
treatment effects In 2 subtotals: X = 3.2;2p =0.07

Heterogenelty within subtotals: xis =382; p>0.1; NS
Heterogenelty between 50 trials: xis =41.3; p>0.1; NS

T Tamexifen plus chemotherapy versus same chemotherapy alone

Tamoxlfen better | Tamoxlfen worse

Treatment effect 2p = 0.04
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Web Fig. 10(ii). Tamoxifen versus not in ER-poor disease: trial details and
breast cancer mortality rate ratios in each of 50 separate trials

Tamoxifen Deaths/Women Tamoxifen deaths
Year code dose (mg/d) Allocated Allocated Logrank Variance Ratio of annual death rates
and study name & duration (y) Tam control E of0-E Tam : Control
(a) Tamoxifen for average of up to 2 (mean: 1.7) years
72J Gopenhagen 30 2 37180 34/67 -32 159
74G2 Case Western A T40 1 17/36 23/34 47 88
76G1458 Stockholm B T40 2 21145 22/47 -1 78
77C Danish BCG 77¢ 30 1 41/61 43/62 -1 16-3
77H NATO 20 2 71128 62/102 =70 280 —
77K NSABP B-09 T20 2 205/318  201/307 02 909 ——
78A2 S Swedish BCG 30 1 28/51 29/63 2:4 128
78B1 Toronto—Edmont. 30 2 27/40 28/39 -0'5 123
78C GUN Naﬁ\es T30 2 25/73 32/65 73 108 _
78H Innsbruc 20 1 1/2 0/
78) ECOG EST1178 202 35 3/6 05 13
78M NCCTG/Mayo Clinic +20 1 64/109 64/103 36 279 — B
78512345 NKCG Japan T20 2 39/322 431325 22 192 i
78V ECOG 6177/68177 T20 1 76/138 871137 86 36-4 — .
79B1 SWOG 7827 A T20 1 97 11456 —24 46
79D1+2 GABG/HD Germany 130 2 50/137 597144 —2:4 247 —
80E Toulouse France 30 2 514 4114 0-3 15
80J Vienna Gyn. T20 1 11/39 25/54 -2:8 75
80P GABG 2 Germany 30 2 3/27 5/46 -01 13
80S Helsinki T40 2 22/32 22/40 38 85
B81A Montpellier France 30 2 07 419 -1 07
81B IB Bordeaux T30 2 516 4/9 10 19
82B1 Danish BCG 82b T30 1 38/68 44/69 -29 173 L
82H NBCG 1a Norway 20 2 2/2 1M
82| 123a56 ACETBC—1 T20 1or2 204/969 22011027 -50 74 _D_
82N Kumamoto T20 2 2/28 1/26 00 05
82R1+ Amsterdam C8209 30 1or3 524141 29/85 23 166 ta}
83F1+2 Oita T20 2 218 3132 10 07
84A1+5 GBSG 02 Germany 130 2 25/56 26/55 13 112 =
84Qu Ausirian BCSG 4 20 2 00 35
8451 Kawasaki 2 T20 1 VAl 0
84U S/SE Sweden BCG 20/402 43/90 4295 34 18-0
85Hsatnkng ACETBC-2 T30 2 45/241 37/251 2:0 172 O
85J123578 PetrovSiPetersb’y  +20 1 9/26 9/21 -1 39
86F1 Osaka BCSG Japan 40 2 5/31 5/47 14 23
86K Wisconsin U 20 2 114 213 -07 07
87M1.2 ZIPP T20 2 102/427 84/220 70 346 —_—
87E1 Oita T20 2 4/52 5/64 -0-3 241
89J2 CRCRAMS Moscow 120 2 0/0 0/1
0L Stockholm 7 40 2 62/182 501179 44 248 L
91J GBSG V Germany 30 2 o7 0/5
. (a) subtotal 1356/ 1346/  _45.6 586.3 <z 0-93 (se 0-04)
4040 3866 reduction
(33-6%) (34-8%) 2p =0.06
(b) Tamoxifen for average of 3 or more (mean: 5) years
76G233ab Stockholm B T40 20r5 86/238  107/269 54 426 B . E——
78D1234 Scottish 20 50r 10+ 66/128 721126 -5 282 —
78F GRFB Caen C5 40 3 1622 17721 -1-2 68
80Hz2 Marseille T30 3 6/12 4410 12 19
82%1 NSABP B-14 20 5or 10 38 4/8 -0 16
82M Osaka T20 5 519 314 -0-4 14
83B GROCTA | ltaly T30 6 141 172 -056 03
86M2 CRFB Caen 002 305 6/19 2/5 03 15
86P2 FASG GFEA 02 T30 3 3471 35/79 04 16-0
89B2 SWOG 8897 T20 5 118/716  102/735 118 53-3 —)
89F ECOG EST5188 T20 5 19/55 18/73 4:0 84
91H NSABP B-23 T20 5 127/999 13441001 32 637 :,.;
93Cs+6 GABG 4 Germany 177 5 69/374 61/360 11 303
93N IBCSG 13-93 T?7 5 64/229 72/218 -7'56 319 — .
Il ©) subtotal 620/ 632/  _47 287.6 ~z=  0-98 (sE 0-06)
2890 2921 reduction
(21:5%) (21.6%) 2p>0-1; NS
Total (a + b) 1976/ 1978/  _g5p.3 874.0 <z 0-944 (se 0-033)
6930 6787 reduction
(28:5%) (29-1%) 2p =0-09
il 99% or ~=T= 95% confidence intervals L L 1
0.5 1.0 1.5 2.0

Difference between

1 Tamexiten plus chemotherapy versus same chemotherapy alene

treatment effects in 2 subtotals: xf =0.7;2p > 0.1; NS

Heterogeneity within subtotals: %i, =34.1;p>0.1; NS
Heterogeneity between 49 trials: xia =34.8;p>0.1; NS

Tameoxifen better

Tamoxifen worse

Treatment effect 2p = 0.09
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Web Fig. 10(iii). Tamoxifen versus not in ER-poor disease: trial details and
all-cause mortality rate ratios in each of 50 separate trials

Tamoxifen Deaths/woman-yearsTamoxifen deaths
Year code dose Smg/d) Allocated Allocated Logrank Variance Ratio of annual death rates
and study name & duration (y) Tam control E of O-E Tam : Control
(a) Tamoxifen for average of up to 2 {(mean: 1.7) years
72J Copenhagen 30 2 49/1232  49/908 -72 219 —_—lY
74G2 Case Western A T40 1 17/348 25237 -6-0 93 —_—
76G1458 Stockholm B T40 2 32/720 36/642 42 131
77C Danish BCG 77c 30 1 52/445 55/406 -2 214 —
77H NATO 20 2 921756  83/1074 -12'6 374 —a—
77K NSABP B-09 t20 2 223/2854 218/2809 09 99-4 _[]_
78A2 S Swedish BCG 30 1 37/661 40/816 38 173 )
78B1 Toronto-Edmont. 30 2 26/308 29/296 -0-8 12-8
78C GUN Naples 130 2 28/691 356/545 74 11-9 _
78H Innsbruck 20 1 15 013
78J ECOG EST1178 20 2 5/29 4/53 13 1-8
78M NCCTG/Mayo Clinic +20 1 711246 651116 07 299 —_—
78812245 NKGC Japan t20 2 47/2547  53/2676 -3-1 236 —_r
78V ECOG 5177/6177 T20 1 801517 901359 87 380 —a——
79B1 SWOG 7827 A T20 1 117169 13/119 -2'6 55
79D1.2 GABG/HD Germany 130 2 66/1045 8371066 -58 328 —_—
80E Toulouse France 30 2 o184 41170 15 19
80J Vienna Gyn. T20 1 19/518 34/646 -2'6 114
80P GABG 2 Germany 30 2 5/140 6226 03 2-1
808 Helsinki t40 2 24/162 23/248 4-8 a2
81A Montpellier France 30 2 /74 4/88 =11 o7
81B IB Bordeaux 30 2 B/174 4/81 -1-0 1-9
82B1 Danish BCG 82b 130 1 40/506 48/434 —4-4 186 —_—
82H NBGG 1a Norway 20 2 211
82l 123456 ACETBC-1 T20 1or2 226/6657 247/7075 -69 1094 _D_
82N Kumamoto T20 2 3/128 17131 Q6 o7
82R1+2 Amsierdam C8200 30 1or3 69/991 38/629 4-1 226 o
83F1.2 Qita t20 2 2/149 5/266 03 11
84A1.5 GBSG 02 Germany 130 2 27/359 28384 -1:2 11-9
84Qu Austrian BCSG 4 20 2 00 335
8451 Kawasaki 2 120 1 0/6 o3
84U S/SE Sweden BCG 207402 45917 4471054 35 19-0 =
85Heathkng ACETBC-2 130 2 511201 45/1323 09 206 .
8bJ1zas7e PetrovSiPetersb’'y 120 1 10/269 10/208 =12 4-4
86F1 Osaka BCSG Japan 40 2 5/148 5/255 1-4 23
8BK Wissonsin U. 20 2 1127 37101 -1-3 10
87A1.2 ZIPP +20 2 110/3131  BB/1417  -B6 364 JRRE I
87E1 Qita T20 2 4/196 6213 08 24
89J2 CRCRAMS Moscow 120 2 010 o5
Q0L Steckhelm 7 40 2 71/1605 7071551 -10 31-9 —_—.
91J GBSG V Germany 30 2 o029 029
. (a) subtotal 1567/ 1573/ _gg.5 685.5 < 0.91 (se 0-04)
33145 30710 reduction
(4-7%ly) (5-1%/y) 2p = 0.01
(b) Tamoxifen for average of 3 or more (mean: 5) years
76Gz3gab Stockholm B 140 2or 5 136/3077 151/3538 23 651 ——
7801224 Scotfish 20 50r10+ 781621 881381 71 34-8 —_—
78F CRFB Caen C5 40 3 171134 19/123 -1-8 75
80Hz2 Marseille 130 645 447 12 1-9
82%1 NSABP B-14 20 5ar 10 4194 41101 03 1-8
82M Osaka t20 5 5/169 3/148 -0-4 14
83B GROGTA | ltaly T30 5 117 1125 -05 03
86M2 CRFB Caen 002 30 5 6/190 260 03 15
86P2 FASG GFEA 02 T30 3 34/583 37/819 -0'6 165
89B2 SWOG 8897 T20 5 145/7977 133/8367 119 67-5 —n—
80F ECOG EST5188 120 5 20/494 1 46 &7
91H NSABP B-23 t20 5 160/8569 164/8585 -16 794 —B—
93Cs+6 GABG 4 Germany 177 5 74/1735 B3/1663 25 320 —_—
93N IBCSG 13-93 75 B6/1489 721360 71 322 RN
. (b) subtotal 753 759/ 3.8 350.4 <= 1.01 (sE 0-05)
26194 26751 Increase
(2:9%ly) (2-8%ly) 2p>0-1; NS
Total (a + b) 2320/ 2332/ _g2.8 1036.0 < 0.941 (se 0-030)
59339 57461 reduction
(3-9%l/y) (4-1%/y) 2p = 0.05
4l 99% or === 95% confidence intervals L L L 1
0 0.5 1-0 1.5 2.0

Difference between

treatment effects in 2 subtotals: xf =27;2p>0-1;NS Tamoxien better | Tamoxifen worse

Heterogeneity within subtotals: xiT =41.7; p> 0-1; NS Treatment effect 2p = 0.05

Heterogeneity between 49 trials: xis =44.4; p> 0-1; NS

T Tamoxifen plus chemotherapy versus same chemotherapy alone



Web Fig. 11(i). Perioperative polychemotherapy (PeCT) versus no adjuvant
cytotoxic in ER-poor disease, subdivided by nodal and menopausal status:
trial details and recurrence rate ratios in each of 4 separate trials

Events/Women PeCT events

Year code Perioperative A A L Variance Ratio of annual event rates
and study name single cycle PeCT control O-E of O-E PeCT : Control
{a) Premenopausal”
81F3 |IBCSG/Ludwig ¥ N- CMFFocl 80/169 37/80 04 240 -
85C2 INRC Genova N- FEC 3/20 10/20 —4-4 29
85W Hamburg N- EC 2/23 8/34 -2-0 2-1
85W Hamburg N+ EC 1in7 11/20 17 42
86A1 ECRTC 10854 N- FAC 34/100 3698 -1-6 163
86A1 ECRTC 10854 N+ FAC 1322 19/28 -1-4 63
B (a) subtotal 143/ 121/ _73 558 <<= 0.88 (se 0-13)
351 280 2p = 0-33; NS
(40-7%) (43-2%)
(b) Postmenopausal ,
I
1
81Fs IBCSG/udwigV N- CMFFol +  zer0z 28558 91 118  — w1
I
85C2 INRC GenovaN—  FEC s 218 08 15 |
I
85W Hamburg N- EC 8/47 14/50 27 52 i
1
85W Hamburg N+ EC 15/36 14/25 -15 53 i
1
86A1 EORTC 10854 N- FAC 281 253 02 11 |
1
86A1 ECRTC 10854 N+ FAC 43/89 52/85 -73 203 —ql——
I
1
B (b) subtotal 122/ 135 _20.0 56 <= 0-70 (se 0-11)
370 329 2p = 0-008
(33-0%) (41.0%)
M Total (a+b) 265/ 256/  _97.3 111.9 <= 0-784 (se 0-084)
721 609 2p = 0-010
(36-8%) (42.-0%)
- 99% or ~<=t= 95% confidence intervals L L L !
Difference between R 0 0-5 10 15 2.0
treatment effects in 2 subtotals: ¥, 1= 1-4; 2p = 0-23; NS PeCT better | PeCT worse
. - L2 . .
Heterogeneity within subtotals: Yo = 13.5; p» 0-1; NS Treatment effect 2p = 0-010

* Includes perimenopausal (and age < 50 with unknown status)

1 Hypothesis generator
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Web Fig. 11(ii). Perioperative polychemotherapy (PeCT) versus no adjuvant
cytotoxic in ER-poor disease, subdivided by nodal and menopausal status:
trial details and breast cancer mortality rate ratios in each of 4 separate
trials

Deaths PeCT deaths
Year code Perioperative A A 1 Variance Ratio of annual death rates

and study name single cycle PeCT control O-E of O-E PeCT : Control

{a) Premenopausal”

81F3 |IBCSG/Ludwig ¥ N- CMFFocl 51/169 28/80 -21 168 =

85C2 INRC Genova N- FEC 2/20 8/20 -33 23

85W Hamburg N- EC 2/23 5/34 -0-7 14

85W Hamburg N+ EC 717 4/20 2-0 25

86A1 ECRTC 10854 N- FAC 24/100 22/38 13 114

86A1 ECRTC 10854 N+ FAC 1322 15/28 16 60

B (a) subtotal 29/ 82/  _12 4041 = —=0.97 (sE 0-16)
351 280 2p = 0-85; NS

(28.2%) (29-3%)

(b) Postmenopausal

81F3 IBCSG/Ludwig V N- CMFFol + 28102 23/58 -55 106

1
i
85Cz INRC GenovaN-  FEC 2115 2/18 0-0 10 E
85W Hamburg N- EC 4i47 6/50 -04 24 E
85W Hamburg N+ EC 9/36 7/25 -0 35 i
86A1 EORTC 10854 N- FAC 16/81 18/93 -04 82 i
86A1 EORTC 10854 N+ FAC 40789 49/85 -77 198 —.JE——
m (b) subtotal 9;’4 0 1%55/9 -141 455 <1‘> 0'73;:(3%- 94'1 3)

(26.2%) (31-9%)

W Total(a+b) 196/ 187/ _153 856 <T>=r 0-836 (se 0-099)
721 600 2p'=0-10
(27-2%)  (30-7%)

4 99% or ==I= 95% confidence intervals i L .
0 0.5 1.0 1-5 2.0

Difference between 2
treatment effects in 2 subtotals: x| = 1.7; 2p = 0-20; NS PeCT better | PeCT worse
[ 2
Heterogeneity within subtotals: | =81;p >0-1; NS Treatment effect 2p = 0.10

* Includes perimenopausal (and age < 50 with unknown status)

1 Hypothesis generator
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Web Fig. 11(iii). Perioperative polychemotherapy (PeCT) versus no
adjuvant cytotoxic in ER-poor disease, subdivided by nodal and
menopausal status: trial details and all-cause mortality rate ratios in each of
4 separate trials

D years PeCT deaths
Year code Peri tive A A 1 Variance Ratio of annual death rates
and study name single eycle PeCT control O-E of O-E PeCT : Control
{a) Premenopausal”
81F3 |IBCSG/Ludwig ¥ N- CMFFocl 56/2339  28/1148 -04 179 =
85C2 INRC Genova N- FEC 2/136 8/125 -3-3 23
85W Hamburg N- EC 2/146 5/154 -0-7 14
85W Hamburg N+ EC 7/49 4765 2-0 25
86A1 ECRTC 10854 N- FAC 24/361 22/336 13 114
86A1 ECRTC 10854 N+ FAC 141129 16/192 17 64
B (a) subtotal 105/ 83/ 0.6 41.6 == —=1.01 (s 0-16)
3760 2620 2p = 0-93; NS
(2-8%/y) (3-2%/y) adverse
(b) Postmenopausal ,
1
81F3 IBCSG/Ludwig V N- CMFFol +  42/1454 31/734 57 157 B L
85Cz INRC Genova N- FEC 2/99 2/36 00 10 E
85W Hamburg N- EC 4/225 61275 04 24 E
85W Hamburg N+ EC 91118 7i78 -0 35 i
1
86A1 ECRTC 10854 N- FAC 17/797 24/838 -37 99 i
86A1 EORTC 10854 N+ FAC 43/637 49/549 -63 205 +—
i
B (b) subtotal 17 19 _qg2 530 <= 0.74 (se 012
®) 3330 2570 2p(= 0-03 )
(3-5%/y) (4-6%/y)
B Total (a+b) 222/ 202/  _i56 946 <I=  0-848 (se 0.095)
7090 5190 2p=0-11; NS

(31%ly) (3-9%ly)

-l 99% or =<<T= 95% confidence intervals L L L '
0 0.5 1.0 1.5 2.0

Difference between 2
treatment effects in 2 subtotals: x= 2.4;2p =0-12; NS PeCT betier PeCT worse
Heterogeneity within subtotals: xfu =7-8;p>0-1; NS Treatment effect 2p = 0-11; NS

* Includes perimenopausal (and age < 50 with unknown status)

1 Hypothesis generator
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