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Table S1: Characteristics of trials and women in analyses ET: endocrine therapy, Al: aromatase inhibitor, Tam: tamoxifen

Trial code | Trial name Comparison Numbers with ER- Numbers with ER-negative
positive disease in disease in analyses by
analyses by period period

1990- | 2000- | 2005- | 1990-9 | 2000-4 | 2005-9
9 4 9
19797 Umea part of Tam 5vyearsvs. 1-2 years 168 | - - 67 | - -
SESBCG-Orebro-
Karlstad Study
1982R IKA C8209 Tam 1 year vs. Control - - - 49 | - -
Amsterdam

1984K GUN-3 Naples 3(CMFg4; [E75%x2V1-4x2]g3) vs. - - - 21| - -

6(C100x14M40x2F600x2)q4
1984Q ABCSG Trial 1 1V1A20; 1C300x3M25x2F600x2 vs. Control - - - 104 | - -
1984R DFCI RT;CMFAP vs. CMFAP;RT 25 | - - 22 | - -
Lumpectomy RT
Seq Trial

1985A CALGB Study CLB- | 4F600x2A60C600 vs. 6F400x2A40C400)q4 98 | - - 85| - -
8541

1985M Bordeaux Patey 3E50V1000M20; 3Mit10Tt20Vd4000 pre vs. - - - 21 | - -
Mastectomy Neo | post
vs Adj Chemo

1986A E.O.R.T.C. Trial 1F500A50C600 36hr post-surgery vs. Control - - - 10 | - -
10854

1986H IBCSG Trial VI 3CMF; CMF (m6,9,12 vs. m9,12,15) 365 | - - 78 | - -

1986L M.D. Anderson 4CAF;4MVb vs 6CAF 20 | - - 101 | - -
Study 86-12

1986P French Adjuvant | 3(FE75C) vs. 3(F500E50C500) - - - 180 | - -
Study Group
GFEA 01

1987A C.R.C. Under 50s | Tam % Gos 2y+ - - - 255 | - -
Trial (part of
“ZIPP')
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1987C N.S.A.B.C. Israel (CMF vs. C+Mit+F)qg3 - 14
Mastectomy or
Lumpectomy

1988A NSABP Protocol 4A60C600 pre vs. post 135 111
B-18

1988B NSABP Protocol MFC q1 x 6 vs. (MF + Folinic Acid) q1 x6 - 243
B-19

1988D IBCSG Trial IX 3(C100x14M40x2F600x2)q4 1130 260

1988R Jules Bordet 8(E100C830) vs. 8(E60C500) 274 83
Chemo High vs.
Std

1989& Marsden Clodronate vs. Control 156 85
Bisphosphonate
Trial

1989@ Bari 6(F500x2E50C500) vs. Control - 64
Chemotherapy
Trial

1989B SWOG 8814 / INT | 6 FAC;Tam 5yr vs. 6FAC+Tam 5yr vs. Tam 5yr 1713 1054
0100

1989C Gustave-Roussy 6F500A/E50C500qg3-4/? + Ov Irr or Oopho - 88
FNCLCC Trial

1989D Gustave-Roussy 6(F500[A50/E50]C500)g3-4 vs. Control - 112
Chemotherapy
Trial

1989E G.R.O.CT.A. IV Tam5yrvs.1-2yr 68 48

1989F ECOG EST 5188/ | 6C100x14M30x2F500x2; + (Gos 5yr + Tam 5yr) 716
INT 0101

1989G ECOG EST 3189 = | 16C100x7A40F600/300x2V1M100qw vs. - 438
INT 0108 6C100x14A30x2F1000q4

1989M NSABP Protocol 2A60C120093;2A60q93 vs. 4A60C600q3 vs. 549 429
B-22 4A60C1200

1989N E.O.R.T.C. Trial e-/Tang/Imp 16 Gy- 50Gy + 10-15Gy boost - 709
10882/22881

1989P DBCG 89c Tam 2yr vs. Tam 1yr vs. Tam 6m + Megestrol 144

Acetate 6m
1989W Umea part of (9FE60C vs. 9(C600M40F600)) £ Pamidronate | - 263

DBCG89d-Umea-
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Uppsala-Orebro
Trial

1990* GABG Germany Clodronate 2yr vs. Control 33
Clodronate Trial
1990@ Helsinki (Tor vs. Tam) x 3yr 57
Toremifene Trial
1990C French Adjuvant | 6(FE100C) vs. 6(FS00E50C500) 272
Study Group
GFEA 05
1990F Zoladex Versus Gos 2y vs. 6 CMF 143
CMF (ZEBRA)
1990K Sto 6 Stockholm Tam + Megace ((160mg/d) x 3m) gém x 4) 67
1990L Sto 7 Stockholm Tam 2 year vs. Control 277
19905 IBCSG Trial VIII (6(C100x14M40x2F600x2)q4 + Gos 18m vs. 197
2yr) vs. Control
1990W ABCSG Study V Gos 3y Tam 5y vs. 6 C600x2M40x2F600x2 1995
1990z GOIRC SANG 2 4(E30%4)g4 vs. 6(C600x2M40x2F600x2)q4 39
1991C E.O.R.T.C. Trial 6CMF or 4-6CAF or CEF or FAC or FEC = Tam x 103
10901 3yr
1991H NSABP Protocol | (4A60C600 vs. 6(C100x14M40x2F600x2)q4) + 27 1418
B-23 Tam 10yr
1991P SweBCG 91-RT MV RT 48-54Gy Br/wall vs. Control 125
1991Q G.0.C.S.I. MAM1 | (4A75; 6CMFq4 vs. 50
6(C100x14M40x2F600x2)g4) + (Gos 3yr Tam
2yr)
1992D IKA C9203 Tam 3yr + 4(E90C600) 13
Amsterdam
1992E GONO-MIG 1 6F600E60C600 (g2 vs. g3) 561 324
Genova
1992F NSABP Protocol 4A60C240093 vs. 4A60C120093 vs. 485 549
B-25 2A60C2400;2A60q3
1992N C/9/91 / HMFEC | (8(F600E75C600) vs. 8(F600E50C600)) £ Tam 123 110
London Syr
1992Q FBCG92-01 (Tor vs. Tam) x 3yr 185
Finland
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1993B MA.12 Canada CMF/FEC/AC £ Tam 5yr 13 25
1993C GABG-4-A-93 Gos 2yr vs. 3C500x2M40x2F600x2 40 3 715 86
Germany
1993H IBCSG Trial 11-93 | Ovarian Ablation then Tam 5yr + 160
4([A60/E90]C600)
1993 Fondazione (1C7000];2M80002E120;Tt600Me160- 91 33
Michelangelo 180(BMT/SCT) vs.3E120;6C600M40F600) +
High-Dose Tam Syr
Therapy Trial
1993L IBCSG Trial 10-93 | (+ Ax Dis);Tam 5 yr 140 25 12 7
1993M IBCSG Trial 12a- (Tam vs. Tor) +4AC (concurrent vs. sequential) 384
93
1993N IBCSG 13-93 (AC;16 wk rest;CMF vs. AC;CMF) + Tax 5yr 307 275
1993P IBCSG 14a-93 4ACq3;3CMFq4;Tam 5yr vs. 4ACq3;16wk- 464 229
off;3CMFq4;Tam 5yr
1993Q IBCSG 15-95 (PSBCS+3E200C400093 vs. 10 2 53 2
4EC/ACq3;3CMFq4);Tam 5yr
1993S Chemo-NO-Trial 6(C500x2M40x2F600x2)g4 vs. Control 66
Germany
1993V M93SCB high 4FEC;(C6000Tt480carbP1600;ASCT vs. 339 128
dose 1FEC);RT +Tam
1994B MD Anderson 4P250 pre; 4FAC post vs. 4FAC pre; 4FAC post 15 21
Protocol 94-00
1994C C.A.L.G.B. Study Lumpec + Br RT + Tam 5y vs Lumpec + Tam 5y 245
9343
1994D C.A.L.G.B. Study 4(A90 + filgrastim vs. A75 vs. 60)C600; + 1435 812
9344 / Intergroup | 4P175
0148
1994H Huguenin 4CMzFg3+RT vs. 4FECq3;RT 271 103
FNCLCC
Radiotherapy
Trial
1994) GOIRC SANG 2B 6(C600 c1,2,4,5 M40 c1,3,4,6 F600 c2,3,5,6 312 22 99 1
R1 (rotational weave) E40V1-4E40x2)q4 €) vs.
6(C600x2M40x2F600x2)q4
1994R PEGASE 01 4FECq3+(1CMzMel+PBSCT) 67
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1994S ECOG Tam + Gos/Lpr/Ooph/Ov Irr 330 | -
EST3193/INT0142
1995K NSABP Protocol 4AC; 4P225 vs. 4A60C600 982 | - 790
B-28 P225x4 A240 vs. A240 0
1995M GEICAM 9401 4 EC; Tam 5yr 156 28 19
1995R ECOG E-EB193/ | Tam % fenretinide 308 | -
INT-0151
1995S Protocol CNR- (RT to B £ AD) + Tam 5yr 136 8 19 1
9502 Milan
1995T HORG Docetaxel | 4D100; 4EC vs. 6(F700E75C700) 76 171 25 49
Trial
1996A NEAT Trial UCRI 4E100; 4CMFq4 vs. - 334 152
6(C100x14M40x2F600x2)q4
1996E ABCSG Study IX Tam 5yr + 4(F600E60C600) 150 46
1996 ATAC Trial CRUK | (Ana vs. Tam vs. Tam+Ana) 5yr 3710 30 371 1
1996R HCFU Trial Japan | CMF+Tam vs. FC+Tam - 38
1996U ARCOSEIN Study | 3CMzFg3+RT; 3CMzFqg3 vs. 6CMzFq3;RT 140 16 110 7
1996W ECTO Milan 4E60P200; 4C600x2M40x2F600x2 (pre vs. 179 230 80 124
post) vs. 4(C600x2M40x2F600x2)q4 (post)
1996X GONO-MIG 5 4E90P175 vs. 6(F600E60C600) 737 240
1996Y ABCSG Trial VIII Tam 2yr; (Ana vs Tam) 3yr then RT vs. Control 1098 | 2105
1997A C/14/96 DEVA 3Eq4; 3D100 vs. 6(E50x2)q4 89 | 341 34 26 58
ICCG
1997D C.A.L.G.B.Study | ((4A60;4P175;4C600) or (4AC\;4P175))[q2 vs. | 1018 | - 480
9741 / Intergroup | q3]
C9741 ((4A60;4P175;4C600) vs.
(4A60C600;4P175))[q2 (+ filgrastim) vs. q3]
1997) PACS 01 France 3FEC; 3D100 vs 6(F500E100C500) 861 117 329 28
D100x3 E300 vs E600 E300
1997L BCIRG 001/ 6D75AC vs 6(F500A50C500) 941 | - 297
GEICAM 9703
(RP56976-V-316)
1997N USON Trial 97-35 | 4(D75C600 vs. AC) 3 640 1 280
1997R HeCOG HE 1097 | 3Eg2; 3P250q2; 3CMFq2 vs. 4(E110)q2; 115 48 29 15

4(C840M50F840)q2
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1997V IBIS 03 Italy 4E10093;4C600M40F600 vs. 243 543 43 178
4C600M40F600;4E10093 vs.
6C600M40F600qg4
1997V IBIS 02 Italy 4P175;4E75Vb25x2 vs. 41 75 14 11
4E100;4C600M40x2F600x2
1998@ NAFTA USA (Tor vs Tam) x 5yr 277 664
1998D BIG 02-98 / TAX (4(A50D75) vs. 4(A75D100) vs. 4(A75C100) vs. 407 | 1282 165 464
315/ GEICAM 4(A60C600)); 3(C100x14M40x2F600x2)q4
9803
1998K MD Anderson (12P150/175 g1 vs. 4P225 g3); 40 88 20 51
Protocol 98-240 4C500A50F50093 pre
1998M IBCSG 18-98 / BIG | Let 5yr vs (Let 2yr; Tam 3yr) vs. Tam 2yr; (Let 1652 | 5228 33 36
01-98 / FEMTA vs Tam) 3yr
1998T ECOG EST2197 4AD60 vs. 4A60C600 1655 168 791 89
1999% GEICAM 9805 / 6D75AC vs. 6(F500A50C500) 48 568 18 331
TARGET O
1999G NSABP Protocol (4A50-60C600D60-75 vs. 4A50-60C600;4D100 2421 998
B-30 vs. 4A50-60D60-75)q3
1999K GEICAM 9906 4FEC; 8(P100)q1 vs. 6(F600E90C600) 5 869 1 148
1999N RAPP-01 France 4A50D75q3 vs. 4A60C60093 46 387 10 107
1999V ECOG 4ACq3; (12P80qg1 vs. 4P175qg3 vs. 4D100g3 vs. 22 | 3054 9 1188
E1199/Intergroup | 12D35q1)
1999W PRIME Scotland Br [MV RT 40-50Gy 20-25f + BST 72
2000= USON Trial 99- 4A50P200 g3;12P175 gl vs. 4AC;4P175 g3 968 558
016
2000A Fondazione 4(A60P200)q3;(6P100x2 vs. 220 82
Michelangelo 4C600M40x2F600x2) g3
GMB/99/02 vs.4(E75V25x2)q3;(6P100x2q3 vs.
4C600M40x2F600x2q4)
2000C NSABP Protocol 4A60C600q93; 4P175q3 / 12P80g1m + Trast 872 730
B-31 lyr
2000E FinHer / FBCG 00- | 3D(80/100); 3FEC vs 3Vb25x3; 626 230
01 3(F600E60C600)
2000F MA.21 Canada (6E120C830q2 vs. 4AC g3); 4P175q3 vs. 961 98 640 79
6(C75x14E60x2F500x2)q4
2000H BCIRG 005 (GMA | (4AC;4D100) vs. 6ADC g3 2005 507

TAX301)
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2000L NSABP Protocol Clodronate vs. Control 2371 661
B-34
2000U AERO-B2000 4FEC; 4P175 vs. 6(F500E100C500) 478 121
France
2000X HeCOG HE 10/00 | ((3E110;3P250 )q2 vs. 4E83P187 g3); 3CMFq2 556 42 171 7
2000~ NCCTG / 4AC g3;12P80 g1 + 12mths Trast g1 1301 1165
Intergroup N9831 | (Sequential or Concurrent)
2001= HORG CT/01.04 4E90;4D7593 vs. 6E75D75 g3 101 152 71 85
2001B HERA / BIG 01-01 | Chemo; 12 or 24mths Trast g3 vs. not 1993 34 1721 27
2001E PACS 04 France 6E75D75 vs. 6(F500E100C500) 1998 534
2001F TACT ICR-CTSU 4(F600E60C600); 4D100 vs 8(F600E60C600) 1257 724
2001M BCIRG 006 (GMA | (6D75cisP75/carbPAUC6)q3; Trast vs. 4AC 1323 1217
TAX302) g3;4D1009g3 + 12mths Trast
2001P CALGB 49907 / 6Cap2000x14 increased to 2500 g3 vs. 133 153 39 75
MAC.1 6CMFq4/4ACq3
2001Q SBG 2000-1 / SBG | 6F600E[75-90]C[900-1200] vs. 6F600E60C600 550 258
CEF-60 Sweden
2001X TEAM Exe 5yr vs. (Tam 2.5-3yr; Exe to yr 5) 2996 928
2002D GBG 42 / NNBC 3FEC; 3D100 vs. 6(F500E100C500) 112 | 1540 41 702
3-Europe
2002H M.D. Anderson (4D75Cap2000x14q93 vs. 12P80q1);4FECq3 40 45
ID01-580
2002N PACS 05 France 6 vs. 4 FS00E100C50093 490 444 291 159
2002W USON 01062 / 4ACq3;(4D75Cap1650x1493 vs. 4D100qg3) 1050 369 651 208
N017629
2002X CALGB 40101 4 vs. 6(P80/175 vs. AC)q2 850 | 1522 497 682
2003) GIM 6 / PROMISE | (neo/adj(C100x14M40x2F600x2)/?)£Trp q4 39 156 5 41
2003< TEXT / IBCSG 25- | Trip + (Exe vs Tam) 5yr 198 | 1779 3 10
02 / MAC.5/ BIG
03-02
2003E SOFT / IBCSG 24~ | Tam 5yr vs. (Exe vs Tam) 5yr 99 | 2376 3 26
02 /MAC.4 /BIG | Trp/Ooph/Ov.lrr.
02-02
2003G MA.27 / IBCSG (Exe vs. Ana) 5yr * Celecoxib 3yr 1292 | 4666
30-04
2003Q GIM 2 Italy (4E90C600F600;4P175)[q2 vs. q3] 394 864 98 166
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2003S Elderly Breast 4 to 6(D35x3 vs. C600M40F600x2) q4 17 130 8 30
Cancer-Docetaxel
Adjuvant Study
(ELDA)
2003U GEICAM 2003-02 | 4FEC; 8(P100)q1 vs 6(F500E50C500) 130 499 134 378
2003W AZURE / BIG 1-04 | Zoledronic + Calcium/VitD vs. Calcium/VitD 126 304
2004= SBG 2004-1 (4EC;4D)q2 or (4E100C825;4D80)q2 6ADCq3 1 49 - 32
Phase Il
2004A FinXX 3D60Cap1800x15q3;3C600E75Caps1800x1543 246 780 85 202
v 3D80q3;3C600E75F600q3
2004B ABCSG Study XVI | Tam 5yr; Ana (5yr vs. 2yr) 441 | 2149 -
/ SALSA
2004D NSABP Protocol (4AC;4P175)g2 vs. 6ADCq3 vs. AC;4PGemq?2 3160 - 789
B-38
2004F GEICAM 2003-10 | (4EC;4D100)g3 vs. (4ES0D75;4Cap2500x14) g3 240 718 60 133
2004N MATADOR / 4 vs. 6(D75A50C600q3 vs. A60C600q2) 3 251 2 50
BOOG 2005-02 /
CKTO 2004-04
2004X GAIN / GBG 33 (4E112.5C6000¢2;10P67.591 4Cap2000x1493 68 | 1893 21 598
vs. 3E150q2;3P225q2;3C2500-
2000qg2)+Ibdx2yr
2004] HOBOE (Trip + (Let vs. Tam) 5yr) + Zoledronic 71 349 -
2005C HeCOG HE 10/05 | 3E110qg2; 3P200g2 ;3CMFQ2 vs. 611 - 181
3E110¢2;3C840M57F840q2;(9D35 vs. 9P80)q1l
2005P TACT2 4E100 [g2 vs. q3];4CMF g4 £ 4Cap2500x14 g3 2234 - 979
2006% CIBOMA 2004-01 | neo Anth/Tax + 8Cap2000x14q3 - 500
/ GEICAM 2003-
11
2006L TAILORx Tam 5yr £ 4D75C600 (89%) or 4AC;4P175 or 4- 4205 -
6D75A50C500
2006Z EORTC 10041 / 6(D75Cap825) g3 vs. 6F(E/A)C 3016 - 378
BIG 3-04 /
MINDACT
2007$ ECOG E5103 4(AC+Bev)q2/3;12Pql1+4Bevqg3 +10Bev vs 1544 - 1144
4AC;12P
2007& USO 06090 / 6(D75C600A50 vs. D75C600) g3 812 - 365
11271
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2007B SBG 2004-1 (4E100C825;4D80)g2 vs. 663 159
Phase Il / (3F500E100C500;3D100)g3
ABCSG-25 / GBG
53 / PANTHER
2007E TEAM IIb/BOOG Ibandronate vs. Control 289
2006-04b
2007R AERAS NSAS-BC Ana (10yr vs. 5yr) 48
05
2007S FATA-GIM3 (Ana vs. Exe vs. Let 5yr) vs. Tam 2yr; (Ana vs. 1297
Exe vs. Let 3yr)
2009$ GBG 52 /ICEIl 6(NabP100Cap2000) g3 vs. 4(E90C600) 186 52
Phase Il q3/6(C500M40F600) g4
2009 NSABP B-46-I 6(DC+Bev)q3;11Bev vs 6(D75C600) g3 vs. 499
6(D75A50C500) g3
2009M WSG Plan B 4EC;4D100g3 vs. 6(D75C600) g3 382 105
2009X TITAN / SCRA 4AC; (41x40 v 12P80) g3 185
BRE145
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Table S2: Main references for trials

Trial code Trial name Main reference
1979T Umea part of SESBCG-Orebro- Swedish Breast Cancer Cooperative Group. Randomized trial of two versus five years of adjuvant
Karlstad Study tamoxifen for postmenopausal early stage breast cancer. J Natl Cancer Inst. 1996; 88(21):1543-1549.

1982R IKA C8209 Amsterdam Vermorken JB, Burgers JMV, Taat CW, van de Slee PHTJ, Hennipman A, Nortier JWR, et al. Adjuvant
tamoxifen in breast cancer: interim results of a Comprehensive Cancer Center Amsterdam (CCCA) trial.
Breast Cancer Res Treat. 1998; 50(3):283, A329.

1984K GUN-3 Naples De Placido S, Perrone F, Carlomagno C, Morabito A, Pagliarulo C, Lauria R, et al. CMF vs alternating
CMF/EV in the adjuvant treatment of operable breast cancer. A single centre randomised clinical trial
(Naples GUN-3 study). BrJ Cancer. 1995; 71(6):1283-1287.

1984Q ABCSG Trial 1 Jakesz R, Samonigg H, Gnant M, Kubista E, Steindorfer P, Hausmaninger H, et al. Very low-dose
adjuvant chemotherapy in steroid receptor negative stage | breast cancer patients. Eur J Cancer. 1998;
34(1):66-70.

1984R DFCI Lumpectomy RT Seq Trial Bellon JR, Come SE, Gelman RS, Henderson IC, Shulman LN, Silver BJ, et al. Sequencing of
chemotherapy and radiation therapy in early-stage breast cancer: Updated results of a prospective
randomized trial. J Clin Oncol. 2005; 23(9):1934-1940.

1985A CALGB Study CLB-8541 Muss HB, Woolf S, Berry D, Cirrincione C, Weiss RB, Budman D, et al. Adjuvant chemotherapy in older
and younger women with lymph node-positive breast cancer. JAMA. 2005; 293(9):1073-1081.

1985M Bordeaux Patey Mastectomy Mauriac L, MacGrogan G, Avril A, Durand M, Floquet A, Debled M, et al. Neoadjuvant chemotherapy

Neo vs Adj Chemo for operable breast carcinoma larger than 3 cm: a unicentre randomized trial with a 124-month

median follow-up. Institut Bergonie Bordeaux Groupe Sein (IBBGS). Ann Oncol. 1999; 10(1):47-52.

1986A E.O.R.T.C. Trial 10854 Elkhuizen PH, van Slooten HJ, Clahsen PC, Hermans J, van de Velde CJ, van den Broek LC, et al. High
local recurrence risk after breast-conserving therapy in node-negative premenopausal breast cancer
patients is greatly reduced by one course of perioperative chemotherapy: A European Organization for
Research and Treatment of Cancer Breast Cancer Cooperative Group Study. J Clin Oncol. 2000;
18(5):1075-1083.

1986H IBCSG Trial VI Pagani O, O'Neill A, Castiglione M, Gelber RD, Goldhirsch A, Rudenstam CM, et al. Prognostic impact of

amenorrhoea after adjuvant chemotherapy in premenopausal breast cancer patients with axillary

node involvement: results of the International Breast Cancer Study Group (IBCSG) Trial VI. Eur J Cancer.

1998; 34(5):632-640.

Karlsson P, Cole BF, Price KN, Gelber RD, Coates AS, Goldhirsch A, et al. Timing of Radiation Therapy
and Chemotherapy After Breast-Conserving Surgery for Node-Positive Breast Cancer: Long-Term
Results From International Breast Cancer Study Group Trials VI and VII. Int J Radiat Oncol Biol
Phys.2016; 96(2):273-279.
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1986L

M.D. Anderson Study 86-12

Assikis V, Buzdar A, Yang Y, Smith T, Theriault R, Booser D, et al. A phase lll trial of sequential adjuvant
chemotherapy for operable breast carcinoma: final analysis with 10-year follow-up. Cancer. 2003;
97(11):2716-2723.

1986P

French Adjuvant Study Group
GFEA 01

Fumoleau P, Kerbrat P, Romestaing P, Fargeot P, Bremond A, Namer M, et al. Randomized trial
comparing six versus three cycles of epirubicin-based adjuvant chemotherapy in premenopausal,
node-positive breast cancer patients: 10-year follow-up results of the French Adjuvant Study Group 01
trial. J Clin Oncol. 2003; 21(2):298-305.

1987A

C.R.C. Under 50s Trial (part of
‘ZIPP')

Baum M, Hackshaw A, Houghton J, Rutqvist, Fornander T, Nordenskjold B, et al. Adjuvant goserelin in
pre-menopausal patients with early breast cancer: Results from the ZIPP study. Eur J Cancer. 2006;
42:895-904.

1987C

N.S.A.B.C. Israel Mastectomy or
Lumpectomy

Ron IG, Wigler N, Borovik R, Brufman G, Rizel S, Shani A, et al. CMF (cyclophosphamide, methotrexate,
5-fluorouracil) versus cnf (cyclophosphamide, mitoxantrone, 5-fluorouracil) as adjuvant chemotherapy
for stage Il ymph-node positive breast cancer: a phase Ill randomized multicenter study. Am J Clin
Oncol. 2001; 24(4):323-327.

1988A

NSABP Protocol B-18
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Figure S1: Changes in trial population over time
ER-positive disease ER-negative disease

(a) Nodal status (P<.0001 for trend in both groups)

(b) Tumour size (P<.0001 ER-positive, p=0.02 ER-negative)

(c) TN status
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(d) Age (P<.0001 for younger age by time ER-postive, P<.0001 for older ER-negative)

(e)Grade (P=.0001 ER-positive, P<.0001 ER-negative)

(f) HERZ2 Status

(g) Treatments
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Figure S2: Risk of distant recurrence by period of enrolment overall and by

nodal status. Interaction between rates in Figures 3a,b p<.0001.
Y-axis scale varies by number of positive nodes
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Figure S3. Improvements over time split by TN status —women with ER-positive tumours. Nodal status is denoted
by the rows and tumour size by the columns, so that a T1c, N1-3 tumour is reflected in the 2" row, 2" column

Y-axis scale varies by TN status
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Figure S4. Improvements over time split by TN status —women with ER-negative tumours. Nodal status is denoted
by the rows and tumour size by the columns, so that a T1c, N1-3 tumour is reflected in the 2" row, 2" column
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Figure S5. Distant recurrence by nodal status, excluding women with HER2-positive tumours

Y-axis scale varies by number of positive nodes
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Figure S6. Effect of adjustment on rate ratios over time, excluding women with HER2-positive tumours

ER-positive, 5+ years of ET
Statistics O.R. & 95% CI
Adjustment (O-E) Var. (Later : Earlier)
Unadjusted:
1990-9 00 48739 . 1.00 (0.97. 1.03)
2000-4 -1542:9  4059-4 [ - | 0.68 (0.66,0.71)
2005-9 -1803-8 25644 - | 0.49 (048, 0.51)
Test for trend between subgroups: X% = 879-1; P < 0-00001
Adjusted for nodes:
1990-9 0-0 48505 . 1.00 (0.97, 1.03)
2000-4 ~14120 40865 a 0.71(069,0.73)
2005-9 -1205-2 24907 - | 0.62 (0.59, 0.64)
Test for trend between subgroups: X% = 444-6; P < 0-00001
Nodes and size:
1990-9 0-0 4843-0 . 1.00 (0.97, 1.03)
2000-4 -1360-8 40788 - | 0.72 (0.69, 0.74)
2005-9 -1214-7 24970 [ -] 0.61 (0.59, 0.64)
Test for trend between subgroups: X% = 443-4; P < 0-00001
Nodes, size, age, grade:
1990-9 00 45679 . 1.00 (0.97, 1.03)
2000-4 -1331-5 40695 . 0.72{0.70, 0.74)
2005-9 -1231-4 24875 | 061 (059, 0.63)
Test for trend between subgroups: X% = 439-0; P < 0-00001
Adding treatment:
1990-9 00 28444 = 1.00 (0.96, 1.04)
2000-4 12275 48181 [ - | 078 (0.75.0.60)
2005-9 -770-3 19059 -] 0.67 (0.64, 0.70)
Test for trend between subgroups: X% = 200-4; P < 0-00001
0.0 0.5 1.0 1.5 20
Later l Earlier
better better

ER-negative
Statistics O.R. & 95% CI

Adjustment (0O-E) Var. (Later : Earlier)
Unadjusted:
1990-9 0-0 40659 . 1.00 (0.97, 1.03)
2000-4 -594-8 18926 - 0.73 (0.70, 0.76)
2005-9 -617-3 11052 2 0.57 (0.54, 0.61)
Test for trend between subgroups: %% = 322-2; P < 0-00001
Adjusted for nodes:
1990-9 00 39498 -] 1,00 097, 1.09)
2000-4 -568:3 1903-2 - 0.74 (0.71,0.78)
2005-9 -407-2  1080-1 L 0.69 (0.65,0.73)
Test for trend between subgroups: % = 171-2; P < 0-00001
Nodes and size:
1990-9 00 39613 . 1.00 (0.97, 1.03)
2000-4 -5836 18975 -] 0.74 (0.70, 0.77)
2005-9 -4183 10782 = 0.68 (0.64,0.72)
Test for trend between subgroups: 1% = 181-4; P < 0-00001
Nodes, size, age, grade:
1990-9 00 36392 -] 1,00 097, 1.03)
2000-4 -5890 18976 = 0.73(0.70,0.77)
2005-9 -424-2  1072:8 = 0.67 (0.63, 0.71)
Test for trend between subgroups: X% = 179:9; P < 0-00001
Adding treatment:
1990-9 00 14705 = 1,00 (0.95. 1.05)
2000-4 -357-8 17929 = 0,82 (0.7, 0.86)
2005-9 -273-4 10716 = 0.77 (0.73, 0.82)
Test for trend between subgroups: % = 43-9; P < 0-00001
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better better
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Figure S7. Distant recurrence by nodal status, women with confirmed HER2-negative tumours only

Y-axis scale varies by number of positive nodes
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Figure S8. Effect of adjustment on rate ratios over time, women with confirmed HER2-negative tumours only

ER positive, 5+ years of ET

Statistics 0O.R. & 95% CI
Adjustment (O-E) Var. (Later : Earlier)
Unadjusted:
1990-9 00 10721 L 1.00 (0.94, 1.06)
2000-4 -5677 2599'5 - | 0.80 (0.77. 0.84)
2005-9 -1077-4 1768-2 a 0.54 (0.52, 0.57)
Test for trend between subgroups: X% = 273-2; P < 0-00001
Adjusted for nodes:
1990-9 00 10721 L 100 (0.94, 1.06)
2000-4 -567-7 25995 -] 0.80 {0.77. 0.84)
2005-9 -1077-4  1768-2 - 0.54 (0.52, 0.57)
Test for trend between subgroups: 1% = 273-2; P < 0-00001
MNodes and size:
1990-9 00 10764 L 1.00(0.94, 1.08)
2000-4 -686+1 25357 -] 0.76 (0.73,0.79)
2005-9 -621-8 1647-4 = 0.69 (0.65,0.72)
Test for trend between subgroups: X% = 86:5; P < 0-00001
Nodes, size, age, grade:
1990-9 00 10810 L 100 (0.94, 1.06)
2000-4 -6574 24504 - | 0.76 (0.73, 0.80)
2005-9 -5952 1542'5 = 0.68 (0.65, 0.71)
Test for trend between subgroups: 1% = 89-7; P < 0-00001
Adding treatment:
1990-9 00 8700 » 1.00 (0.94, 1.07)
2000-4 -613-2 29250 - 0.81(0.78, 0.84)
2005-9 -328-1 11084 = 0.74 (0.70, 0.79)
Test for trend between subgroups: % = 40-5; P < 0-00001
00 05 10 1.5 2.0
Later Earlier
better better

ER negative
Statistics O.R. & 95% CI
Adjustment (O-E) Var. (Later : Earlier)
Unadjusted:
1990-9 00 5678 -+ 1.00 (0.92, 1.09)
2000-4 -400-3 11494 = 0.71(0.67, 0.75)
2005-9 -448-9 7614 = 0.5 (0.52, 0.60)
Test for trend between subgroups: X = 111-4; P < 0-00001
Adjusted for nodes:
1990-9 00 5609 - 1.00 (0.92, 1.09)
2000-4 -3595 11697 = 0.74 (0.69, 0.78)
2005-9 -2182 6994 b 0.73 (0.68, 0.79)
Test for trend between subgroups: X% = 27-4; P < 0-00001
Nodes and size:
1990-9 00 5616 -+ 1.00 (0.92. 1.09)
2000-4 -3745 11383 = 0.72 (0.68. 0.76)
2005-9 -2212 7053 b 0.73(0.68, 0.79)
Test for trend between subgroups: X% = 27-4; P < 0-00001
Nodes, size, age, grade:
1990-9 00 5619 +* 1.00 (0.92, 1.09)
2000-4 -352:2 10776 = 0.72 (0.68.0.77)
2005-9 -215:0 6724 b 0.73 (0.67, 0.78)
Test for trend between subgroups: % = 28:7; P < 0-00001
Adding treatment:
1990-9 00 404-2 - 1.00 (0.91, 1.10)
2000-4 -151-3 8038 0.83 (0.77, 0.89)
2005-9 -1788 7236 0.78 (0.73, 0.84)
Test for trend between subgroups: % = 14-3; P = 0-0002
00 0.5 1.0 1.5 2.0
Later Earlier
better better
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Figure S9. Distant recurrence by nodal status, women with confirmed HER2-positive tumours only

Y-axis scale varies by number of positive nodes
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Figure S10. Effect of adjustment on rate ratios over time, women with ER-positive tumours, 5 years of endocrine
therapy scheduled

ER positive, 5 years of ET

Statistics O.R. & 95% CI
Adjustment (O-E) Var. (Later : Earlier)
Unadjusted:
1990-9 0-0 51804 . 1.00 (0.97, 1.03)
2000-4 -1674-0 48740 - 0.71 (0.69, 0.73)
2005-9 -1216-9 20677 - | 0.56 (0.53, 0.58)
Test for trend between subgroups: ¥ = 595-3; P < 0-00001
Adjusted for nodes:
1990-9 0-0 51966 - 1.00 (0.97, 1.03)
2000-4 -1640-6 48834 [ - | 0.71 (0.69, 0.73)
2005-9 -717:2  2008-8 a 0.70 (0.67, 0.73)
Test for trend between subgroups: X = 281-7; P < 0-00001
Nodes and size:
1990-9 0-0 5160-7 - 1.00 (0.97, 1.03)
2000-4 -1614-5 48999 . 0.72 (0.70, 0.74)
2005-9 -719:7 20086 -] 0.70 (0.67, 0.73)
Test for trend between subgroups: X3 = 278-4; P < 0-00001
Nodes, size, age, grade:
1990-9 0-0 4568-2 - 1.00 (0.97, 1.03)
2000-4 -1771-4 51130 - 0.71 (0.69, 0.73)
2005-9 -7521 19509 - | 068 (0.65,0.71)
Test for trend between subgroups: X% = 293-8; P < 0-00001
Adding treatment:
1990-9 0-0 2482:0 - 1.00 (0.96, 1.04)
2000-4 -1540-2 5892-4 . 0.77 (0.75, 0.79)
2005-9 -427-9 1477'5 = 0.75 (0.71, 0.79)
Test for trend between subgroups: X4 = 102-4; P < 0-00001
0.0 0.5 1.0 1.5 2.0
Later | Earlier
better better
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