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Webtable 1: Randomised trials comparing radiotherapy versus the same management without radiotherapy — treatment details

Type of surgery, year

Breast/chest wall (BW)

Axilla and supraclavicular fossa

Internal mammary chain

Boost irradiation

Common systemic chemoendocrine

code and study name irradiation (AF) irradiation (IMC) irradiation to scar (S) therapy
Breast-conserving surgery (BCS), generally with axillary clearance

76B NSABP B-06 50 Gy (2 Gy/f) corm None None None pN+: FMel

81L Uppsala-Orebro 54 Gy (2 Gy/fycorm None None None None

82Y St George's 54 Gy md (2 Gy/f) m 0-50 Gy (2 Gy/f) m None None ER+: tamoxifen; ER-: CMF
84P Ontario COG 40 Gy (2.5 Gy/f) c None None 12.5 Gy (2.5 Gyff) ¢ None

85B Scottish 50 Gy (2-2.5 Gy/fy m 0-45 Gy (2.3 Gy/fy m 50 Gy (2-2.5 Gy/fy m 10-30 Gy (2-3 Gy/f) o,e ori  ER+: tamoxifen; ER-: CMF
85D West Midlands 40-50 Gy md (2-2.7 Gy/f) ¢ 40-50 Gy (2-2.7 Gy/f) ¢ 40-50 Gy md (2-2.7 Gy/f) ¢ 15Gy 3GyMf)eorc Tamoxifen

86C CRC UK

87R INT Milan 3
89L NSABP B-21
91P Swedish BCCG

Various

50 Gy (2 Gy/f)corm

50 Gy (2 Gy/f)corm
48-54 Gy (1.9-2.2 Gy/fy m

Mastectomy with axillary clearance

62B Berlin-Buch ABC
64B Oslo X-ray

64E Oslo Co-60

69A Heidelberg XRT
71B Stockholm A

71D SASIB

73C Mayo 70-56-32
73E INT Milan 1

74D DFCI Boston

74Q Piedmont OA

76A SECSG 1

76C Glasgow

77J MD Ander. 7730B
78A S Swedish BCG
78B Toronto-Edmont.
78G BCCA Vancouver
78Q Disseldorf U.

79F Coimbra

79G Metaxas Athens
80S Helsinki

80W NSABC lsrael

82B Danish BCG 82b pre
82C Danish BCG 82c post
82Q ECOG EST3181
84A GBSG 03 Germany

55 Gy (u Gy/f) ¢

25-41 Gy (1.3-2.1 Gy/f) o
None

None

45 Gy (1.8 Gylfycore
0-45 Gy (4.5 Gy/f)oorc
0-50 Gy (2.1 Gy/f) m
None

45 Gy (2.3 Gy/fycorm
0-45 Gy (1.5 Gy/f) u

50 Gy (2 Gy/f)y m

37.8 Gy (2.5 Gy/f) o
45-50 Gy (1.8-1.9 Gy/f) c
38 Gy (1.9 Gy/f) e,o,mor c
None

40 Gy (2.5 Gy/fycorm
40 Gy (2 Gy/f) ¢

36 Gy (3 Gy/f)oorm
45-60 Gy (2 Gy/f) m

45 Gy (3 Gy/f) c

46-50 Gy (2 Gy/f) corm
48-50 Gy (2-2.2 Gy/f) e
48-50 Gy (2-2.2 Gy/f) e
46 Gy (2 Gy/f)corm

50 Gy (2 Gy/f)y m

Mastectomy with axillary sampling

73A Wessex

74B Edinburgh |

85F Nottingham

86C CRC UK
Mastectomy alone
61H NSABP B-03
70A Manchester RBS1
70B Kings/Cambridge
71C NSABP B-04
78D Scottish D

85Z Tokyo CIH PS
88U Tokyo CIH CZ

46 Gy (2.3 Gy/f) ¢

45 Gy md (4.5 Gy/fy m
45 Gy (3 Gy/f)u
Various

None
30-37 Gy (2-2.5 Gy/f) o

28.5-46 Gy (1.5-3.2 Gy/f)oors

50 Gy (2 Gy/f) s

37-45 Gy (2.3-3.7 Gy/f) oorm

None
None

Various
None
None
None

55 Gy (u Gy/f) ¢

36 Gy (1.8 Gy/f) o

50 Gy de (2.5 Gy/f) c

65 Gy (2.2-2.7 Gy/f) c

45 Gy de (1.8 Gy/f) c
45-60 Gy (2-4.5 Gy/f) ¢
50 Gy de (2.1 Gy/f) m
40-45 Gy (1.8-2 Gy/fycorm
45 Gy (2.3 Gy/fycorm

45 Gy (1.5-2.8 Gy/f) u

50 Gy (2 Gy/f)y m

37.8 Gy (2.5 Gy/f) o
45-50 Gy (1.8-1.9 Gy/f) ¢
48-60 Gy (2.4 Gy/fycorm
40 Gy de (2.5 Gy/f) c
37.5Gyde (2.3 Gy/fycorm
40 Gy (2 Gy/f) ¢

39-45 Gy (3.3-3.8 Gy/fy m
50 Gy (2 Gy/fy m

45 Gy (3 Gy/f) c

46-50 Gy (2 Gy/f)corm
48-50 Gy (2-2.2 Gy/fy m
48-50 Gy (2-2.2 Gy/f) m
46-50 Gy (2 Gy/f) corm
50 Gy (2 Gy/f)y m

55 Gy (2.5 Gy/f) ¢

42.5 Gy md (4.3 Gy/f) m
45 Gy (3 Gy/f)u
Various

35-45 Gy (1.8-2.3 Gy/f)oorc
37-40 Gy (2.5-2.7 Gy/f) oor m
28.5-46 Gy (1.5-3.2 Gy/f)o or s
45-50 Gy de (1.8-2.0 Gy/f) s
38.4-45.9 Gy (2.3-3.8 Gy/f) oorm
42-48 Gy (2-3 Gy/f)u

42-48 Gy (2-3 Gy/f) u

Various
None
None
None

55 Gy (u Gy/f) ¢

25-41 Gy (1.3-2.1 Gy/f) o
50 Gy de (2.5 Gy/f) ¢

65 Gy (2.2-2.7 Gy/f) c

45 Gy (1.8 Gylfycore
40-60 Gy (2-4 Gy/f)core
50 Gy de (2.1 Gy/f) m
40-45 Gy (1.8-2 Gy/fycorm
None

45 Gy (1.5-2.8 Gy/f) u

50 Gy (2 Gy/f)y m

37.8Gy (2.5 Gy/f) o
45-50 Gy (1.8-1.9 Gy/f) c
48 Gy (2.4 Gylf)e,corm
40 Gy de (2.5 Gy/f) c
37.5Gy (2.3 Gylf)corm
40 Gy (2 Gy/f) c

39 Gy (3.3Gy/f)m

50 Gy (2 Gy/f)y m

30 Gy (3Gylf)c

40 Gy (2 Gy/f)corm
48-50 Gy (2-2.2 Gy/f) e
48-50 Gy (2-2.2 Gy/f) e
46 Gy (2 Gy/f)c, mor e
44 Gy (1.8 Gy/fy m

46 Gy (2.3 Gy/lf) ¢
None

None

Various

35-45 Gy (1.8-2.3 Gy/f)oorc

37-40 Gy (2.5-2.7 Gy/f)oorm
28.5-46 Gy (1.5-3.2 Gy/f)o or s

45 Gy de (1.8 Gy/f) s

40-45 Gy (2.3-2.7 Gy/f)oorm

42-48 Gy (2-3 Gy/f)u
42-48 Gy (2-3 Gy/f u

Various

100Gy (2Gy/f)oore
10Gy (2 Gyf)o
None

None
None
None
None
None
None
None
None
None
None
None
None
12 Gy (u Gy/f)u
None
None
None
None
None
None
None
None
None
None
None
None

None
None
None
Various

None
None
None
None
None
None
None

None required

pN+: CMF or tamoxifen
Tamoxifen

None required

None

Ovarian irradiation
Ovarian irradiation
None

None

None

CFP vs not

None

Either AC 6 vs AC 12 cycles, or CMF vs MF

Mel vs CMF

CMF

CMF

BCG+FAC vs FAC

Premen: C; Postmen: tamoxifen
CMF+ovarian irradiation+P+BCG
CMF+ovarian irradiation+P vs CMF
LMF

AC

Various

CAFt

CMF

CMF

Tamoxifen

CAF+H+tamoxifen

CMF

None

None
Various

None required

None
Ovarian ablation
None
None
Tamoxifen vs not
CMF
CMF

c=cobalt-60, e=electron, i=iridium-192, m=megavoltage (linear accelerator), o=orthovoltage, s=supervoltage, u=unknown, de=dose at depth (of nodes), f=fraction, Gy=Gray (intended dose), md=maximum tissue dose.
A=doxorubicin (adriamycin), BCG=bacillus Calmette-Guérin, C=cyclophosphamide, ER=0estrogen receptor, F=fluorouracil, Ft=futrafur, H=halotestin, L=chlorambucil, M=methotrexate, Mel=melphalan, P=prednisone,
(p)N+=(pathologically) node-positive, (p)N-=(pathologically) node-negative, vs=versus (at random), +=randomising the addition of.



Webtable 2: Randomised trials comparing more extensive surgery versus less extensive surgery — treatment details

Comparison, year
code and study name

Surgery 1
Active arm

Surgery 2

Local recurrence definition
Control arm

Notes (including common RT or systemic therapy)

Internal mammary chain removal (both groups with mastectomy and axillary clearance)
63D Internat. Co-op M+AC+Pec+IMNC M+AC+Pec Parasternal, axilla or supraclavicular
73D Chicago U. M+AC+Pec+IMNC M+AC+Pec Within operative field (supraclavicular taken as distant)

Pectoral muscle removal (both groups with mastectomy and axillary clearance)

67C Groote Schuur M+AC+Pec M+node picking Scar, skin flap, axilla or supraclavicular
69D Northwest UK M+AC+Pec M+AC Skin flap, related chest wall or axilla
76Q Berlin-Buch M+AC+Pec M+AC Local tumour relapse

91R CAMS China M+AC+Pec M+AC Recurrences not generally collected

Axillary clearance in N+ve disease (both groups with mastectomy and radiotherapy)
58B Addenbrooke's M+AC+Pec+(IMNC) M+(AS) Unspecified
72A WSSA Glasgow M+AC M Scar, chest wall, supraclavicular or axilla (enlarged nodes)

Axillary clearance in N-ve disease (both groups with mastectomy and no axillary radiotherapy)

67B Cardiff N- M+AC+(Pec) M+AS Chest wall, axilla, supraclavicular or IMN

67C Groote Schuur M+AC+Pec M Scarr, flap, axilla or supraclavicular

71C NSABP B-04 M+AC+Pec M Chest wall, scar, axilla, supra- and subclavicular or IMN
72A WSSA Glasgow M+AC M Scar, chest wall, supraclavicular or axilla (enlarged nodes)
*80Y Edinburgh N- M+AC M+AC1 Chest wall, axilla, or supraclavicular

Mastectomy versus breast-conserving surgery (both groups with axillary clearance and no radiotherapy)
76B NSAPB B-06 M+AC BCS+AC1+2 Residual breast, chest wall, scar, axilla, supraclavicular
or IMN

Mastectomy versus breast-conserving surgery (both groups with axillary clearance and radiotherapy)

82A CRC, UK M+AC1 BCS+AC1 Not specified

83J Danish BCG 82TM
(high-risk group)

M+AC1+2 BCS+AC1+2 Residual breast, chest wall or axilla

Data from Lima and Warsaw centres not avaliable.
Endocrine or chemotherapy to ~20%.

Node picking = local excision of enlarged nodes.
Trial terminated after 3 years due to high rate of axillary recurrence.

Unknown if adjuvant treatment given.
RT to ~50%, CMF to ~90%, tamoxifen to ~70%.

Some axilla nodes removed in surgery 2, but no block dissection.
RT (BW+AF+IMC).
RT (BW).

Used only the 122 N- (as in the 78 N+ there was more RT in surgery 1).

Axilla recurrences were excluded in some other reports.
Some in surgery 2 (68/384) got AC after local recurrence.

RT (BW)

Some women randomised into other trials.

Residual breast recurrences were excluded in some other reports.
Clear tissue margins required in surgery 2 (if not [64/719], M).

No information on tissue margin requirement available.
RT (BW+AF+IMC) compulsory, except for last 20 pN- in surgery 1.
Optional tamoxifen + chemotherapy.
Clear tissue margins required in surgery 2.
RT (BW+AF+IMC) in surgery 1 and 2, but different technique.
Premen: CMF, postmen: tamoxifen.

AC=axillary clearance (AC1, 2 or 3, shows levels cleared), AS=axillary sampling, BCS=breast-conserving surgery, IMN(C)=internal mammary node (clearance), M=mastectomy, Pec=pectoral muscle excision.
Treatments in parentheses () were given to only some women; parentheses after RT denote irradiated sites. Other abbreviations defined in footnote to webtable 1.

* Note added in proof: 80Y Edinburgh N- (8/123 vs 9/116 local recurrences) should have been in webfigure 9a, not 10a, and not in Table 4 or webfigure 7. Correction, however, would make no material difference.



Webtable 3: Randomised trials comparing extensive surgery versus less extensive surgery plus radiotherapy — treatment details

Comparison, year Radiotherapy 2 Notes

Control arm

Surgery 2

Control arm

Surgery 1

- Local recurrence definition
Active arm

code and study name

(including common RT or systemic therapy)

Nodal surgery versus radiotherapy

1t51A Copenhagen M+AC+ M BW: 42-45 Gy md (2.3-2.5 Gy/f) o IMC: 28-30 Gy (1.6-1.7 Gy/f) o Parasternal, chest wall, axilla or Very high local recurrence rates in both arms:
Pec+IMNC AF: 40 Gy (2.2 Gy/f) o S: None supraclavicular webfigure 10.
164D SE Scotland M+AC+Pec M BW: 45 Gy (4.5 Gy/f) m IMC: 45 Gy (4.5 Gy/f)y m Skin, axilla, supraclavicular or Age <60: ovarian ablation.
AF: 42,5 Gy md (4.3 Gy/f) m S: None IMN
170A Manchester RBS2 ~ M+AC+(Pec) M BW: 30-37 Gy (2-2.5 Gy/f) o IMC: 37-40 Gy (2.5-2.7 Gy/f)o or m  Axilla, supraclavicular or chest Premen: ovarian ablation.
AF: 37-40 Gy (2-2.7 Gy/f)oorm S: None wall
71C NSABP B-04 M+AC+Pec M BW: 50 Gy (2 Gy/f) s IMC: 45 Gy (1.8 Gy/f) s Chest wall, scar, supra- and
AF: 45 Gy (1.8 Gy/f) s S: None subclavicular, IMN or axilla
72A WSSA Glasgow M+AC M BW: 42 Gy (2.1 Gy/f) o IMC: None Scar, chest wall, supraclavicular RT (BW).
AF: 42 Gy (2.1 Gy/fycorm S: None or axilla (enlarged nodes)
72H CMN Mexico M+AC+Pec M BW: u IMC: u Unknown Unknown if adjuvant therapy given.
AF:u S:u
76Q Berlin-Buch M+AC+ M+AC+Pec BW: None IMC: u “Local relapse” Only women with medial or central tumours were
Pec+IMNC AF:u S: None entered, and all got IMN biopsy.
*80Y Edinburgh N+ M+AC M+AC1 BW: u Gy (u Gy/f) m IMC: u Gy (u Gy/f) m Chest wall, axilla or Some women randomised into other trials.
AF: 40-42.5 Gy (2-2.1 Gy/fy m S: None supraclavicular Node-negative in webtable 2.
82K Ins.Curie Paris BCS+AC BCS BW: 55 Gy (1.8 Gy/f) ¢ IMC: 45 Gy (1.5 Gy/f) c Breast, axilla or supraclavicular Medial or central: AC vs RT (AF), with other RT
AF: 50 Gy (1.7 Gy/f) c S:10-15 Gy (u Gy/f) ¢ (BW+S+IMC) to both. Lateral or tail: AC vs RT

Mastectomy with axillary clearance and radiotherapy versus breast-conserving surgery without axillary clearance plus more extensive radiotherapy

1t61E Guy's London M+AC+Pec BCS

BW:
AF:

30-38 Gy (2.3-3 Gy/f)y m
30 Gy (3 Gy/f) o

IMC:
S:

30-38 Gy (2.3-3 Gy/f)y m
None

Mastectomy versus breast-conserving surgery plus radiotherapy, both with axillary clearance

Skin, axilla, breast,
supraclavicular or IMN

(AF+IMC), with other RT (BW+S) to both.
Postmen ER+: tamoxifen.

RT (AF+IMC). Axillary radiation dose low, axillary
recurrence rate high after RT without AC.
First half of trial: thiotepa.

72G IGR Villejuif M+AC1+ BCS+AC1 BW: 45 Gy (2.5 Gy/f) ¢ IMC: N-: none, N+: see note Breast, chest wall or lymph N-: AC1 only. pN+: AC + extra RT (AF+IMC).
(AC2+3) +(AC2+3) AF: N-: none, N+: see note S:15Gy (25 Gylf)core nodes
73E INT Milan 1 M+AC+Pec BCS+AC BW: 50 Gy (2 Gy/f) corm IMC: N-: none, N+: see note Breast: recurrence or 2nd 1ry pN+ 1st half: + extra RT (AF+IMC).
AF: N-: none, N+: see note S: 10 Gy (u Gy/f) o Regional: unknown pN+ 2nd half of trial: CMF.
76B NSABP B-06 M+AC BCS+ BW: 50 Gy (2 Gy/f) u IMC: None Scar, breast, chest wall, axilla, Breast recurrences excluded in some other reports.
AC1+2 AF: None S: None supraclavicular or IMN pN+: MF.
79J NCI Bethesda M+AC BCS+AC BW:48.6 Gy (1.8 Gy/f)y m IMC: 0-48.6 Gy (1.8 Gy/f) m Breast, chest wall, axilla, Breast recurrences excluded in some other reports.
AF: 0-45 Gy de (1.8 Gy/f) m S:15-20 Gy (u Gy/f)eori supraclavicular or IMN Surgery 2, medial or pN+: RT (IMC), pN+: RT (AF).
Postmen pN+ (1985-87): tamoxifen.
80G EORTC 10801 M+AC+(Pec) BCS+AC BW:50 Gy (2 Gy/f)u IMC: 50 Gy de (2 Gy/f) u No information available Central, medial or pN+: RT (IMC).
AF: 50 Gy (2 Gy/f)u S:25Gy (u Gy eori Residual tumour after surgery: RT (BW+AF).
83J Danish BCG 82TM M+AC BCS+AC BW: 48-50 Gy (2-2.2 Gy/fymore IMC: None Breast, chest wall or axilla
(low-risk group) AF: None S:10-25 Gy (2 Gy/f) e
84A GBSG 01 Germany  BCS+AC1+2 BCS+ BW: 50 Gy (2 Gy/f)corm IMC: 50 Gy de (2 Gy/fy mor e “Local”, axilla or supraclavicular Central, medial: RT (IMC+supraclavicular).
and then M AC1+2 AF: 50 Gy de (2 Gy/f) corm S:10-12 Gy (2-3 Gy/f) e

BW-=breast or chest wall, M= mastectomy. Other abbreviations (and asterisked footnote) as in webtables 1 and 2.

T The local recurrence rate after RT was relatively high with the RT regimens actually given in the four oldest of these trials (51A, 61E, 64D, 70A), particularly in the earliest two of these (which started in 1951 and 1961).



Webtable 4: Proportional breast cancer mortality reductions in years 0-4 and 5+, by absolute reduction in 5-year local recurrence risk
(with the 24 types of local treatment comparison categorised into those producing <10%, 10-20%, or >20% reduction)
Logrank statistics are given for any death, for mortality from causes other than breast cancer and, by subtraction, for breast cancer mortality

Mortality from causes other

Category of absolute Any death than breast cancer* Breast cancer mortality
reduction in 5-year o Ratio, Deaths/years L. Ratio, L. Ratio,
isolated Ioca_l Deaths/overall woman-years Statistics active/ without recurrence Statistics active/ Statistics™* active/
recurrence risk control control control
Active Control O-E Vv (SE) Active Control O-E Vv (SE) O-E v (SE)
(a) Mortality in years 0-4 after randomisation
<10% 1680/ 1726/ 165/ 158/
36 574 36 839 -21.2 774.5 0.97 (0.04) 30 618 30 862 2.8 78.7 1.04(0.11) -23.9 695.8  0.97 (0.04)
10-20% 2354/ 2482/ 244/ 201/
43 580 43 699 -50.6 1070.0 0.95 (0.03) 35 444 32 063 16.9 101.9 1.18(0.11) -67.6 968.2  0.93(0.03)
>20% 677/ 729/ 64/ 650/
10 667 10 856 -21.7 296.0 0.93 (0.06) 8736 7951 -3.7 26.9 0.87(0.18) -18.0 269.1  0.93(0.06)
Subtotal (a) 4711/ 4937/ 473/ 424/
90 816 91 385 -93.5 2140.5 0.96 (0.02) 74793 70 172 16.0 207.5 1.08(0.07) -109.5 1933.1  0.94 (0.02)
(b) Mortality in years 5+ after randomisation
<10% 2301/ 2305/ 749/ 708/
50 812 51 305 -3.2 1043.3 1.00 (0.03) 41 975 41 488 104 330.5 1.03(0.06) -13.6 712.8  0.98 (0.04)
10-20% 2779/ 2849/ 885/ 692/
59 993 56 977 -84.7 1212.4 0.93 (0.03) 49 440 41 416 54.4 3275 1.18(0.06) -139.1 884.9 0.85(0.03)
>20% 795/ 854/ 232/ 174/
16 509 15 458 -43.8 357.6 0.88 (0.05) 13 373 0687 6.5 84.8 1.08(0.11) -50.3 272.8  0.83(0.06)
Subtotal (b) 5875/ 6008/ 1866/ 1574/
127 310 123 732 -131.7 2613.3 0.95 (0.02) 104 787 92 587 71.3 742.8 1.10(0.04) -203.0 1870.5 0.90 (0.02)
Total (a+b) 10 586/ 10 945/ 2339/ 1998/
218 446 215 451 -225.2 4753.8 0.95 (0.01) 179 852 163 029 87.3 950.3 1.10(0.03) -312.5 3803.6 0.92(0.02)
Active better: 2p=0.001 Active worse: 2p=0.005 Active better: 2p<0.00001

O-E is the logrank Observed minus Expected, V is its variance, and the estimated ratio, active versus control, of the annual mortality rates is exp([O-E]/V).

* Defined as mortality from all causes before breast cancer recurrence.

** Statistics for breast cancer mortality are calculated by “logrank subtraction,” ie, subtraction of the statistics for mortality from causes other than breast cancer
(O-E and V in the table above) from the corresponding statistics for any death.
Note added in proof: A paper on possible ways of improving logrank subtraction is being prepared by NSABP statistician John Byrant (bryant@nsabp.pitt.edu).



Webfigure 1a: Radiotherapy after breast-conserving surgery, generally with axillary clearance (BCS+RT) in all women —

15-year outcome, where follow-up is sufficient
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Webfigure 1b: Radiotherapy after breast-conserving surgery, generally with axillary clearance (BCS+RT) in women with
node-negative disease — 15-year outcome, where follow-up is sufficient (life-table curves: 6097 women)
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Webfigure 1c: Radiotherapy after breast-conserving surgery, generally with axillary clearance (BCS+RT) in women with
node-positive disease — 15-year outcome, where follow-up is sufficient (life-table curves: 1214 women)
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Webfigure 2a: Radiotherapy after mastectomy with axillary clearance (Mast+AC+RT) in all women — 15-year outcome
(life-table curves: 9933 women, 86% with node-positive disease)
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Webfigure 2b: Radiotherapy after mastectomy with axillary clearance (Mast+AC+RT) in women with node-negative disease —

15-year outcome
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Webfigure 2c: Radiotherapy after mastectomy with axillary clearance (Mast+AC+RT) in all women with node-positive disease —
15-year outcome (life-table curves: 8505 women, many with the actual number of involved nodes unknown)
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Webfigure 2d: Radiotherapy after mastectomy with axillary clearance (Mast+AC+RT) in women with 1-3 involved lymph nodes
(PN1-3) — 15-year outcome (life-table curves:1890 women)
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Webfigure 2e: Radiotherapy after mastectomy with axillary clearance (Mast+AC+RT) in women with 4 or more involved lymph nodes
(pPN4+) — 15-year outcome (life-table curves: 1868 women)
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Webfigure 3a: 12 types of treatment comparison that yield <10% isolated local recurrence risk reduction — 15-year outcome
(life-table curves: 16 804 women, 43% with node-positive disease)
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Webfigure 3b: 12 types of treatment comparison that yield >10% isolated local recurrence risk reduction — 15-year outcome
(life-table curves: 25 276 women, 51% with node-positive disease)
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Webfigure 4: Breast cancer mortality rate ratio by time since randomisation and by category
of absolute reduction in 5-year local recurrence risk (from webtable 4)

Numerators are deaths after recurrence (from any cause), but percentages are life-table estimates
of the probabilities of death just from breast cancer (in the absence of any other causes) during the
first 5 years (upper part) or, for 5-year survivors, during years 5-15 (lower panel)
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(mean 1%) (18-8%/5y) (19-5%/5y)
10 - 20% 2110/10065 2281/10088 -67-7 968-2 0-93 (se 0-03)
(mean 17%) (21-8%/5y) (23-3%/5Y)
>20% 613/2533  664/2590 -18-2 269-1 _'_ 0-93 (se 0-06)
(mean 26%) (24-9%/5y) (26-7%I5Y)

Trend through zero with respect to m;ans RR for 20% difference
in local recurrence = 093 (SE 0+03);%; = 5°9; 2p = 0-02
Heterogeneity about trend: x2 = 0°9; 2p = 06

(b) Breast cancer mortality in
years 5+ after randomisation”

<10% 1552/6126 1597/6138 -132 7125 0-98 (se 0-04)
(mean 1%) (27-7%/5-15y) (28-3%/5-15y)

10 - 20% 1894/7303 2157/7199 13891 884.7 0-85 (se 0-03)
(mean 170/0) (28-4%/5-15y) (32:9%/5-1 5y)

>20% 563/1750  680/1743 -50-3 272.7 _.— 0-83 (se 0-06
(meoam 26%) (30-0%/5-15y) (36-4%/5-15y) ( )

Trend through zero with respect to means: RR for 20% difference
in local recurrence = 0+85 (SE 0-03); x1 30+8; 2p < 0-00001
Heterogeneity about trend: x =0°6; 2p = 07

- 99% Cl

0-5 0-75 1.0 1.25 1.5

*Denominator: 5-year survivors (15-year mortality is Active better Active worse

5-year mortality plus 5-year survival x 5-15 year mortality)



Webfigure 5: Homogeneity of 24 breast cancer mortality rate ratios, given the category (<10%, 10-20%, or >20%)
of absolute reduction in 5-year local recurrence risk (numerators and denominators as in webfigure 4)

Breast cancer mortality Footnote to webfigure 5

Years 0-4 after randomisation Years 5+ after randomisation . ) .
Contribution from different types of treatment

Ratio of annual Ratio of annual

Nodal status (N) Deaths/Women _Active:deaths DeathsMWomen® Active:deaths

and veament Reive Contol Logank vanes denh faes Rctve Gt Logns s Cemtrtes_ comparison — The evidence in webfigures 4 and 5 that
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N-ve, Mast+AC = RT (9 trials) " 85/ 81/ 42 385 = 187/ 165/ 228 794 - . . .
e e comparison that involved absolute reductions of more than
Neve, IMC removal vs. not, X X . - BE X R . . .
ey S e e 10% (ie, 10-20% or >20%) in the 5-year isolated local
Jrewnmews TS e T es s _ ) recurrence risk. These two categories comprise 12 of the 24
ohwih RT (2tiels) 59 60 51 54 . . . .
vy g s me  wo m my ws s m types of treatment comparison, including 5 comparisons of -
Maummocs g te s 4 e gy s e e post-mastectomy radiotherapy. These 5 comparisons yield in
NMommewr By gy 05 w3 ow 0y 0y a9 e total a logrank O-E of -106.0 (-6.9 + 1.9 - 81.6 - 3.9 - 15.5)
N Pt 80 65 1341 . g ea 77 . with variance 756.2, and hence a breast cancer mortality rate
oo g S S 05 210 . wog 2 w0 . ratio of 0-87 SE 0-03, 2p=0-0001. This accounts for about
Mo esviC mscs, 35 6l 04 o1 L PR DR [ E— two-thirds of the evidence on breast cancer mortality after the
o, N g o e s —-— W ozg s = first 5 years. The remainder of the evidence comes in
MuMeiwesctmn L Ry 10 620 — wWony e . approximately equal measure from the 2 comparisons of post-
[l @suototal 1515/ 1568 201 cose o 0972008 15w 1senl 327125 4 098 (s=004) BCS radiotherapy (O-E -49-8, variance 208-6, breast cancer
_ mortality rate ratio 0-79 SE 0-06, 2p=0-0006) and from the 5
© ‘;‘ldﬁgifg‘r“‘_i‘;e:‘i’?.’a}:q“;t?m“ | Toomparieoner 30 pa02 | comparisons of more versus less surgery to the breast or
col isons: x; =7-1; p =0- | : . . . .
o s oy T et e - 2y py w1 es n axilla (or both) without effective radiotherapy to the conserved
oL B 2o - - o 5% e e tissue (O-E -33-6, variance 192-6, breast cancer mortality rate
R B gy e e L - B L ratio 0-84 SE 0-07, 2p=0-015). The breast cancer mortality
R A AR — Wy e7 e0e - rate ratios corresponding to these 3 groups of comparisons
v A - Ee el BB (0-87, 0-79 and 0-84) are not significantly different from each
Nive, Mast+AC = RT (25 trlals) 1324/ 1403/ -37.7 5838 = 937/ 1059/ -816 4131 . .
2 s 274 2108 other, even though post-mastectomy radiotherapy and
Nive, Mast+AC vs. BCS 21/ 2/ 51 105 — . 35%/ %%/ -2 131 . . .
e BT Goy o) 8571 085 000 post-BCS radiotherapy usually prevent different types of local
-139. . p! -89 (sE 0 .
[l ©soota 250, 28y, 677 9602 b 0es=000) 1980 24876301 8847 ‘ recurrence. (The 5 comparisons of more versus less surgery
(©20% (mean 265 fsolteocal ecrance T — without effective control of local recurrence by radiotherapy
o o, hetoragenalty § comparisons: 1} =1.0; p= 08 included not only mastectomy versus BCS and axillary
ey S5 £ ¢S O . % W oo . clearance versus not, both without radiotherapy, but also the
N+ve, BCS  RT 121/ 139/ 100 574 R Wy 15y 77 603 ] y . . .
pii ®ow Guy'’s trial of mastectomy with axillary clearance versus
v ¥ om e g5 %% * BCS+RT that began in 1961, in which the radiotherapy
Nive, Mast alone 350 874/ 64 1448 . 200 Py 155 1185 ] . . . .
< ) fizs i actually given still left a high risk of local recurrence not only
Nive, Mast+AC vs. BCS+AC, 85/ 80/ 44 289 69/ 88/  -81 362 - ) )
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M (c) Subtotal 613/ 664/ -18.2 2691 <t 093 (se 0:06) 563 680/, 50.3 2727 .| 0-83(se0.06)
*Denominator:
5-year survivors

= 99% or —x- 95% Cl 95 10 i35 20 0 05 10 15 20

Active better Active worse Active better | Active worse

Sum of 6 heterogeneity test statistics: x242 =41.2; p=0-5



Webfigure 6a: Radiotherapy after breast conserving surgery in node-negative disease — subgroup analyses
(event rate ratios for all three endpoints, with 5-year risks of local recurrence, 10-year breast cancer mortality risks and crude % for any death;
subdivisions by entry age, tumour grade, tumour size, use of systemic therapy in both arms, ER status and time period)
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Webfigure 6b: Radiotherapy after mastectomy and axillary clearance in node-positive disease — subgroup analyses
(event rate ratios for all three endpoints, with 5-year risks of local recurrence, 15-year breast cancer mortality risks and crude % for any death;
subdivisions by entry age, tumour grade, tumour size, use of systemic therapy in both arms, ER status, no. of nodes, and time period)
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Webfigure 6c: 12 types of treatment comparison that yield >10% isolated local recurrence risk reduction — subgroup analyses
(event rate ratios for all three endpoints, with 5-year local recurrence risks, 15-year breast cancer mortality risks and crude % for any death;
subdivisions by entry age, nodal status, tumour grade, tumour size, use of systemic therapy in both arms, ER status and time period)
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Webfigure 7: Effect of radiotherapy on contralateral breast cancer incidence and on non-breast-cancer mortality (46 trials
of adding radiotherapy, and 17 trials of radiotherapy vs more surgery) — 15-year outcome (life table curves: 29 623 women)
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Webfigure 8a: Radiotherapy versus not, in women with node-negative disease
(event rate ratios, one line per trial)
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5-year risk 2:3% 6°3% ! : o § 1
© with axilla : (c) Mastectomy with axillary sampling i (c) Mastectomy with axillary sampling ;
ry ! 73A Wassex BW+AF+IMC  15/37 16/37 1.0 65 H 73A Wessex BW+AFHMC  27/37 25/37 21 112
73A Wessex BW+AF+IMC  6/499  6/525 00 29 T 748 Edinburgh | BW-+AF 55173  67/175 32 287 - - 748 Edinburgh | BW:AF 7IN78 79175 04 370 — §
. 748 (E;t:gblﬂahl 5W_+AF 13;[1;:2 so‘/; 65730 43; 13-2 — 86C4:516 CRC, UK Various 415 72 06 18 ! 86Cui518 CRC, UK Various s Tz 06 19 .
Cussi6 CRC, arious ' 2 : 1 |
' 7 oo 8 a7 : 0-88 (sE 0-15) B (c)Subtotal 108/ 111/ 290 504 1 _1.04 (se 0-14)
= (c) Subtotal 19 57 203 180 <= 0-32 (se 0-14) R (o) Subtotal 205 224 B M ‘ 2p=04 ) 225 224 1 2p=08
. 2317 2122 ' 2p < 0.00001 (32:90%) (40-2%) ! p= (48.0%) (49-6%) !
5-year risk 61% 24+5% ! ! ;
| (d) Mastectomy alone ! (d) Mastectomy alone !
(d) Mastectomy alone ! 61Has630 NSABP B-03 * AF+IMC 30190 2(19112) 12 104 ! 61Hasess NSABP B-03 * AF+IMC 981190 2(58/112)  -15 309 —
61H4s689 NSABP B-03 AFHIMC +/1996 /1039 (o data) 1 70B Kings/Cambridge ~ BW+AF+IMC ~ 515/996 572/1049  -31 2541 70B Kings/Cambridge ~ BW+AF+IMC  697/996 721/1049 126 3344
70B Kings/Cambrid BW+AF+MC ~ 99/9964 278/9690 908 915 -
O NGABP B0 - BWAAFAMG 130806 840095 404 254  —m| 71C1 NSABP B-04 BW+AF4IMC  169/386  177/384  -37 800 71C1 NSABP B-04 BWHAF+IMC  271/386  266/384 100 1200 —
78D4 Scottish D BW+AF+MC 7/358 13/375 27 45 ' 78Da Scottish D 1BW+AF+IMC 17/42 14/39 1.2 6.5 T 78D4 Scottish D TBW+AF+IMC 22/42 21/39 24 85
85Z TokyoCHPS  t  AF+ING 072 1128 03 02 . 85Z TokyoCIHPS ~ t  AFHIMC 38 a5 09 09 L 85Z TokyoGHPS 1  AF4IMC 33 a5 09 09 .
B (d) Subtotal with data § 124/ 386/ q3aq 1216 <+ 0-33 (se 0-05) Il © subtotal * 484 59 3518 < 098 (se0:05) ] @ suototar* 09 NI 254 4047 L. 105(s 0-05)
14220 13423 ' X ! 2p=048 | 2p=0-3
S-year risk 5e6%  233% ; 2 < 00001 54%) (47:3%) 3 (675%) (657%) | e
H i |
[l @b 446/ 1251/ 436.0 3953 b 0-33 (se 0-03) Total(a+b+c+d)* 1595/ 1738/ 288 771.9 <  096(s=0-04) Total(a+b+c+d)* 2321/ 2336/ 459 10691 L. 104 (se0-03)
49557 45337 : 2p < 0-00001 5619 5673 | 2p=03 5619 5673 i 2p=02
5-year risk 5:8% 21+0% ; (28-4%) (30-6%) : (41:3%) (41-2%) !
M 99% or <> 95%Cl ! i 99% or <> 95%Cl . ° o5 1‘0 5 20 W 99%or <> 95%Cl -
I i a4 X=08p=09 o 05 10 15 20 4 x5 =135; p=0.004 - | - ) ' 4 =171 p=0.0007 0 0.5 1.0 15 2.0
Heterogeneity within subtotals: ng =26.9; p =01 Radio. better Radio. worse Heterogeneity within subtotals: y,; =17-1; p=0.8 Radlo. better Radlo. worse Heterogeneity within subtotals: X; =185;p=07 Radio. better | Radio. worse
2 =0 =
Heterogeneity between 23 trials: 12, = 27-6; p = 0:2 Treatment effect 2p < 0-00001 Heterogenelty between 27 trials: x2, = 306; p = 0-2 Treatment effect 2p = 0-3 Heterogeneity between 27 trials: 32, = 35.6; p = 0-10 Treatment effect 2p = 0-2, adverse
§ 2 trials with no data do not contribute to subtotals or to the overall total {allocated Radio.: 2312; allocated Gontrol: 1340) * 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. * 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.

+ Same polychemotherapy and/or tamoxifen in both groups
BW=breast/chest wall, S=scar (as site of RT boost), AF=Axilla/Fossa, IMC=Intemal mammary chaln. Ste(s) In brackets were not always treated



Webfigure 8b: Radiotherapy versus not, in women with node-positive disease
(event rate ratios, one line per trial)

Isolated local recurrence Breast cancer mortality Any death

Evenis/woman-years Radlo. events R Year Code Radiotherapy  Allocated Adjusted Logrank Variance io of annual death rates Deaths/Women Radlo. deaths N
:,?, dcode Ha,,,o&:,aw A','{"ff.“d Ad) .,,:,dl Lot mE"k ‘3"0“.“5” Ratio of an(r;ual z‘::::: rates and study name sites Radio. ontrol * O-E of O-E Radio. : Control :ila' fgde Radig_&:mw M}I\:‘éﬂ“ Mg“?edl "°$ E“k v:f,g,,E“ Ratio gnfaadv;gua::?’i::glrales
and study name sl adlo. ontrol * -t — - - H and study name si io. ontrol * O} B
Y . (a) Breast conservation, generally with axillary clearance ! - —
(a) Breast conservation, with axillary | 76B NSABP B-06 1BW 126/277 148/287  -10.0 — (a) Breast conservation, with axillary
768 NSABP B-06 BW 302258 130/1606 526 357 - 82Y24es St George's London 1BW+AF 3u80 2870 21 122 RS- 768 NSABP B-06 BW 141/277 1581287 97 694 -
82Y24e0 St George's London tBW+AF 14/620 30380 109 97 —le—— 85B Scottish BWSHARMIMG 20/61 39777 34 124 R 82Yases St George's London {BW+AF 3280 2870 16 124
858 Scoftish BWSHAFMHMC 6/423 81438 97 76 : 86Cz+a CRC, UK Various 4101 4687 42 201 — | 858 Scottish BWSHAR)MMC 20/81 4377 31 147
86Cz+3 CRC, UK Various 19582 25459 B0 86 e 87R INT Milan 3 1BWS 1283 soe1 79 95 — = 1 86C2+a CRC, UK Various 46101 4687 42 201
7R INT Milan 3 BWS 60676 255567 111 69 —ati ' 079 (st 0-08 7R INT Mian 3 BWS 16583 31 70 1141 —
' 0-26 (& 0-07 M (a) Subtotal 238/ 201/ .97 117.7 —= -79 (s 0-08) 0-82 (st 0-08)
B (a) Subtotal ™M w3 e < -26 (s 0-07) o2 2 ; 2p=0.01 B (a) Subtotal 64 00957 1217
: 2p < 0-00001 " ~97e] ' 2p =0.02
5-year risk 140% 41+1% ; P : (439%) (503%) P
| (b) Mastectomy with axlllary clearance !
{b) Mastectomy with axillary clearance 1 62B1 Berlin-Buch ABC ~ BW+AF+IMC 105123  96/132 82 431 .- (b) Mastectomy with axillary clearance
62B1 Berlin-Buch ABC ~ BW+AF+IMC 8820  18/915 34 59 e 64B Oslo X-ray BW+AF+MC 721110  65/93 24 305 —_——— 62B1 Beriin-Buch ABC ~ BW+AF+IMC  105/123  96/132 82 431 |
64B Oslo X-ray BW+AF+IMC  7/1365 221046 87 70 —a4— 64E Oslo Co-60 AF+IMC - 51/99  61/98 68 253 — - 648 Oslo X-ray BWHAF+IMC  96/110  80/93 03 394 -
G4 Olo Co g0 AFMG o 118 59 a8 f 69A Heidelberg XRT AFHMC 3541 2027 14 102 . 64E Oslo Co80 AFSIMG 8109 73008 24 338 -
694 Hoidolborg XAT — AF+IMO 77 Jod o data) ' 71B Stockholm A * BWAAFHMC  205/639 2(168/321) -163 957 —. 69A Heidelberg XRT AF+IMC  38/41 2427 08 118
71B Stockholm A * BW-AF+IM 28 2(56/4013) 282 186 —m-— 71D SASIB (BW)+AF+IMC  77/180  69/186 52 322 —_— 718 Stockholm A * BWHAF+IMC  431/630 2(231/321) 206 1349 N
71D g:;lBom (B\I‘;)+A;+Ilﬁc 3|2/90 y (56/4023) -12.9 12-3 I S 7733; m?/:‘rlgﬁ'sz '(EW):":‘EI’R%C 7225‘ 833/;720 '3'; 322 . 71D SASIB (BW)+AF+IMC  86/180  72/186 82 350 |
7oEa KM VARG onas anos o T 74Ds DFGIBoston  {BWeAF 47103 53105 02 226 — ToE Mt MG Gons  an.  5s  ap
74Ds DFCI Boston 1BWAF 7546 20613 69 66 —1—— 1 74Q PledmontOA  HBWMAFIMC  76/144 661136 38 315 I e — 74Ds DFCI Boston BWHAF 577108 56/105 40 252 | -
74Q Piedmont OA HBWHAFHMC  6/964  18/986 55 54 — la | 76Aza SECSG 1 1BW+AFHMC 58127 67/130 37 260 — 74Q Piedmont OA HBW)+AFHIMC  85/144  75/136 54 350 | 5
76Az+3 SECSG 1 {BW+AF+IMC 130567  18/528  -2.0 7.4 i 76C Glasgow 1BWsARMMC 67712 76107 48 302 — 762+ SECSG 1 {BWHAFHIMC 601127  69/130 37 269 —
76C Glasgow BW+AFHIMC  16/825 807705 76 108 @ —— = | 772 MD Ander. 77308 {BWS+AFYIMC 81143~ 30/54 7o ] - 76C Glasgow {BWHAFHIMC 7812 877107 51 355 I
7702 MD Ander, 77308 1BWSHAFING 4291 H97 (no data) ' ECal bl v B s I A 4 — 7702 MD Ander. 77308 {BWS+AF+IMC  31/43  30/54 77 114 L
o tomece” A g i e RIEETL e A WE % wi e IR B e e ok oo =
o BoGAVanoont  JBWHARIMG 177 o/ $ y : 78Qe DUsseldorfL.  fBWHAPHMO 17t a4 33 T8 ‘ - > To0r BOGAVanower JEWIALIMG  Toes ot 0% 30
78G1 BCCA Vancouver 1BWAAFH 171622 38240 127 131 —w———— 79F Coimbra BWsAF4IMC  36/62  38/62 04 148 ————— o Dot IBWeARIMG  va4  Bams 30 7 -
780z DisseldorfU.  BW+AFHMC 062 1194 04 03 : 70020 Molmao Athens  IBWAAFIMG  1is 216 80 62 700z DussedorU. TBWOAHNG 174 24t s 78 A
79F Coimbra TBW+AF+IMC 7/419 10/347 -11 4.0 T 80S1 Helsinki 1BW+AF+MC 22/47 21/52 29 93 i o M()Im ra Ath th+AF+IMc P . g & -
79G243 Meta.)(a.s Athens TBW+AF+IMC 41187 4/189 02 1.9 T 80W NSABC Israel 1BW+AF+IMC 21/54 20/58 1.3 91 L 79G2+3 Metaxas Athens 1BW+AF+ 11/25 21/36 -3-0 62
SO NoABGlreol  JWATMG  Ba72  loue 85 7 T o8 DershBOG 320 {BWSAFAMG 416024 55025 674 2120 . W NSABGlsrol  JWMARAMG o3k oom 21 98 —
Israel [+AF+ -3 - — ! 3 &
828 DanishBCG 82b  1BWsAF+IMC  44/6238 218/4800 952 624 - 82C DanishBCG 82  {BWHAFHIMC  361/640 419/656 213 1792 - 828 Danish BCG 620 {BW+AFHIMC  441/824 528/825 636 2219
82C DanishBCG 82c  {BW+AF+IMC  28/4368 105/3575 -884 533 | 82Q ECOGESTa181 {BWAF4MC 104471 02161 48 438 il . )
820 BCOG ESTots,  IBWAAFIME  aatosi Sonots 86 o oS A it WA A Sl T 82C Danish BCG 82  {BW+AF+IMC  428/640 480656  -33.7 2054
84A2 GBSG 03 Gormany 1BW+AF+IMC 5620  12/564  -36 42 — - | ' 82Q ECOG EST3181  {BW+AF+IMC  111/171  90/161 49 472 [
H i 84A2 GBSG 03 Germany tBW+AF+IMC 46/98 48/101 -16 211 —
[l ©)subtotal with data§* 264/ 907/ 3574 2602 ¢ 0-28 (s 0-04) . (b) Subtotal * 28 2467 1192 9073 - 0-89 (se 0-03) Y 1BWAFH
34991 30427 ] . | 2p = 0-0002 X K
5-year risk 5.8% 22:8% : 2p <0.00001 (531%) (67:9%) 1 P . (b) Subtotal * 2640 2760 4117 11313 0-91 (se 0-03)
i | 2p = 0-0009
(c) Mastectomy with axlllary sampling i (c) Mastectomy with axillary sampling 1 (62:1%) (65-0%)
9 y : 73A Wessex BW+AFHMC  26/37  33/40 62 115 -
R Nomanam Bar T e o o8 8y T 85F Notingham BWsAF 2336 a0 85 111 N (c) Mastectomy with axillary sampling
35Caars CHO, Uit Various e s 18 10 ! 86Cas:0 CRC, UK Various 142 822 40 37 —_—t s 73A Wessex BWHAFHIMC 32037 34440 45 121
" i ! 081 (se 0.18) 85F Notingham BWHAF 233 S04 85 111 I
= (c) Subtotal 14/ a7 481 123 < 0-23 (s 0-15) = (c) Subtotal 639/5 7116 g 56 264 —rt 86Cas+s CRC, UK Various Tape a2 20 a7 - 9
659 429 : 2p < 0.00001 : 2p=03 6o 72 0-86 (se 0-18)
5-year risk 13:8% 22°5% ; (66-3%) (68.9%) : = (c)Subtotal % g 40 210 T o
(d) Mastectomy alone H (d) Mastectomy alone | (72:6%) (69-9%) |
! 61Hasas0 NSABP B-03 * AFHMC 155286 2(81/160) 33 445 — '
61Hassss NSABP B-03 AFHMC 1662 4781 (no data) : 70A1 Manchester RBST  BWAAF4IMG  178/355 212/350  -140 901 il (d) Mastectomy alone :
7001 Marcheslor RBST  BrATHMC  Saissdo 1oisoss o7 dud - 708 Kings/Cambridge ~ BW+AF+MC ~ 232/380 252/375  -102 1096 —.— 61Hasseo NSABP B-03 * AF+IMC 205286 2(100/160) 27 589 — -
700 St b iEWARIMG 1m0 | des b 78Ds Soottish D BWAAFHMC 25 a7 05 03 . 70A1 Manchester RBST ~BW+AF+IMC  272/356 285/359 114 1291 il
85Z Tokyo CIH PS t  AFHIMC  7/259  11/235 23 37 ! 85Z Tokyo CIH PS t  AR+IMC 1847 2145 01 78 - 70B Kings/Cambridge ~ BW+AF+IMC ~ 204/380 304/375  -126 1355 -
88U TokyoCHN2 1  AF+IMC 6199 7487 06 31 : 88U TolyoGIHN2 1 AF+IMC 2560 27/50 A2 1 : 0.92 0-06 78Ds Scottish D 1BWHAFHIMC 45 a7 05 03
: ! .92 (sE 0- 85Z TokyoCIHPS 1  AF#IMC 20447 2345 04 85
M (d) Subtotal with data § 113/ 293/ .101.3 9035 > 0-34 (se 0-06) Il (&) subtotal * 6}%3 sﬂés -21-8 263-3 == 2’5 02 ) 88U TokyoCHN2  t  AF+IMC 26550 2850 -3 116
7487 6167 ' 2p < 0:00001 X ¥ | =0 X X
5.year risk 11+6% 335% w P (54:3%) (58-6%) 1 Il @ subtotar* 821/ 861/  .517 3438 | 094 (se 0:05)
) | 1128 1156 2p=02
H ! {731%) (74-5%)
: !
[l o e vbicar 469/ 1491/ 5359 4305 4 0-29 (se 0-03) Total@asb+c+d)* 3172 3501 1742 14047 + 0-88 (s 0-03)
47696 40493 i 2p < 0-00001 6074 6122 i 2p < 0-00001
- i *3Y *1Y | (52:2%) (57-2% | N K
5-year risk 7:3% 2741% ! (52:2%) (57-2%) | Total(@+b+c+d)* 3794 4004/ 1631 16208 0-90 (se 0-02)
W 99%or <t 95%Cl W 99% or <T> 95%Cl 6074 6122 2p = 0-00005
} i 4 £=38p=03 [ 05 10 15 2.0 ¥ 2 $2=21;p=06 ] 05 10 15 20 (62:5%) (65-4%)
3 E=
. . "
Heterogeneity within subtotals: xfw =52.4; p = 0-007 Radio. better Radlo. worse Heterogenelty within subtotals: x; =53.9; p =002 Radio. better Radio. worse - S%or . 9% Cl 4 2_ 18 06 0 05 1.0 15 2.0
x2=1.8; p =0
Heterogeneity between 34 trials: 2, = 56.3; p = 0.007 Treatment effect 2p < 0-00001 Heterogenelty between 39 trials: 12, = 56-0; p = 0-03 Treatment effect 2p < 0-00001 H Radio. better | Radio. worse
§ 8 trials with no data do not contribute to subtotals or to the overall total (allocated Radio.: 2133; allocated Control: 1372) * 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. Heterogenelty within subtotals: Xa5= 52:2;p=0-03
* For balance, control patients in 3-way trials o trlal strata count half or twice In subtotal(s) and In final total of events/women. Heterogeneity between 39 trials: 2, = 54-0; p = 0.04 Treatment effect 2p = 0.00005
 Same palychemotherapy and/or tamoxifen in both groups * For balance, control patients in 3-way trials o trial strata count half or twice in subtotal(s) and in final total of desths/women.

BW=breast/chest wall, S=scar (as site of RT boost), AF=Axilla/Fossa, IMC=Internal mammary chain. Site(s) in brackets were not always treated



Webfigure 9a: ‘More’ surgery versus ‘less’ surgery, in women with node-negative disease
(event rate ratios, one line per trial)

Isolated local recurrence

Breast cancer mortality

Any death

Surg. events
Ratio of annual event rates
andstudy name " Hadlotherapyt - More - Less O GIOE" More’ : ‘Less’
(a) IMC removal vs not, neither with RT
63D Intemat. Co-op. IMC 18/3746 10/3967 35 68 —_—t
No RT (0-5%ly)  (0-3%/y)
73D Chicago U. IMC 0/41 1/406 04 02
No RT (00%ly)  (0:2%/y)
» (a) Subtotal 18/ 1/ X __
@ 4164 4373 32 70 57 (§i 0 ‘8)
5-year risk 47% 40% 2p=02
(b) PecM removal vs not, both same RT or no RT
76Qz Berlin-Buch Pec 1369 4/449 42 12
NoRT (03%ly)  (0:9%/y)
91R1 CAMS China Pec /5486 /5449 (no data)
RToptnl  (0:2%ly) (0-3%ly)
b) Subtotal with data 1 o A2 12—
o § 39 449 036 (se0:57)
5-year risk 26% 71% 2p=03
(c) AC vs not
6781 Cardiff (Pec)tAx  11/724  18/546 36 67 —
NoRT (15%)y)  (3:3%/y)
67C1 Groote Schuur Pec+Ax 3206 8/282 A7 23
NoRT (15%ly)  (3-4%ly)
71C1 NSABP B-04 Pec+Ax 35/3949 305 815 202 —-—
NoRT (09%ly)  (28%/y)
72A WSSA Glasgow Ax 15/510  12/565 27 87 . >
BW (29%ly)  (21%ly)
B (c) Subtotal 64 132/ 1 440 I 0-46 (se 0-10)
5389 4678 2p < 0-00001
5-year risk 119% 230%
(d) Mastectomy + AC vs BCS + AC, neither with RT
76B1 NSABP B-06 N- BT+AX3 54/4825 152/3385 553 443  —m—
No RT (11%ly)  (4-5%ly)
m  (d) Subtotal 54/ 152 553 443 < 0-29 (se 0-09)
) 4825 3385 2p < 0-00001
5-year risk 109% 36°5%
(e) Mastectomy + AC vs BCS + AC, both with RT
82A CRC, UK BT 2263 4/250 04 14
BW+AFHMC (0-8%ly)  (1-6%ly)
83J243 Danish BCG 82TM BT 0/83
BWHAF4IMC (00%fy)  (0:0%/y)
(e) Subtotal 2 L3 4 14—
@ 30 s O — O-T4(SE074)
5-year risk 57% 52% 2p=07
& 99% or <T> 95%CI
L] 05 1.0 15 2.0

‘More’ Surg. better

‘More’ Surg. worse

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated ‘More’ Surg.: 5486; allocated ‘Less’ Surg.: 5449)

4 IMC = internal mammary chain, Pec = pectoral muscles, Ax = axilla, BT = breast tissue. Surgeries in brackets were not always different between treatment arms.

0 Similar radiotherapy regimens given in BOTH surgeries. BW=breast/chest wall, AF=Axilla/Fossa, IMC=Intemnal mammary chain.

Wore' Surg. deaths

death rates

Deaths/Women ‘More’ Surg. deaths

Ratio of annual death rates

Year Code Surgery Differences Allocated Allocated Logrank Variance Ratlo of annual Year Code Su Ditference Allocated Allocated Logrank Variance
and study name “More'  ‘Loss O Of O-F : and study name Radlotherapyo — * ‘More' ‘Less O-E o O ore” : "Less
(a) IMC removal vs not, neither with RT (a) IMC removal vs not, neither with RT
63D Internat. Co-0p. IMC 941209 89/217 26 417 . — 63D Intemat. Co-op. IMC 133200 1422217 30 634
NoRT (45:0%)  (41:0%) NoRT (63:6%)  (654%)
73D Chicago U. mMc 5/34 7134 A0 26 73D Chicago U. IMC 834 1134 22 41
NoRT (147%)  (20.6%) NoRT (235%)  (324%)
m  (a) Subtotal 9'2/43 9:/51 16 443 —t—1-04 (se 0-15) M (a) Subtotal 1421413 1‘235,1 52 675 ——+ 0.93(se0-12)
2p=038 2p=05
(40.7%) (38:2%) P (58-0%) (61-0%) P
(b) PecM removal vs not, both same RT or no RT (b) PecM removal vs not, both same RT or no RT
76Qz Berlin-Buch Pec 2049 18/56 34 86 _ - 76Q2 Berlin-Buch Pec 2049 18/56 34 86 _t -
NoRT (408%)  (32:1%) NoRT (408%)  (321%)
91R1 CAMS China Pec 1200077 138/078 50 646 — - 91R1 CAMS China Pec 140/977 144/978  -28 688 —
RT optnl (132%)  (14-1%) RT optnl (14:3%)  (14.7%)
M (b) Subtotal 149/ 156/ 1.6 732 —— 0.98 (se 0-12) W (b) Subtotal 160/ 162/ 06 774 —+— 101 (se 0-11)
1026 1034 2p=08 1026 1034 2p=09
(14:5%) (15-1%) (15:6%) (15-7%)
(c) AC vs not (c) AC vs not
67B1 Cardiff (Pec)+Ax 24/61 35061 48 136 — 67B1 Cardiff (Pec)+Ax a1/61 49061 72 198 —-
NoRT (39:3%)  (67-4%) NoRT (67:2%)  (803%)
67C1 Groote Schuur Pec+Ax 1021 20030 28 61 67C1 Groote Schuur Pec+Ax 1421 26/30 A48 76
NoRT (47:6%)  (66:7%) No RT (667%)  (86:7%)
71C1 NSABP B-04 Pec+Ax 155/389 177/384  -93 761 — . 71C1 NSABP B-04 Pec+Ax 259/389 256/384 50 117:3 — .
NoRT (39-8%)  (46:1%) NoRT (666%)  (66:7%)
72A WSSA Glasgow Ax 56/101  56/107 56 241 B 72A WSSA Glasgow Ax 561101 56/107 56 241 _—
BW (554%)  (52:3%) BW (554%)  (523%)
H (c) Subtotal 245 288 113 1199 —=  091(se 0-09) M () Subtotal S0 3BT 15 1689 ~ 1.01(s 0:08)
2p=03 2p=09
(42:8%) (49.5%) P (64.7%) (66.5%) P
(d) Mastectomy + AC vs BCS + AC, neither with RT (d) Mastectomy + AC vs BCS + AC, neither with RT
76B1 NSABP B-06 N- BT+AX3 131/432  157/432 96 694 — . 76B1 NSABP B-06 N- BT+AX3 160/432 184/432 88 848 —
NoRT (30-3%)  (36:3%) NoRT (391%)  (42:6%)
W (d) Subtotal 131/ 157/ .96 69.4 -1 0-87(se0-11) B (d) Subtotal 169/ 184/ 88 s48 ——+ 0.90 (se 0-10)
432 432 2p=03 2p=03
(30-3%) (36:3%) P (391%) (42:6%) P
(e) Mastectomy + AC vs BCS + AC, both with RT (e) Mastectomy + AC vs BCS + AC, both with RT
82A CRC, UK BT 1949 15/51 13 79 82A CRC, UK BT 1949 15/51 13 79
BW+AF+IMC (388%)  (29-4%) BW+AF+IMC (388%)  (29-4%)
83J243 Danish BCG 82TM BT 2110 39 o1 09 83J2:3 Danish BCG 82TM BT 2110 39 01 o9
BW+AF+IMC (200%)  (33:3%) BW+AF+IMC (200%)  (33:3%)
(e) Subtotal 21 18/ 13 88 (e) Subtotal 2v 18 13 88
- e % 60 117 0:36) - @ 5 60 ——F—F17(sE0-36)
(356%) (30-0%) 2p=06 (35-6%) (30-0%) 2p=06
- 99% or <= 95% Cl i 99% or <= 95%Cl
0 05 10 15 20 0 05 10 1.5

‘More’ Surg. better

‘More’ Surg. worse

“More’ Surg. better

‘More’ Surg. worse



Webfigure 9b: ‘More’ surgery versus ‘less’ surgery, in women with node-positive disease
(event rate ratios, one line per trial)

Isolated local recurrence

Breast cancer mortalit
mortanty

7 Surg. events
located Ratio of annual event rates
and shuay name " Haclotrapyt - More - Less' " BE " OOE ‘More' : ‘Less’
(a) IMC removal vs not, neither with RT
63D Intemat. Co-0p. IMC 46/2441 552377 29 238 —
No RT (1:9%ly)  (2:3%ly)
73D Chicago U. IMC 0212 01201
No RT (0:0%ly)  (0:0%/y)
u (a) Subtotal 46/ 55 .29 238 .|  088(se0-19)
2653 2578 2p=06
5-year risk 1941% 21+3%
(b) PecM removal vs not, both same RT or no RT
67C2 Groote Schuur Pec 5134 973 00 20
No RT (37%ly)  (52%K)
69D Northwest UK Pec 54/1859 49/1843 0.4 244 —»
No RT (29%ly)  (27%))
76Q2 Berlin-Buch Pec 4n47 7153 01 20
No RT (27%ly)  (46%Wy)
91R1 CAMS China Pec /5708 /5607 (o data)
RT optnl (0-4%ly)  (0-4%ly)
m  (b) Subtotal with data § 63/ 65/ .05 28.4 —4 098 (se 0-19)
2140 2169 2p=09
5-year risk 24+9% 25°3%
(c) AC vs not
588 Addenbrooke’s Pec+Ax 71148 151218 33 54 @ ——e
BWHAF4IMC (0:6%/y)  (1:2%y)
72A WSSA Glasgow Ax 3/69 2/53 05 09
BW (4-3%ly)  (38%ly)
. (c)Subtotal W1 38 63 o | 0:55(sE0:30)
1217 1271 2p=01
5-year risk 7°5% 135%
(d) Mastectomy + AC vs BCS + AC, neither with RT
76B2 NSABP B-06 N+ BT+AX3 5212078 13311606 -47.5 378  —m—
No RT (23%ly)  (83%Ny)
m  (d) Subtotal 52/ 133 475 378 < 0-28 (se 0-09)
2278 1606 2p < 0.00001
5-year risk 19:0% 52:1%
(e) Mastectomy + AC vs BCS + AC, both with RT
82A CRC, UK BT o7 a2 43 07
BWAAFHIMC (00%)y)  (4-2%ly)
83J243 Danish BCG 82TM BT 81068  10/996 02 43
BWAAF4IMC (0.7%fy)  (1:0%ly)
« (e) Subtotal 8/ 13/ 14 —_——
© 1139 1068 & 50 ——0-T3(sE 0-38)
5-year risk 42% 80% 2p=05
& 99% or <T> 95%Cl
[ 05 1.0 15 20

‘More’ Surg. better

‘More’ Surg. worse

§ 1 trial with no data does not contribute to subtotals or to the overall total (allocated ‘More' Surg.: 5708; allocated ‘Less’ Surg.: 5607)
1 In radical arm, mammary nodes optionally removed. In simple arm, accessible axillary nodes optionally removed, but no en bloc dissection.

# IMC = internal mammary chain, Pec = pectoral muscle, Ax = axilla, BT = breast tissue. Surgeries in brackets were not always different between treatment arms.

0 Similar radiotherapy regimens given in BOTH surgeries. BW=breast/chest wall, AF=Axilla/Fossa, IMC=Internal mammary chain.

Ratio of annual death rates

Year Cod s Differences Allocated Allocated Logrank Var
and study name _ Hadlotherapyo -~ More' ‘Less’ O o O ore’ : ‘Less
(a) IMC removal vs not, neither with RT
63D Internat. Co-0p. IMC 208/259 216274 15 912
No RT (803%)  (78.8%)
73D Chicago U. IMC 1427 17128 22 66
No RT (519%)  (60-7%)
M (a) Subtotal 222/ 233 .07 977 —4— 0-99 (se 0-10)
286 302 2p=09
(77-6%) (77-2%)
(b) PecM removal vs not, both same RT or no RT
67C2 Groote Schuur Pec 15/22  18/25 09 60
No RT (68:2%)  (72:0%)
69D Northwest UK Pec 136278 142256 134 646 — .
No RT (489%)  (555%)
76Q2 Berlin-Buch Pec 19/30  15/28 29 64 e
No RT (633%)  (53:6%)
91R1 CAMS China Pec 26011114 208/1112 236 1318 -
RT optnl (233%)  (26:8%)
H ©) Subtotal 430/ 473/ .33.2 208.8 - 0-85 (sE 0-06)
1444 1421 2p =0-02
(29-8%) (33-3%)
(c) AC vs not
58B Addenbrooke's 1 PectAx 74112 78121 22 28 — -
BW+AF+IMC (66-1%)  (645%)
72A WSSA Glasgow Ax 1817 1216 10 31
BW (765%)  (75:0%)
m  (c) Subtotal 87/ 90/ 32 359 109 (se 0-17)
129 137 2p=06
(67-4%) (65-7%)
(d) Mastectomy + AC vs BCS + AC, neither with RT
76B2 NSABP B-06 N+ BT+AX3 134/281 148/287 35 651 —.—
No RT 47.7%)  (51:6%)
B (d) Subtotal 139/ 148/ 35 651 — 0.95(se 0-12)
281 287 2p=07
@7:7%) (516%) P
(e) Mastectomy + AC vs BCS + AC, both with RT
82A CRC, UK BT 1, 13/23 00 51
BW+AF+IMC (50-0%)  (56-5%)
83J24s Danish BCG 82TM BT 53131 57138 23 251 —]
BW+AF+IMC (40.5%)  (429%)
u  (e) Subtotal 64 70 23 301 | 0-93 (se 0-18)
153 156 2p=07
(41-8%) (44.9%)
- 99% or <> 95%Cl
[} 0.5 10 15 20

‘More’ Surg. better | ‘More’ Surg. worse

Any death
Noomtod Logtank varlance Ratio of annual death rates

Year Code Sui Diffet Allocated Allocated rank Variance
and study name ?:d%mmw ‘More'  ‘Less’ LD&E of O-E T 'More": Less’

(a) IMC removal vs not, neither with RT

63D Internat. Co-op. IMC 227/259  239/274 <9 1005
No RT (87:6%)  (87-2%)
73D Chicago U. IMC 15/27 18/28 1.7 69
No RT (556%) (64-3%)
M (a) Subtotal 242 257/ .26 1074 —— 0:98 (se 0-10)
286 302 2p=08
(84-6%) (85:1%)
(b) PecM removal vs not, both same RT or no RT
67C2 Groote Schuur Pec 19/22 22/25 19 77
No RT (86-4%)  (88-0%)
69D Northwest UK Pec 188/278  185/256 83 864 —
NoRT (67-6%)  (72:3%)
76Qz Berlin-Buch Pec 19/30 15/28 29 64 e
No RT (63-3%) (53-6%)
91R1 CAMS China Pec 270/1114 30711112 -22.8 1364 _.__
RT optnl (242%)  (27-6%)
I (®) subtotal 496/ 529/ .23 236.9 ] 0-89 (se 0-06)
1444 1421 2p=0.09
(34:3%) (37-2%)
(c) AC vs not
58B Addenbrooke's 1 Pec+Ax 107/112  108/121 31 465 o=
BW+AF+IMC  (95:5%)  (89-3%)
72A WSSA Glasgow Ax 1317 1216 1.0 31
BW (76:5%)  (75:0%)
m (c) Subtotal 1200 1200 40 496 — - 1.08 (se 0-15)
120 137 2p=06
(93-0%) (87-6%) P
(d) Mastectomy + AC vs BCS + AC, neither with RT
76B2 NSABP B-06 N+ BT+Ax3 149/281  158/287 50 704 — .
No RT (530%)  (55:1%)
W (d) Subtotal 149/ 158/ 50 704 —t 093 (se0-12)
281 287 2p=05
(530%) (55-1%)
(e) Mastectomy + AC vs BCS + AC, both with RT
82A CRC, UK BT 11/22 13/23 00 51
BW+AF+IMC (50-0%)  (56-5%)
83J243 Danish BCG 82TM BT 60/131 62/133 12 280 o=
BW+AF+IMC (45:8%)  (46:6%)
= (e) Subtotal 7‘1!1_.3 715/56 13 330 096 (se 0-17)
2p =0
(46-%) (48-1%) p=08
i 99% or <> 95% Cl
] 05 10 15 2.0

‘More’ Surg. better | ‘More’ Surg. worse



Webfigure 10a: Surgery versus ‘less’ surgery plus radiotherapy, in women with node-negative disease

(event rate ratios, one line per trial)

Isolated local recurrence

Events/woman-years Surgery events

Code Surgery Difterences Allocated Allocated Logrank Veriance Ratio of annual event rates
and. ‘study name diotherapy0 ~ Surgery E  of O-E : 0.
(a) Nodal surgery vs RT
51A Copenhagen Ax+Pec+MC 39/2566 49/2527 -39 194 ]
BW+AF+IMC (1:5%/y)  (1:9%fy)
64D1 SE Scotland Ax+Pec 26/2880 21/2204 05 13
BWA+AF4+IMC (0 Q%Iy) (1:0%ly)
71C NSABP B-04 Ax+Pec 18/3896 87 130 4+
BW+AF+IMC (0 e%ly) (05%ly)
72A WSSA Glasgow 15/510  13/483 00 67
BW&AF (29%ly)  (@7%ly)
80Y Edinburgh Ax2+3 81461 91442 04 40
BW+AF4+IMC (0-5%/y)  (0-6%ly)
82K Ins.Curie Paris Ax 34/2126 39/2045 16 175 — =
BWS(AF)(IMC)(1:6%/y)  (1:9%ly)
N (a) Subtotal 157/ 149 33 719 ——105 (se 0-12)
13492 12597 2p=07
5-year risk 10°8% 9°6%
(b) Mastectomy + AC vs BCS alone + RT
61E Guy's London BT+Ax+Pec 353267 81/2383 -295 264  —m——
BWHAFHMC (1-1%/)  (3-4%ly)
u  (b) Subtotal 35/ 81/ 295 264  <r— 0-33 (se 0-12)
3267 2383 2p < 0-00001
5-year risk 6°4% 25°3%
(c) Mastectomy vs BCS + RT, both with AC
72G IGR Villejuif BT(Ax2+3)  4/867 5912 02 21
BWS (05%ly)  (0-5%ly)
73E1 INT Milan 1 BT+Pec 54119  27/3891 114 79 —a——
BWS (01%»fy)  (0-7%ly)
76B NSABP B-06 BT+Ax3 45/4855  79/4631 -164 289 —_—
BW (0:9%/fy)  (1-7%ly)
79J NCI Bethesda BT 05858 16/793 79  3Te——
BWS (0-0%/y)  (2:0%ly)
80G EORTC 10801 BT+(Pec) 14/2633  23/2577 -50 92 —_—
BWSHAF  (05%Y) (0:9%f)
83J1 Danish BCG 82TM BT 19/2622  15/2824 22 84
BW+S (0-7%ly)  (0-5%ly)
84A3 GBSG 01 Germany ~ BT 4/280  1/207 10 14
BWS(AF)(IMC)(1-4%/y)  (0:5%ly)
B (c) Subtotal 91/ 166/  37.8 613 _ 0-54 (se 0-10)
16234 15835 2p < 0-00001
5-year risk 53% 86%
- 99% or <T> 95%Cl
[} 05 1.0 15 20
Surgery better Surgery worse

+ Surgery comparison was conservative surgery with axillary clearance versus conservative surgery alone.

$ IMC = internal mammary chain, Pec = pectoral muscle, Ax = axilla, BT = breast tissue. Surgeries in brackets were not always different between treatment arms.

0 Women receiving more surgery were elther given no radiotherapy or the less radical

i regimen.
AF=Axilla/Fossa, IMC=Interal mammary chain. Site(s) in brackets were not always treated

wall, S=scar (as site of RT boost),

Breast cancer mortallt);

?O%DMM;;IOOB# Alloemd Allomd Lo llnk Vlrlnlwo

Ratio of annual death rates
K Radio.

Any death

-mi lmdy name urgery :
(a) Nodal surgery vs RT
51A Copenhagen Ax+Pec+MC 110/205 136/231  -136 541 — .
BW+AF4IMC  (53.7%)  (58-9%)
64D1 SE Scotland Ax+Pec 90/199  95/180 116 425 —
BW+AF4IMC  (452%)  (52:8%)
71C NSABP B-04 Ax+Pec 155/389 169/386 78 744 — .
BW+AF4IMC  (39-8%)  (43-8%)
72A WSSA Glasgow Ax 56/101  42/85 55 214 _— >
BW+AF (554%)  (49-4%)
80Y Edinburgh Ax2+3 30/123  29/116 08 140 —
BW+AFHIMC  (24-4%)  (25:0%)
82K Ins.Curie Pars ~ t Ax 20/326  43/331 70 173 —
BWS(AF)(IMC) (8:9%)  (13:0%)
Il (@ Subtotal 470/ 514/ 353 223.6 —_ 0-85 (s 0-06)
1343 1329 2p =002
(35-0%) (38:7%)
(b) Mastectomy + AC vs BCS alone + RT
61E Guy's London BT+Ax+Pec 122/241 142/233  -138 588 -
BW+AF+IMC  (50.6%)  (60-9%)
B (b) Subtotal 1223111 1422313 13.8 588 S 0-79 (se 0-12)
2p=0.07
(50-6%) (60-9%) P
(c) Mastectomy vs BCS + RT, both with AC
72G IGR Villejuif BT(AX2+3)  25/59  17/58 44 98 - . 5
BWS (424%)  (29-3%)
78E+ INT Milan 1 BT+Pec 621263 72/257 50 323 —.
BWS (236%)  (28:0%)
768 NSABP B-06 BT+AX3 131432 141454 11 652 — .
BW (30:3%)  (31:1%)
79J NC Bethesda BT 174 1978 32 72 R
BWS (149%)  (24-4%)
80G EORTC 10801 BT+(Pec) 74274  86/271 63 384 —-
BWS+AF  (27:0%)  (31-7%)
83J1 DanishBCG82TM BT 66/289  58/289 68 296 _——
BW:S (228%)  (20-1%)
84A3 GBSG 01 Germany BT 341 0/31 11 07
BWS(AF)(IMC) (7:3%)  (0-0%)
I (c) Subtotal 372/ 393  .3.2 1831 —+ 0.98 (se 0-07)
1432 1438 2p=08
(26-0%) (27-3%)
W 99%or <> 95%CI
0 05 1.0 15 2.0
Surgery better Surgery worse

+ Surgery comparison was conservative surgery with axillary clearance versus conservative surgery alone.

Deaths/Women  Surgery deaths
Year Code Surgery Difforonces: Allocated Allocated Logrank Variance Ratio of annual death rates
and study name adlotherapy0 ~ Surgery ~ Radio. E  of O-E Surgery : Radio.
(a) Nodal surgery vs RT
51A Copenhagen Ax+PectMC 199/205 225231 283 927 —.—
BWAAF4+IMC  (97-1%)  (97-4%)
64D1 SE Scotland Ax+Pec 143199 143180 175 657 — .
BWHAFHIMC  (71:9%)  (79-4%)
71C NSABP B-04 Ax+Pec 250/389 271386  -86 1222 —.—
BW+AF4IMC  (66:6%)  (70-2%)
72A WSSA Glasgow Ax 56/101  42/85 55 214 B B
BW4AF (65-4%)  (49-4%)
80Y Edinburgh Ax2+3 53123  47/116 46 233 —_—t-
BW+AFHIMC  (43-1%)  (40-5%)
82K Ins.Curie Parls ~ t Ax 20/326  43/331 70 173 —.
BWS(AF)(IMC) (89%)  (13.0%)
[l @ subtotal 739 771 462 3426 —_ 0-87 (s 0-05)
1343 1329 2p =0-01
(55-0%) (58-0%)
(b) Mastectomy + AC vs BCS alone + RT
61E Guy's London BT+Ax+Pec  178/241  185/233 -138 807 —;——
BW+AFHIMC  (73.9%)  (79-4%)
M (b) Subtotal 178/ 185/ 438 807 —_ 0-84 (se 0-10)
241 233 2p =01
(73-9%) (79-4%)
(c) Mastectomy vs BCS + RT, both with AC
72G IGR Villejuif BT(Ax2+3)  27/59  17/58 53 108 _t -
BWS (458%)  (29-3%)
73E1 INT Milan 1 BT+Pec 1091263 1141257 -39 527 —.
BWS (414%)  (44-4%)
76B NSABP B-06 BT+AX3 169/432 186/454 57 856 — .
BW (39-1%)  (41:0%)
79J NCI Bethesda BT 1374 2178 31 82 _—
BWS (176%)  (26:9%)
80G EORTC 10801 BT+(Pec)  87/274 99271  -43 439 ——
BWS+AF  (31-8%)  (36:5%)
83J1 DanishBCG 82TM BT 83289  69/289 110 364 ———
BW:S (287%)  (239%)
84As GBSG 01 Germany ~ BT 5/41 4/31 04 21
BWS(AF)(IMC)(12:2%)  (12:9%)
Il () Subtotal 493/ 510/ .14 239.3 — 1.00 (se 0-06)
1432 1438 2p=09
(34-4%) (35-5%)
i 99% or <t> 95%Cl
[] 05 1.0 15 20
Surgery better Surgery worse

+ Surgery comparison was conservative surgery with axillary clearance versus conservative surgery alone.



Webfigure 10b: Surgery versus ‘less’ surgery plus radiotherapy, in women with node-positive disease
(event rate ratios, one line per trial)

Isolated local recurrence

Events/woman-years Surgery events

Ratio of annual event rates

Year Code Surgery Differences Allocated Allocated Logrank Variance
and study name Surgery  Radio. of O-E urgery : Radio.
(a) Nodal surgery vs RT
51A Copenhagen Ax+PectMC  89/411  65/393 53 150 —_—t -
BWAAF+IMC (21-7%ly) (16:5%/y)
64D1 SE Scotland Ax+Pec 24/943  17/878 29 98 -
BWAAF+IMC (25%ly)  (1-9%ly)
70A2 Manchester RBS2  Ax+(Pec)  48/997 41/1113 67 199 _—t-—
BWAAF+IMC (48%fy)  (37%ly)
71C NSABP B-04 Ax+Pec 5/2268 42/2005 05 208 -
BWAAF+IMC (20%fy)  (21%fy)
72A WSSA Glasgow Ax 3/69 141 05 09
BW4AF (43%ly)  (2:4%ly)
72H CMN Mexico Ax+Pec 19/867  12/955 38 78 _—
Unknown (22%ly)  (1-3%ly)
76Q1 Berlin-Buch IMC /357 /431 04 07
Peripheral  (06%/y)  (0-5%ly)
80Y Edinburgh Ax2+3 18/646  10/835 51 65 B E—
BW+AF+IMC (28%fy)  (1-2%ly)
M (a) Subtotal 248/ 190/ 241 810
@ 6558 6671 T35 (se 0-13)
5-year risk 276% 21+8% 2p =0-007
(b) Mastectomy + AC vs BCS alone + RT
61E Guy's London BT+Ax+Pec  17/873  81/519  -105 108 —e——
BW+AF4IMC  (1:9%fy)  (6:0%/y)
+  (b) Subtotal 17 81U 405 108 ——— 0-38 (se 0-19)
873 51 2p = 0001
5-year risk 158% 35°5%
(c) Mastectomy vs BCS + RT, both with AC
72G 1GR Villejuif BT(AX2+3)  1/857 5872 46 12
BWS+AF+IMC(O SWy) (1:3%/y)
73E1 INT Milan 1 +Pec 31102 41382 03 17
awsmmmc (0-3%ly)  (0-3%ly)
768 NSABP B-06 BT+AX3 3612322 1822314 92 130 T —
BW (1:6%/y)  (0-8%ly)
79J NCI Bethesda BT o401 7/409 87 AT —
BWS+AF+IMC (0:0%)  (1-7%ly)
80G EORTC 10801 BT+(Pec)  7/1222 1271361 19 46
BWS+AF+IMC (06%fy)  (0-9%ly)
»  (c) Subtotal a7l a6/ 18 222 —F——108"
© 5404 5838 08 (se 0-22)
5-year risk 9%  47% 2p=07
W 99% or <t> 95%Cl
0 05 10 15 20
Surgery better Surgery worse

1 IMC = internal mammary chain, Pec = pectoral muscle, Ax = axilla, BT = breast tissue. Surgeries in brsckow were not always different between treatment arms
regimer

0 Women receiving more surgery were either given no

or the less radical

wall, S=scar (as site of RT boost)

AF=Axilla/Fossa, IMC=Internal mammary chain. Site(s) in brackets were not always treated

Breast cancer mortality

Surgery deaths

Ratio of annual death rates

Year Code Surgery Differences Almmd Allocated Logrank Varlance
and study name Radio. urgery : Radio.
(a) Nodal surgery vs RT
51A Copenhagen Ax+Pec+MC 116/129  88/101 55 878 — -
BWsAF+IMC (89.9%)  (87-1%)
64D1 SE Scotland Ax+Pec 57/89  61/93 56 267 —
BW+AF+IMC (64-0%)  (65:6%)
70A2 Manchester RBS2  Ax+(Pec)  100/149 112/159  -28  46.0 —
BW+AF+IMC (67-1%)  (704%)
71C NSABP B-04 Ax+Pec 186/301 187/305 45 826 — .
BW+AF+IMC (61:8%)  (613%)
72A WSSA Glasgow Ax 1317 79 05 33
BWA+AF (76:5%)  (77-8%)
72H CMN Mexico Ax+Pec 55126 49/130 37 237 B
Unknown (43.7%)  (37-7%)
76Q1 Berlin-Buch IMC 2352 13/51 67 81 4
Peripheral  (44-2%)  (26:5%)
80Y Edinburgh Ax2+3 4280 41787 31 189 — -
BWAF4+IMC (525%)  (471%)
Il (@ subtotal 592/ 558/ 6.7 247.2 = 1-03 (se 0-06)
943 935 2p=07
(62:8%) (59-7%)
(b) Mastectomy + AC vs BCS alone + RT
61E Guy's London BT+Ax+Pec 5385 5471 62 236 —
BWHAFHIMC  (62:4%)  (76-1%)
u  (b) Subtotal 53/ 54/ 62 236 . 0-77 (se 0-18)
85 7 2p=02
(62-4%) (76-1%)
(c) Mastectomy vs BCS + RT, both with AC
72G IGR Villejuif BT(AX2+3)  16/32  18/30 05 76
BWS+AF+IMC (50 0%)  (600%)
73E1 INT Milan 1 BT+Pec 35/06 44 174 —t -
BWS+AF+IMC (45 3%)  (368%)
768 NSABP B-06 BT A3 134/281 1262277 68 603 —
(47:7%)  (45:5%)
79J NCI Bethesda 27149 23/48 20 107 -
BwsﬂxF.lmc (551%)  (47:9%)
80G EORTC 10801 BT+(Pec) 731162 116195 137 424 —
BWS+AF+IMC (451%)  (595%)
B (c) Subtotal 289/ 318/ .1.0 1381 —— 0-99 (se 0-08)
610 645 2p=09
(47-4%) (49-3%)
W 99% or <t> 95%Cl
0 05 1.0 15 2.0
Surgery better Surgery worse

% IMC = internal mammary chain, Pec = pectoral muscle, Ax = axilla, BT = breast tissue. Surgeries in brackets were not always different between treatment arms

Any death

Deaths/Women  Surgery deaths .
Year Code Differencet Allocated Allocated Logrank Variance Ratio of annual death rates
and sty mame~Helotmerapys rgery  Radio. of O-E urgery : Radio.
(a) Nodal surgery vs RT
51A Copenhagen Ax+PectMC 120/129 101101 51 427 — -
BWAAF+IMC (100.0%) (100-0%)
64D1 SE Scotland Ax+Pec 72/89 77193 63 341 B e
BW+AF+IMC (809%)  (82:6%)
70A2 Manchester RBS2  Ax+(Pec)  126/149 140/159 54 586 — -
BW4AF+IMC  (846%)  (881%)
71C NSABP B-04 Ax+Pec 244/301 244/305 83 1094 —m—
swmﬁnmc (811%)  (800%)
72A WSSA Glasgow Ax 1317 79 05 33
BW4AF (765%)  (77:8%)
72H CMN Mexico AxtPec 56/126 491130 40 239 —
Unknown  (444%)  (37.7%)
76Q1 Berlin-Buch MC 23552 1351 67 81 -+
Peripheral  (442%)  (255%)
80Y Edinburgh Ax2+3 52/80  54/87 10 234 -—
BW+AF+IMC (650%)  (621%)
[l (@ subtotal 715/ 685/ .27 3035 L 0.99 (s 0-06)
943 935 2p=09
(75-8%) (73-3%)
(b) Mastectomy + AC vs BCS alone + RT
61E Guy's London BT+AxsPec  82/85  64/71 43 309 —
BW4AF+IMC (965%)  (90-1%)
m  (b) Subtotal B?és 6‘!,/1 4.3 309 —_ 0-87 (se 0-17)
2p=04
(965%) (901%) P
(c) Mastectomy vs BCS + RT, both with AC
72G IGR Villejuif BT(AX2+3) 19532 18/30 08 83
BWS+AF+IMC (594%) ~ (60-0%)
78E1 INT Milan 1 BT+Pec 4386 42/95 34 197 B
BWS+AF+IMC (500%)  (44-2%)
768 NSABP B-06 BT+AX3 149281 141277 62 674 — .
BW (53.0%)  (509%)
79J NCI Bethesda BT 20149 25/48 21 117 -—
BWS+AF+IMC (59- 2%) (521%)
80G EORTG 10801 BT+(Pec) 85162 1211195 -102 465 — -
BWS+AF+IMC (52- 5%) (621%)
H (c) Subtotal 325/ 3471 23 153.6 —— 1.01 (se 0-08)
610 64! 2p=09
(53:3%) (53.8%) P
4 99% or <> 95%Cl
[ 05 1.0 15 20
Surgery better Surgery worse

# IMC = internal mammary chain, Pec = pectoral muscle, Ax = axilla, BT = breast tissue. Surgeries in brackets were not always different between treatment arms






