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Study Sample size Weight, % Risk ratio (95% Cl)
Randomized controlled trial
Torresan et al.’ 85 46.2 0.56 (0.37-0.85) .
Freeman et al.2 73 53.8 0.97 (0.75-1.26)

|
Overall for RCTs 158 100 0.75 (0.43-1.34) |

Nonrandomized controlled trial

Nishiki et al.® 36 29.3 1.20 (0.98-1.48) |
Temple et al.* 65 16.7 0.55 (0.24-1.24)

Paredes et al.® 208 28.4 0.81 (0.63-1.06)

Taylor et al.® 101 25.6 0.52 (0.35-0.78) ‘

Overall for nRCTs 410 100 0.76 (0.47-1.24)

0.1 1.0 100
Fig. S1. Relative risk of sensory deficit after intercostobrachial nerve dissection (control

surgery) or preservation (experimental surgery) in randomized (RCTs) and nonrandomized
trials (NRCTs).

Study Sample size Weight, % Risk ratio (95% Cl)

Randomized controlled trial

Mansel et al.” 954 28.2 1.00 (0.35-2.82)
Veronesi et al.® 516 28.1 0.45 (0.61-1.28)
Zavango et al.® 697 43.8 1.53 (0.79-2.96)
Overall for RCTs 2167 100 0.96 (0.47-1.97)
Nonrandomized controlled trial

Haid et al.™ 298 100 0.44 (0.16-1.20)
Overall for nRCTs 298 100 0.44 (0.16-1.20)

0.1 1.0 10.0

Fig. S2. Relative risk of death after axillary lymph node dissection (control surgery) or
sentinel lymph node biopsy (experimental surgery) in randomized (RCTs) and
nonrandomized trials (nRCTs).



Appendix 1 to Edwards JP, Kelly EJ, LinY, et al. Meta-analytic comparison of randomized and
nonrandomized studies in breast cancer surgery. Can J Surg 2012.

DOI: 10.1503/cjs.023410
Copyright © 2012, Canadian Medical Association or its licensors.

Risk ratio Sample
(95% Cl) Size % Weight
Randomized Controlled Trials
Mansel (2006) » 0.25 (0.03,2.22) 954 6.3
Veronesi (2006) 0.88 (0.46,1.69) 516 41.6
Zavango (2008) 1.42 (0.85,2.38) 697 52.1
Overall for RCT (95% Cl) 3 1.04 (0.59,1.85) 2167 100
Non-randomized Studies
Naik (2004) . 0.36 (0.08,1.62) 3472 13.6

Haid (2006) 1 0.29 (0.12,0.68) 298 413
Takel (2007) 1 0.39 (0.17,0.89) 586 452

Giuliano (2000) (Excluded) 0.0
Overall for non-RCT (95% CI) —_ 0.34 (0.20,0.59) 4356 100
| | |
A 1 10
Risk ratio

Fig. $3. Relative risk of recurrence after axillary lymph node dissection (control surgery) or sentinel lymph node biopsy
(experimental surgery) in randomized (RCTs) and nonrandomized trials (nRCTs).



Appendix 1 to Edwards JP, Kelly EJ, LinY, et al. Meta-analytic comparison of randomized and
nonrandomized studies in breast cancer surgery. Can J Surg 2012.

DOI: 10.1503/cjs.023410
Copyright © 2012, Canadian Medical Association or its licensors.

Risk ratio Sample % Weight
Randomized Controlled Trials (95%Cl) Size

Purushotham (2005) 0.64 (0.53,0.78) 298 59.9

Fleissig (2006) 0.46 (0.32,0.66) 829 40.1

Non-Randomized Studies

Husen (2006) 059 (0.37,0.93) 370 100

Overall for RCTs (95% Cl) <> 056 (0.40,0.79) 1127 100

Overall for non-RCTs (95% ClI) 0.59 (0.37,0.93) 370 100

| |
A 1 10

Risk ratio

Fig. S4. Relative risk of axilllary numbness after axillary lymph node dissection (control surgery) or sentinel lymph node
biopsy (experimental surgery) in randomized (RCTs) and nonrandomized trials (hnRCTs).
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Randomized Controlled Trials

Fleissig (2006) .

Overall for RCTs (95% Cl) <>

Non-Randomized Studies

Husen (2006) .

Overall for non-RCTs (95% Cl) <>

Risk ratio
(95% CI)

0.50 (0.33,0.77)

0.50 (0.33,0.77)

0.60 (0.36,1.02)

0.60 (0.36,1.02)

10
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Size
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100

100

100
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Fig. S5. Relative risk of arm swelling after axillary lymph node dissection (control surgery) or sentinel lymph node biopsy
(experimental surgery) in randomized (RCTs) and nonrandomized trials (nRCTs).
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Randomized Controlled Trials

Fleissig (2006) .

Overall for RCTs (95% Cl)

Non-Randomized Studies

Husen (2006) .

Overall for non-RCTs (95% Cl) Q

Risk ratio
(95% ClI)

0.73 (0.45,1.19)

0.73 (0.45,1.19)

0.51 (0.35,0.74)

051 (0.35,0.74)

Risk ratio

|
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Fig. S6. Relative risk of reduced arm mobility after axillary lymph node dissection (control surgery) or sentinel lymph

node biopsy (experimental surgery) in randomized (RCTs) and nonrandomized trials (hnRCTs).
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Risk ratio

Risk ratio Sample
(95% Cl) Size
Randomized Controlled Trials
Veronesi (2002) | | 102(0.86,1.20) 701
Arrigada (2003) +, 0.79 (0.57,1.09) 179
Poggi (2003) 1.12(0.84,1.48) 237
Fischer (2003) 097(091,1.04) 1444
Overall for RCTs (95% CI) 0.98 (0.92,1.04) 2561
Non-Randomized Studies
Devitt (1962) 0.97 (0.77,1.21) 340
Rissanen (1969) 1.01 (0.83,1.24) 1008
Romsdahl (1983) 0.97 (0.89,1.06) 468
Kindermann (1985) . 0.16 (0.06,0.43) 961
Hermann (1993) 1.02 (0.93,1.10) 1977
Halverson (1993) 0.48 (0.05,4.38) 168
Voogd (1996) 0.73 (0.56,0.93) 921
Noguchi (1997) - 0.23 (0.05,0.98) 284
Rauschecker (1998) 1.01 (0.96,1.07) 1036
Fan (2006) ‘ 0.67 (0.14,3.26) 381
Overall for non-RCTs (95% Cl) & 0.94(0.84,1.04) 7544
\ |
A 1 10

% Welght

13.7
3.6
4.7

78.1

100

11.4
12.9
20.4
1.1
20.7
0.2
10.1
0.5
22.3
0.4

100

Fig. S7. Relative risk of death after mastectomy (control surgery) versus breast conserving therapy (experimental
surgery) in randomized (RCTs) and nonrandomized trials (nRCTs).
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Risk ratio Sample o, \eight
. . (95% Cl) Size
Randomized Controlled Trials
Veronesi (2002) . 372(1738.00) 701 77
Poggi (2003) . 52.75(3.25,85479) 179 16.1
Fischer (2003) . 0.28(0.16,0.47) 237 28.6
Artigada (2003) . 1.61(0.73,3.52) 1444 276
Overall for RCT (95% Cl) <i> 2.15(041,11.34) 2561 100
Non-randomized Studies

Rissanen (1969)
Romsdan (1983) J! 1.33 (1.02,1.75) 1008 13.0
Kindermann (1985) T 0.91 (0.50,1.66) 922 8.2
Matthews (1988) 7{ 1.39 (0.82,2.37) 1139 9.1
Dunn (1991) . 1.30 (0.86,1.97) 1161 10.9
Hermann (1993) l . 0.59 (0.04,9.15) 86 0.8
Voogd (1996) ! 1.52 (1.11,2.07) 1977 12.4
Rauschecker (1998) ; 0.86 (0.68,1.08) 921 13.6
Arrigada (2002) i . 1.08 (0.67,1.76) 1036 9.7
Fan (2006) - 2.78 (179,433) 2006 10.4
Geiger (2007) u 1.50 (0.34,6.60) 381 24
Noguchi (1997) 0.61 (0.37,0.99) 1616 9.6
(Excluded) 284 0.0

Overall for non-RCT (95% Cl) 3
1.21 (0.94,156) 12537 100
[ | [ -
A 1 10

Risk ratio

Fig. S8. Relative risk of recurrence after mastectomy (control surgery) versus breast conserving therapy (experimental
surgery) in randomized (RCTs) and nonrandomized trials (nRCTs).
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Risk ratio Sample % Weight
(95% Cl) Size

Randomized Controlled Trials

Freitas-Junior (2006) I 0.89(0.50,1.61) 426 100

Overall for RCTs (95% Cl) i 0.89(0.50,1.61) 426 100

Non-Randomized Studies

Muscolino (1988) 1.05 (0.59,1.86) 211 45.3
Markandoo (1998) 0.88(0.52,1.48) 578 54.7
Overall for non-RCTs (95% Cl) 0.95(0.65,1.40) 789 100
| | |
iy 1 10

Risk ratio

Fig. $9. Meta-analysis of total number of lymph nodes removed modified radical mastectomy with the pectoral muscle
dissected (control surgery) versus preserved (experimental surgery) in randomized (RCTs) and nonrandomized trials
(nRCTs).
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Risk ratio Sample % Weight
(95% Cl) Size

Randomized Controlled Trials

Freitas-Junior (2006) . 1.11(0.71,1.74) 426 100

Overall for RCTs (95% Cl) ‘ 1.11(0.71,1.74) 426 100

Non-Randomized Studies

Hoefer (1990) I 1.00 (0.42,2.36) 101 100

Overall for non-RCTs (95% Cl) 100 (0.42,2.36)
. .42,2. 101 100

| | |
A 1 10

Risk ratio

Fig. $10. Relative risk of complications after modified radical mastectomy with the pectoral muscle dissected (control
surgery) versus preserved (experimental surgery) in randomized (RCTs) and nonrandomized trials (nRCTs).
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