Figure S1. Funnel plot of publication bias in the meta-analysis
of hormone replacement therapy use and breast cancer
mortality.
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Figure S2. Forest plot of the association between hormone replacement therapy use and breast cancer mortality, restricted to
studies reporting hazard ratios. exp(ES), exponentiated effect size (expressed as hazard ratio); LNN, lymph node negative; LNP,
lymph node positive.

exp(ES) Weight

Study with 95% Cl (%)
Manson et al, 2018 0.55(0.33, 0.92) 3.23
Sener et al, 2009 0.44 (0.26, 0.73) 3.24
Fletcher et al, 2005 0.64 (0.41, 1.00) 3.62
Alonso-Molero et al, 2022 0.77 (0.38, 1.56) 2.33
Rossouw et al, 2002 1.26 (0.83, 1.92) 3.78
Godina et al, 2020 0.81(0.55, 1.19) 3.99
Schairer et al, 1999 LNN <5 years Past 0.80(0.43, 1.50) 2.65
Schairer et al, 1999 LNN <5 years Current 0.60 (0.30, 1.20) 2.36
Schairer et al, 1999 LNN 5-10 years Past 0.70 (0.40, 1.21) 3.03
Schairer et al, 1999 LNN 5-10 years Current 0.40 (0.20, 0.80) 2.36
Schairer et al, 1999 LNN =10 years Past 1.20 (0.59, 2.45) 2.28
Schairer et al, 1999 LNN =10 years Current 0.60(0.22, 1.64) 1.43
Schairer et al, 1999 LNN >12 years Past —— 1.80 (0.78, 4.17) 1.85
Schairer et al, 1999 LNN 212 years Current T 2.20(0.92, 529) 1.75
Schairer et al, 1999 LNP <5 years Past 0.50(0.29, 0.87) 3.03
Schairer et al, 1999 LNP <5 years Current 0.50(0.31, 0.82) 3.35
Schairer et al, 1999 LNP 5-10 years Past 1.60 (0.91, 2.82) 2.94
Schairer et al, 1999 LNP 5-10 years Current 1.20 (0.63, 2.30) 2.55
Schairer et al, 1999 LNP =10 years Past 1 1.20 (0.60, 2.40) 2.36
Schairer et al, 1999 LNP >10 years Current —a— 0.80 (0.34, 1.90) 1.77
Schairer et al, 1999 LNP =12 years Past —®—-4.40(1.67, 11.59) 1.51
Schairer et al, 1999 LNP 212 years Current 1.90 (0.62, 5.86) 1.20
Newcomb et al, 2008 0.87 (0.78, 0.98) 5.56
Hellmann et al, 2010 0.64 (0.43, 0.96) 3.89
Rosenberg et al, 2008 0.63 (0.42, 0.95) 3.85
Reding et al, 2011 0.93 (0.68, 1.27) 4.47
Stahlberg et al, 2005 1.97 (1.14, 3.41) 3.03
Chlebowski et al, 2013 1.32(0.90, 1.93) 4.02
Holm et al, 2014 0.55(0.37, 0.83) 3.84
Obi et al, 2016 0.72(0.53, 0.97) 4.53
Chen et al, 2005 Stage | 1.23(0.72, 2.10) 3.11
Chen et al, 2005 Stage | 1.01(0.72, 1.41) 4.32
Pentti et al, 2006 <5 years 0.96 (0.32, 2.85) 1.27
Pentti et al, 2006 5-10 years — 2.62(0.98, 7.00) 1.48
Overall 0.88 (0.77, 1.01)

Heterogeneity: 1°=0.09, I°’=62.98%, H*=2.70
Test of 6,=6;: Q(33)=89.15, P<0.01
Test of 6=0: z=-1.75, P=0.08

Random-effects DerSimonian-Laird model




Figure S3. Forest plot of the association between hormone replacement therapy use and breast cancer mortality, restricted to
studies reporting risk ratios. exp(ES), exponentiated effect size (expressed as risk ratio).

exp(ES) Weight

Study with 95% Cl (%)
Schuetz et al, 2007 —— 0.62(0.39, 0.99) 7.75
Grodstein et al, 1997 — 0.76 (0.56, 1.03) 12.64
Ettinger et al, 1996 - 1.89(0.43, 8.33) 1.14
Jernstrom et al, 1998 . 3 0.78 (0.65, 0.93) 17.46
Beral et al, 2003 HIl- 1.22(1.00, 1.48) 16.76
Sellers et al, 1997 1. <5 years = 1.91(0.64, 5.70) 2.01
Sellers et al, 1997 2. 5-10 years —— 0.92 (0.55, 1.54) 6.88
Bonnier et al, 1998 = 0.48 (0.24, 0.98) 4.30
Sturgeon et al, 1995 —lH 0.70(0.49, 0.99) 11.04
Willis et al, 1996 , 0.84 (0.75, 0.94) 20.02
Overall @ 0.84 (0.72, 0.99)
Heterogeneity: °=0.03, 1°=61.11%, H’=2.57

Test of 8;=6;: Q(9)=23.14, P=0.01

Test of 6=0: z=-2.08, P=0.04

14 1/2 1 2 4 8

Random-effects DerSimonian-Laird model



Figure S4. Forest plot of the association between hormone replacement therapy use and breast cancer mortality, restricted to
studies reporting odds ratios. exp(ES), exponentiated effect size (expressed as odds ratio).

exp(ES) Weight

Study with 95% ClI (%)
Pocobelli et al, 2014 —-if 1.00(0.82, 1.22) 48.01
Norman et al, 2010 <3 years =] 0.79(0.52, 1.21) 11.07
Norman et al, 2010 <3 years 2 0.86 (0.54, 1.36) 9.25
Norman et al, 2010 >3 years & 0.96 (0.50, 1.85) 4.57
Norman et al, 2010 >3 years = 0.81(0.57, 1.15) 16.02
Magnusson et al, 1996 - 0.74 (0.49, 1.13) 11.07
Overall i 0.90 (0.78, 1.03)
Heterogeneity: 1°=0.00, 1°=0.00%, H*=1.00

Test of 8;=0;: Q(5)=2.65, P=0.75

Test of 6=0: z=-1.52, P=0.13

Random-effects DerSimonian-Laird model



Figure S5. Forest plot of the association between hormone replacement therapy use and breast cancer mortality comparing
adjusted vs. unadjusted studies. exp(ES), exponentiated effect size (expressed as odds ratio); LNN, lymph node negative; LNP,
lymph node positive.

exp(ES) Weight

Study with 95% CI (%)
Adjusted analysis

Sener et al, 2009 —— 0.44 (0.26, 0.73) 1.75
Fletcher et al, 2005 0.64 (0.41, 1.00) 2.02
Schuetz et al, 2007 0.62 (0.39, 0.99) 1.91
Alonso-Molero et al, 2022 — 0.77 (0.38, 1.56) 1.17
Rossouw et al, 2002 l— 1.26 (0.83, 1.92) 2.14
Godina et al, 2020 — 0.81(0.55, 1.19) 2.30
Grodstein et al, 1997 0.76 (0.56, 1.03) 2.75
Ettinger et al, 1996 —s——  1.89(0.43, 8.33) 0.34
Jernstrom et al, 1998 0.78 (0.65, 0.93) 3.41
Schairer et al, 1999 LNN <5 years Past — 0.80 (0.43, 1.50) 1.37
Schairer et al, 1999 LNN <5 years Current L 0.60 (0.30, 1.20) 1.19
Schairer et al, 1999 LNN 5-10 years Past —+ 0.70 (0.40, 1.21) 1.61
Schairer et al, 1999 LNN 5-10 years Current —a— 0.40 (0.20, 0.80) 1.19
Schairer et al, 1999 LNN 210 years Past — i 1.20 (0.59, 2.45) 1.14
Schairer et al, 1999 LNN >10 years Current - 0.60 (0.22, 1.64) 0.67
Schairer et al, 1999 LNN =12 years Past = 1.80 (0.78, 4.17) 0.90
Schairer et al, 1999 LNN >12 years Current — 2.20(0.92, 5.29) 0.84
Schairer et al, 1999 LNP <5 years Past —— 0.50 (0.29, 0.87) 1.61
Schairer et al, 1999 LNP <5 years Current —— 0.50 (0.31, 0.82) 1.83
Schairer et al, 1999 LNP 5-10 years Past —— 1.60(0.91, 2.82) 1.55
Schairer et al, 1999 LNP 5-10 years Current —ril— 1.20 (0.63, 2.30) 1.30
Schairer et al, 1999 LNP 210 years Past —r i 1.20 (0.60, 2.40) 1.19
Schairer et al, 1999 LNP 210 years Current 0.80(0.34, 1.90) 0.85
Schairer et al, 1999 LNP 212 years Past —&— 4.40(1.67, 11.59) 0.72
Schairer et al, 1999 LNP =12 years Current 1.90(0.62, 5.86) 0.56
Newcomb et al, 2008 | | 0.87 (0.78, 0.98) 3.71
Hellmann et al, 2010 — 0.64 (0.43, 0.96) 2.22
Rosenberg et al, 2008 — 0.63(0.42, 0.95) 219
Pocobelli et al, 2014 1.00(0.82, 1.22) 3.29
Reding et al, 2011 —E 0.93 (0.68, 1.27) 2.68
Stahlberg et al, 2005 —a— 1.97 (1.14, 3.41) 161
Chlebowski et al, 2013 il 1.32(0.90, 1.93) 232
Holm et al, 2014 —l— 0.55(0.37, 0.83) 2.18
Obi et al, 2016 0.72(0.53, 0.97) 2.74
Chen et al, 2005 Stage | Hl— 1.23(0.72, 2.10) 1.66
Chen et al, 2005 Stage I 1.01(0.72, 1.41) 255
Pentti et al, 2006 <5 years 0.96 (0.32, 2.85) 0.59
Pentti et al, 2006 5-10 years 2.62(0.98, 7.00) 0.70

Norman et al, 2010 <3 years
Norman et al, 2010 <3 years

079(0.52, 1.21) 212
0.86 (0.54, 1.36) 1.95
0.96 (0.50, 1.85) 1.28
0.81(0.57, 1.15) 2.48
122(1.00, 1.48) 3.33
191(0.64, 570) 059
092(0.55, 154) 173
0.70 (0.49, 0.99) 2.50
0.84(0.75, 0.94) 3.71
0.88 (0.80, 0.97)

Norman et al, 2010 >3 years

Norman et al, 2010 >3 years

Beral et al, 2003

Sellers et al, 1997 <5 years

Sellers et al, 1997 5-10 years

Sturgeon et al, 1995

Willis et al, 1996

Heterogeneity: 1°=0.04, 1°=57.82%, H*=2.37
Test of 8=6,: Q(46)=109.06, P<0.01

Test of 8=0: z=-2.70, P=0.01

Unadjusted analysis

Manson et al, 2018

Schuetz et al, 2007

Rossouw et al, 2002

Godina et al, 2020

Grodstein et al, 1997

Bonnier et al, 1998

Magnusson et al, 1996
Heterogeneity: 1°=0.15, 1°=81.21%, H’=5.32
Test of 8;=6;: Q(6)=31.93, P<0.00
Test of 8=0: z=-2.37, P=0.02

055(0.33, 092) 1.74
037 (0.24, 057) 2.07
126 (1.00, 159) 3.13
0.68 (0.47, 0.98) 242
0.77 (0.59, 1.00) 2.95
0.48(0.24, 098) 1.17
074 (049, 1.13) 2.12
0.67 (0.49, 0.93)

Overall { 0.85(0.78, 0.93)
Heterogeneity: 1°=0.05, 1°=62.83%, H’=2.69
Test of 8=6;: Q(53)=142.60, P<0.01

Test of 8=0: z=-3.50, P<0.01

Test of group differences: Q,(1)=2.35, P=0.13

14 12 2 4 8

Random-effects DerSimonian-Laird model



Figure S6. Funnel plot of publication bias in the meta-analysis
of hormone replacement therapy use and breast cancer
mortality comparing adjusted vs. unadjusted studies.
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Figure S7. Forest plot of the association between HRT use and breast cancer mortality based on HRT duration, excluding
the Women's Health Initiative study. exp(ES), exponentiated effect size (expressed as odds ratio); HRT, hormone replacement
therapy; LNN, lymph node negative; LNP, lymph node positive.

exp(ES) Weight

Study with 95% ClI (%)
<5 years

Alonso-Molero et al, 2022 - 0.71(0.28, 1.80) 1.04
Jernstrom et al, 1999 j 0.78 (0.63, 0.96) 5.88
Schairer et al, 1999 LNN Past — 0.80 (0.43, 1.50) 1.96
Schairer et al, 1999 LNN Current _— 0.60 (0.30, 1.20) 1.68
Schairer et al, 1999 LNP Past —— 0.50(0.29, 0.87) 2.38
Schairer et al, 1999 LNP Current —il— 0.50 (0.31, 0.82) 2.77
Newcomb et al, 2008 0.89(0.73, 1.08) 6.09
Rosenberg et al, 2008 Current —J.-r» 0.76 (0.45, 1.28) 2.57
Rosenberg et al, 2008 Past —i— 1.02 (0.64, 1.63) 2.94
Holm et al, 2014 — 0.64 (0.36, 1.13) 2.27
Pentti et al, 2006 0.96 (0.32, 2.85) 0.78
Sellers et al, 1997 1.91 (0.64, 5.70) 0.78
Willis et al, 1996 0.78 (0.65, 0.93) 6.33
Heterogeneity: 1°=0.00, 1°=3.57%, H’=1.04 7 0.78 (0.71, 0.87)

Test of 0,=6;: Q(12)=12.44, P=0.41
Test of 6=0: z=-4.65, P<0.01

5-10 years

Alonso-Molero et al, 2022 0.85(0.31, 2.36) 0.88
Jernstrom et al, 1999 — 0.77 (0.55, 1.07) 4.31
Schairer et al, 1999 LNN Past — 0.70 (0.40, 1.21) 2.38
Schairer et al, 1999 LNN Current —a— 0.40 (0.20, 0.80) 1.68
Schairer et al, 1999 LNP Past —a— 1.60 (0.91, 2.82) 227
Schairer et al, 1999 LNP Current —— 1.20 (0.63, 2.30) 1.86
Newcomb et al, 2008 0.89 (0.75, 1.06) 6.42
Rosenberg et al, 2008 Current —— 0.52(0.29, 0.93) 2.19
Rosenberg et al, 2008 Past — 1.02 (0.48, 2.17) 1.47
Holm et al, 2014 —— 0.51(0.31, 0.85) 2.63
Pentti et al, 2006 - 2.62(0.98, 7.00) 0.94
Sellers et al, 1997 0.92 (0.55, 1.54) 2.60
Willis et al, 1996 0.78 (0.62, 0.98) 5.62
Heterogeneity: 1°=0.05, 1°=49.55%, H*=1.98 0.82 (0.69, 0.99)

Test of 8,=6;: Q(12)=23.78, P=0.02
Test of 8=0: z=-2.08, P=0.04

210 years

Schairer et al, 1999 LNN Past —_— 1.20 (0.59, 2.45) 1.61
Schairer et al, 1999 LNN Current o 0.60 (0.22, 1.64) 0.90
Schairer et al, 1999 LNP Past —t— 1.20 (0.60, 2.40) 1.68
Schairer et al, 1999 LNP Current 0.80(0.34, 1.90) 1.16
Willis et al, 1996 0.93(0.75, 1.15) 5.84
Heterogeneity: 1°=0.00, 1°=0.00%, H*=1.00 g 0.94 (0.78, 1.14)

Test of 6,=6;: Q(4)=1.83, p=0.77
Test of 8=0: z=-0.61, p=0.54

212 years

Schairer et al, 1999 LNN Past & 1.80(0.78, 4.17) 1.23
Schairer et al, 1999 LNN Current T—— 2.20(0.92, 5.29) 1.14
Schairer et al, 1999 LNP Past —=&—— 4.40(1.67, 11.59) 0.96
Schairer et al, 1999 LNP Current - 1.90 (0.62, 5.86) 0.73
Heterogeneity: 1°=0.00, 1°=0.00%, H*=1.00 ’ 2.37(1.48, 3.78)

Test of 8,=6;: Q(3)=2.15, P=0.54
Test of 8=0: z=3.61, P<0.01

Overall 0.85(0.76, 0.95)
Heterogeneity: 1°=0.04, 1°=45.44%, H*=1.83
Test of 6,=6;: Q(34)=62.32, P<0.01

Test of 8=0: z=-2.85, P<0.01

Test of group differences: Q,(3)=22.05, P<0.01

W 2 1 2 4 8

Random-effects DerSimonian-Laird model



Figure S8. Forest plot of the association between HRT use and breast cancer mortality based on the status of HRT use at the time
of diagnosis, excluding the Women's Health Initiative study. exp(ES), exponentiated effect size (expressed as odds ratio); HRT,
hormone replacement therapy; LNN, lymph node negative; LNP, lymph node positive.

exp(ES) Weight
Study with 95% Cl (%)
Current
Fletcher et al, 2005 —— 0.64 (0.41, 1.00) 2.70
Schuetz et al, 2007 —l— 0.62(0.39, 0.99) 2.54
Grodstein et al, 1997 —lH 0.76 (0.56, 1.03) 3.82
Ettinger et al, 1996 1.89 (0.43, 8.33) 042
Schairer et al, 1999 LNN <5 years —— 0.60 (0.30, 1.20) 1.53
Schairer et al, 1999 LNN 5-10 years —a— 0.40 (0.20, 0.80) 1.53
Schairer et al, 1999 LNN =10 years = 0.60 (0.22, 1.64) 0.84
Schairer et al, 1999 LNN >12 years L 2.20(0.92, 5.29) 1.06
Schairer et al, 1999 LNP <5 years —— 0.50 (0.31, 0.82) 242
Schairer et al, 1999 LNP 5-10 years —il— 1.20(0.63, 2.30) 1.68
Schairer et al, 1999 LNP 210 years — 0.80(0.34, 1.90) 1.08
Schairer et al, 1999 LNP =12 years - 1.90 (0.62, 5.86) 0.69
Newcomb et al, 2008 0.85(0.73, 0.98) 5.18
Rosenberg et al, 2008 —— 0.63 (0.42, 0.95) 2.95
Pocobelli et al, 2014 1.10(0.86, 1.40) 4.34
Stahlberg et al, 2005 —— 197 (1.14, 341) 2.1
Holm et al, 2014 —— 0.55(0.37, 0.83) 2.94
Obi et al, 2016 - 0.72(0.53, 0.97) 3.80
Norman et al, 2010 <3 years 0.86 (0.54, 1.36) 2.59
Norman et al, 2010 >3 years I 0.81(0.57, 1.15) 3.39
Beral et al, 2003 O 1.22(1.00, 1.48) 4.77
Sourander et al, 1998 —a— 0.57 (0.27, 1.20) 1.37
Heterogeneity: 1°=0.07, 1°=63.70%, H*=2.75 ‘ 0.82(0.70, 0.96)
Test of 6;=6;: Q(21)=57.84, P<0.01
Test of 6=0: z=-2.53, P=0.01
Past
Grodstein et al, 1997 Jb 0.83(0.63, 1.09) 4.05
Schairer et al, 1999 LNN <5 years — 0.80(0.43, 1.50) 1.77
Schairer et al, 1999 LNN 5-10 years — 0.70 (0.40, 1.21) 2.11
Schairer et al, 1999 LNN 210 years — 1.20 (0.59, 245) 147
Schairer et al, 1999 LNN 212 years = 1.80 (0.78, 4.17) 1.13
Schairer et al, 1999 LNP <5 years —— 0.50 (0.29, 0.87) 2.1
Schairer et al, 1999 LNP 5-10 years —— 1.60 (0.91, 2.82) 2.02
Schairer et al, 1999 LNP =10 years —rr-— 1.20 (0.60, 2.40) 1.53
Schairer et al, 1999 LNP 212 years — 88— 4.40 (1.67, 11.59) 0.90
Newcomb et al, 2008 0.92(0.78, 1.08) 5.05
Rosenberg et al, 2008 %7 1.03 (0.68, 1.55) 2.95
Pocobelli et al, 2014 1.00 (0.85, 1.17) 5.08
Stahlberg et al, 2005 ml 1.31(0.68, 2.52) 1.66
Obi et al, 2016 lr 1.19 (0.87, 1.62) 3.73
Norman et al, 2010 <3 years t 0.79(0.52, 1.21) 2.85
Norman et al, 2010 >3 years 0.96 (0.50, 1.85) 1.65
Beral et al, 2003 1.05(0.85, 1.29) 4.65
Sourander et al, 1998 0.94 (0.47, 1.89) 1.51
Heterogeneity: 1°=0.02, 1°=39.61%, H’=1.66 1.00 (0.88, 1.13)
Test of 8;=6;: Q(17)=28.15, P=0.04
Test of 8=0: z=-0.06, P=0.95
Overall 0.90 (0.82, 1.00)

Heterogeneity: 1°=0.04, 1°’=57.08%, H*=2.33
Test of 8;=6;: Q(39)=90.86, P<0.01
Test of 8=0: z=-2.00, P=0.05

Test of group differences: Q,(1)=3.76, P=0.05

Random-effects DerSimonian-Laird model
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Figure S9. Forest plot of the association between hormone replacement therapy use and breast cancer mortality based on article
quality. exp(ES), exponentiated effect size (expressed as odds ratio); LNN, lymph node negative; LNP, lymph node positive;
NOS, Newcastle Ottawa Scale.

exp(ES) Weight
Study with 95% Cl (%)
NOS <7
Sener et al, 2009 —— 0.44 (0.26, 0.73) 1.92
Schuetz et al, 2007 — 0.62(0.39, 0.99) 2.10
Ettinger et al, 1996 1.89(0.43, 8.33) 0.35
Stahlberg et al, 2005 —— 1.97 (1.14, 341) 175
Chen et al, 2005 Stage | _T._ 1.23(0.72, 2.10) 1.81
Chen et al, 2005 Stage Il —— 1.01(0.72, 1.41) 290
Bonnier et al, 1998 -—l——1 0.48 (0.24, 0.98) 1.24
Sturgeon et al, 1995 —H 0.70 (0.49, 0.99) 2.83
Magnusson et al, 1996 - 0.74 (049, 1.13) 2.36
Heterogeneity: 1°=0.13, 1°’=68.02%, H*=3.13 0.83(0.62, 1.11)
Test of 8,=6;: Q(8)=25.02, P<0.01
Test of 8=0: z=-1.25, P=0.21
NOS 2 7
Manson et al, 2018 0.55(0.33, 0.92) 1.90
Fletcher et al, 2005 0.64 (0.41, 1.00) 2.23

0.78 (0.65, 0.93) 4.04
— 0.80 (043, 150) 147
- 0.60 (0.30, 1.20) 1.27

Jernstrom et al, 1998
Schairer et al, 1999 LNN <5 years

—u—
—

Alonso-Molero et al, 2022 — 0.77 (0.38, 1.56) 1.24

Rossouw et al, 2002 A 1.26 (0.83, 1.92) 2.38

Godina et al, 2020 — 0.81(0.55, 1.19) 2.58

Grodstein et al, 1997 0.76 (0.56, 1.03) 3.15

Schairer et al, 1999 LNN <5 years ——

Schairer et al, 1999 LNN 5-10 years —— 0.70 (0.40, 1.21) 1.75
Schairer et al, 1999 LNN 5-10 years —— 0.40 (0.20, 0.80) 1.27
Schairer et al, 1999 LNN =10 years & 1.20 (0.59, 2.45) 1.22
Schairer et al, 1999 LNN >10 years 0.60(0.22, 1.64) 0.70
Schairer et al, 1999 LNN 212 years = 1.80(0.78, 4.17) 0.94
Schairer et al, 1999 LNN 212 years - 220(0.92, 529) 0.88
Schairer et al, 1999 LNP <5 years —— 0.50 (0.29, 0.87) 1.75
Schairer et al, 1999 LNP <5 years —— 0.50 (0.31, 0.82) 2.01
Schairer et al, 1999 LNP 5-10 years —— 1.60 (0.91, 2.82) 1.68
Schairer et al, 1999 LNP 5-10 years —r 1.20 (0.63, 2.30) 1.39
Schairer et al, 1999 LNP 210 years & 1.20 (0.60, 2.40) 1.27
Schairer et al, 1999 LNP 210 years 0.80 (0.34, 1.90) 0.90
Schairer et al, 1999 LNP 212 years —8— 440 (1.67, 11.59) 0.75
Schairer et al, 1999 LNP 212 years 1.90 (0.62, 5.86) 0.58
Newcomb et al, 2008 4] 0.87 (0.78, 0.98) 4.46
Hellmann et al, 2010 — 0.64 (0.43, 0.96) 2.48
Rosenberg et al, 2008 —— 0.63(0.42, 0.95) 244

Pocobelli et al, 2014
Reding et al, 2011
Chlebowski et al, 2013
Holm et al, 2014

Obi et al, 2016

Pentti et al, 2006 <5 years
Pentti et al, 2006 5-10 years
Norman et al, 2010 <3 years

1.00(0.82, 1.22) 3.87
0.93(0.68, 1.27) 3.07
1.32(0.90, 1.93) 2.60
0.55(0.37, 0.83) 2.43
0.72(0.53, 0.97) 3.14
0.96 (0.32, 2.85) 0.61
2.62(0.98, 7.00) 0.73
079 (0.52, 1.21) 2.36
0.86 (0.54, 1.36) 2.15
0.96 (0.50, 1.85) 1.37
0.81(0.57, 1.15) 2.80
1.22(1.00, 1.48) 3.92
1.91(0.64, 5.70) 0.61
0.92(0.55, 1.54) 1.89
0.84 (0.75, 0.94) 4.46
0.87 (0.79, 0.96)

Norman et al, 2010 <3 years

Norman et al, 2010 >3 years

Norman et al, 2010 >3 years

Beral et al, 2003

Sellers et al, 1997 <5 years

Sellers et al, 1997 5-10 years

Willis et al, 1996

Heterogeneity: 1°=0.04, 1°=55.43%, H*=2.24
Test of 8;=6;: Q(40)=89.75, P<0.01

Test of 8=0: z=-2.87, P<0.01

Overall

Heterogeneity: 1°=0.05, I°=57.49%, H’=2.35
Test of 8,=6;: Q(49)=115.26, P<0.01

Test of 8=0: z=-3.20, P<0.01

0.86 (0.79, 0.94)

Test of group differences: Q,(1)=0.09, P=0.76
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Figure S10. Forest plot of the association between hormone replacement therapy use and breast cancer mortality based on the
risk of bias. exp(ES), exponentiated effect size (expressed as odds ratio); LNN, lymph node negative; LNP, lymph node positive.

exp(ES) Weight
Study with 95% CI (%)
Low
Fletcher et al, 2005 0.64 (0.41, 1.00) 2.23
Schuetz et al, 2007 0.62(0.39, 0.99) 2.10
Newcomb et al, 2008 0.87 (0.78, 0.98) 4.46
Pocobelli et al, 2014 1.00 (0.82, 1.22) 3.87
Obi et al, 2016 0.72(0.53, 097) 3.14
Heterogeneity: 1°=0.01, 1°=43.12%, H*=1.76 0.83(0.71, 0.96)
Test of 6,=6;: Q(4)=7.03, P=0.13
Moderate
Alonso-Molero et al, 2022 S 0.77 (0.38, 1.56) 1.24
Grodstein et al, 1997 1 0.76 (0.56, 1.03) 3.15
Schairer et al, 1999 LNN <5 years Past — 0.80(0.43, 1.50) 1.47
Schairer et al, 1999 LNN <5 years Current L 0.60(0.30, 1.20) 1.27

Schairer et al, 1999 LNN 5-10 years Past —&+ 0.70 (0.40, 1.21) 1.75
Schairer et al, 1999 LNN 5-10 years Current —a— 0.40(0.20, 0.80) 1.27
Schairer et al, 1999 LNN =10 years Past = 1.20 (0.59, 245) 1.22
Schairer et al, 1999 LNN 210 years Current 0.60(0.22, 1.64) 0.70
Schairer et al, 1999 LNN 212 years Past & 1.80 (0.78, 4.17) 0.94
Schairer et al, 1999 LNN >12 years Current = 2.20(0.92, 5.29) 0.88
Schairer et al, 1999 LNP <5 years Past —— 0.50 (0.29, 0.87) 1.75
Schairer et al, 1999 LNP <5 years Current —a— 0.50 (0.31, 0.82) 2.01
Schairer et al, 1999 LNP 5-10 years Past —— 1.60 (0.91, 2.82) 1.68
Schairer et al, 1999 LNP 5-10 years Current = 1.20 (0.63, 2.30) 1.39
Schairer et al, 1999 LNP =10 years Past L 1.20 (0.60, 2.40) 1.27
Schairer et al, 1999 LNP 210 years Current 0.80(0.34, 1.90) 0.90
Schairer et al, 1999 LNP 12 years Past —8—— 4.40(1.67, 11.59) 0.75
Schairer et al, 1999 LNP 212 years Current 1.90(0.62, 5.86) 0.58
Rosenberg et al, 2008 — 0.63 (0.42, 0.95) 244
Stahlberg et al, 2005 —— 1.97 (1.14, 3.41) 1.75
Holm et al, 2014 —— 0.55(0.37, 0.83) 243
Pentti et al, 2006 <5 years 0.96 (0.32, 2.85) 0.61
Pentti et al, 2006 5-10 years — 2.62(0.98, 7.00) 0.73
Sturgeon et al, 1995 —H 0.70 (0.49, 0.99) 2.83
Willis et al, 1996 0.84 (0.75, 0.94) 4.46
Heterogeneity: 1°=0.10, 1°=63.08%, H*=2.71 ‘ 0.90 (0.75, 1.07)

Test of 6,=6;: Q(24)=65.01, P<0.01
Test of 6=0: z=-1.18, P=0.24

High

Manson et al, 2018
Sener et al, 2009
Rossouw et al, 2002
Godina et al, 2020
Ettinger et al, 1996
Jernstrom et al, 1998
Hellmann et al, 2010
Reding et al, 2011
Chlebowski et al, 2013
Chen et al, 2005 Stage |
Chen et al, 2005 Stage Il
Norman et al, 2010 <3 years

0.55(0.33, 0.92) 1.90
0.44(0.26, 0.73) 1.92
1.26(0.83, 1.92) 2.38
0.81(0.55, 1.19) 258
1.89(0.43, 8.33) 035
0.78 (0.65, 0.93) 4.04
0.64 (0.43, 0.96) 248
0.93(0.68, 1.27) 3.07
1.32(0.90, 1.93) 2.60
123(0.72, 2.10) 1.81
1.01(0.72, 1.41) 2.90
0.79(0.52, 1.21) 236
0.86 (0.54, 1.36) 2.15
0.96 (0.50, 1.85) 1.37
0.81(0.57, 1.15) 2.80
1.22(1.00, 1.48) 3.92
1.91(0.64, 570) 0.61
0.92(0.55, 1.54) 1.89
0.48(0.24, 0.98) 1.24
0.74 (0.49, 1.13) 2.36
0.88 (0.77, 1.01)

Norman et al, 2010 <3 years
Norman et al, 2010 >3 years
Norman et al, 2010 >3 years
Beral et al, 2003

Sellers et al, 1997 <5 years
Sellers et al, 1997 5-10 years
Bonnier et al, 1998

Magnusson et al, 1996
Heterogeneity: 1°=0.04, 1°=54.21%, H*=2.18
Test of 6;=8;: Q(19)=41.49, P<0.01
Test of 6=0: z=-1.88, P=0.06

Overall f 0.86 (0.79, 0.94)
Heterogeneity: 1°=0.05, 1°=57.49%, H’=2.35
Test of 6;=6;: Q(49)=115.26, P<0.01

Test of 8=0: z=-3.20, P<0.01

Test of group differences: Q,(2)=0.60, P=0.74
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