Supplementary

Appendix 1 Search strategies of this study in different databases

Pubmed

Search step Search terms

#1 (“Phyllodes Tumor” [Mesh] OR “phyllode tumor*” [tiab])

#2 (“Surgical Procedures, Operative” [Mesh] OR “surgical management” [tiab] OR “surgical excision” [tiab] OR “surgical
margin*” OR “margin*” OR “margin*” [tiab] OR “margins assessment”)

#3 (“Recurrence” [Mesh] OR “recurrence*” [tiab] OR “Neoplasm Recurrence, Local” [Mesh] OR “relapse*” [tiab])

#4 #1 AND #2 AND #3

Medline

Search step Search terms

#1 Phyllodes Tumor or phyllode tumor*

#2 Surgical Procedures or surgical management or surgical excision or margins assessment or surgical margin* or
margin®

#3 Recurrence or recurrence* or Neoplasm Recurrence, Local or relapse®

#4 #1 AND #2 AND #3

Web of Science

Search step Search terms

#1 TS= ("Phyllodes Tumor" OR "Phyllodes Tumors" OR "phyllodes tumor" OR "phyllode tumor")

#2 TS= ("surgical margin" OR "surgical margins" OR "margin" OR "margins" OR "Surgical Procedure" OR "surgical

management" OR "margins assessment" OR "surgical excision" OR "surgical ablation")

#3 TS= ("Recurrence" OR "Neoplasm Recurrence" OR "relapse" OR "tumor recurrence")

#4 #1 AND #2 AND #3— (limits: Articles and all years)

EMBASE

Search step Search terms

#1 ('phyllodes tumor’/exp OR ’phyllodes tumor’ OR ’phyllode tumor’)

#2 (’surgical margin’/exp OR ’surgical margin’ OR ’surgery’/de OR ’surgical management’ OR 'margin assessment’ OR

'surgical ablation’/exp OR ’surgical excision’)
#3 (’recurrence risk’/exp OR ’recurrence’ OR *tumor recurrence’/exp OR ’relapse’/exp OR ’tumor recurrence’/exp)

#4 #1 AND #2 AND #3

Cochrane Library database

Search step Search terms
#1 ("Phyllodes Tumor" OR "Phyllodes Tumors" OR "phyllodes tumor" OR "phyllode tumor")
#2 ("surgical margin" OR "surgical margins" OR "margin" OR "margins" OR "Surgical Procedure" OR "surgical

management" OR "margins assessment" OR "surgical excision" OR "surgical ablation")
#3 ("Recurrence" OR "Neoplasm Recurrence" OR "relapse" OR "tumor recurrence")

#4 #1 AND #2 AND #3
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Table S1 Newcastle-Ottawa scale (modified for cohort studies) for assessment of quality of included studies

Study Selection score Comparability score Outcome score Total score
Mangi 1999 e > 5
Chaney 2000 ok * ok 7
Kapiris 2001 ** * e 6
Sotheran 2005 e i 6
Tan 2005 o o 7
Chen 2005 o * o 7
Abdalla 2006 b > 5
Akin 2010 > e 5
Jung 2010 e > 5
Jang 2012 o b 6
Tsang 2012 e e 7
Kim 2013 e * e 7
Spitaleri 2013 b o 7
Wei 2014 b o 6
Onkendi 2014 e * 5
Yom 2015 i * e 7
Bellezza 2016 e > 5
Borhani-Khomani 2016 e * e 7
Moutte 2016 b b 6
Ruvalcaba-Limén 2016 b > 5
Moo 2017 e e 6
Rodrigues 2017 e * e 7
Tremblay-LeMay 2017 o e 6
Chng 2018 b * 5
Choi 2018 b > 6
Sevinc 2018 b > 5
Mitus 2019 e b 6
Zhou 2018 b b 6
Gulben 2019 e e 6
Li 2019 b e 6
Wen 2020 e > 5
Genco 2021 b > 5
Lim 2021 e b 6
Rosenberger 2021 e * e 7

The asterisk (*) denotes the fulfilment of each criterion according to the Newcastle-Ottawa scale.
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Margin Positive Margin Negative Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.1.1 Benign
Sotheran 2005 0 12 1 14 2.5% 0.36 [0.01, 9.68] 2005
Spitaleri 2013 1 1 2 67 2.3% 78.60[2.52, 2453.26] 2013 e —
Kim 2013 1 19 4 126 5.2% 1.69[0.18, 16.02] 2013 S e —
Moutte 2016 2 6 0 58 2.7% 65.00 [2.69, 1569.54] 2016 e —
Moo 2017 0 57 4 159 3.1% 0.30[0.02, 5.67] 2017 e E—
Tremblay-Lemay 2017 0 1 3 80 2.4% 7.38[0.25, 215.72] 2017
Li 2019 7 31 3 103 11.7% 9.72 [2.34, 40.38] 2019 —_—
Wen 2020 1 18 2 55 4.4% 1.56 [0.13, 18.28] 2020 B —
Lim 2021 1 12 4 98 5.1% 2.14 [0.22, 20.86] 2021 B
Rosenberger 2021 1 60 4 316 5.4% 1.32[0.15, 12.04] 2021 I L —
Subtotal (95% CI) 217 1076 44.8% 3.32[1.18, 9.34] D
Total events 14 27
Heterogeneity: Tau? = 1.07; Chi? = 15.09, df = 9 (P = 0.09); I> = 40%
Test for overall effect: Z = 2.27 (P = 0.02)
1.1.2 Borderline
Sotheran 2005 2 6 1 6 3.6% 2.50[0.16, 38.60] 2005 e
Kim 2013 1 5 5 28 4.6% 1.15[0.10, 12.62] 2013 A
Spitaleri 2013 0 2 5 39 2.7% 1.25[0.05, 29.78] 2013
Moutte 2016 0 1 1 7 2.1% 1.44[0.04, 56.14] 2016
Tremblay-Lemay 2017 0 1 2 19 2.3% 2.33[0.07, 74.54] 2017
Li 2019 4 11 4 42 9.6% 5.43 [1.09, 26.98] 2019 —
Wen 2020 2 2 0 8 1.6% 85.00[1.32,5478.06] 2020 s —
Rosenberger 2021 1 12 5 96 5.3% 1.65[0.18, 15.48] 2021 e
Subtotal (95% CI) 40 245 31.7% 2.88 [1.16, 7.14] e
Total events 10 23
Heterogeneity: Tau? = 0.00; Chi? = 4.37, df = 7 (P = 0.74); I = 0%
Test for overall effect: Z = 2.28 (P = 0.02)
1.1.3 Malignant
Sotheran 2005 3 3 0 6 1.6% 91.00 [1.46, 5656.47] 2005 ——
Kim 2013 2 2 5 13 2.6% 7.73[0.31, 193.44] 2013
Spitaleri 2013 2 7 9 55 7.9% 2.04[0.34, 12.23] 2013 I B —
Rodrigues 2017 2 3 5 45 4.0% 16.00 [1.22, 209.93] 2017 S —
Tremblay-Lemay 2017 0 0 0 13 Not estimable 2017
Li 2019 0 4 1 13 2.4% 0.93[0.03, 27.12] 2019
Wen 2020 1 1 1 10 2.1% 19.00 [0.50, 719.74] 2020 >
Rosenberger 2021 0 3 4 55 2.8% 1.63[0.07, 36.87] 2021
Subtotal (95% CI) 23 210 23.5% 4.70 [1.63, 13.62] ‘
Total events 10 25
Heterogeneity: Tau? = 0.00; Chi? = 5.68, df = 6 (P = 0.46); I> = 0%
Test for overall effect: Z = 2.86 (P = 0.004)
Total (95% CI) 280 1531 100.0% 3.54 [2.08, 6.03] <o
Total events 34 75

H . 2 _ . 2 _ — — .12 _ o i I 1 1
Heterogeneity: Tau? = 0.10; Chi® = 25.37, df = 24 (P = 0.39); I = 5% .002 o1 10 500

Test for overall effect: Z = 4.66 (P < 0.00001)
Test for subgroup differences: Chi? = 0.48, df = 2 (P = 0.78), I> = 0%

Margin Negative Marigin Positve

Figure S1 Forest plot showing the pooled odds ratios of local recurrence by surgical margin (positive vs. negative) stratified by the phyllodes

tumor grade.
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Margin <1cm

Margin 21cm

Odds Ratio

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Mangi 1999 1 2 0 4 3.9% 9.00 [0.22, 362.48] 1999 >
Kapiris 2001 6 10 4 14 17.9% 3.75[0.67, 20.86] 2001 N e —
Chen 2005 0 2 0 6 Not estimable 2005
Abdalla 2006 5 8 6 16 17.2% 2.78[0.48, 16.03] 2006 I
Akin 2010 0 0 0 3 Not estimable 2010
Kim 2013 3 15 6 22 21.3% 0.67 [0.14, 3.22] 2013 I
Onkendi 2014 2 5 6 27  13.1% 2.33[0.31, 17.35] 2014 e —
Borhani-Khomani 2016 2 34 0 23 5.6% 3.62[0.17, 78.85] 2016
Ruvalcaba-Limon 2016 0 0 4 75 Not estimable 2016
Choi 2018 18 116 0 8 6.3% 3.19[0.18,57.74] 2018
Li 2019 2 38 1 9 8.3% 0.44[0.04, 5.52] 2019
Mitus 2019 0 12 17 135 6.4% 0.27[0.02, 4.78] 2019
Lim 2021 0 31 0 3 Not estimable 2021
Total (95% CI) 273 345 100.0% 1.68 [0.81, 3.47] L
Total events 39 44
e 2 _ . 2 _ _ _ 12 = I t t J
Heterogeneity: Tau’ = 0.00; Chi* = 6.44, df = 8 (P = 0.60); I° = 0% o1 o1 o 100

Test for overall effect: Z = 1.39 (P = 0.16) Margin >1cm Margin <lcm

Figure S2 Forest plot showing the pooled odds ratios of local recurrence by surgical margin (margin <1 cm vs. margin > 1 cm) stratified by

the phyllodes tumor grade.
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Figure S3 Forest plot showing the pooled odds ratios of local
recurrence by surgical margin (margin <1 cm vs. margin > 1 cm) in

borderline or malignant phyllodes tumor.
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Margin <lcm Margin 21cm Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI

2.1.1 Benign

Mangi 1999 4 16 0 18 3.3% 13.32[0.66, 269.84] 1999 >
Chen 2005 11 69 8 49  30.6% 0.97[0.36, 2.63] 2005 —

Abdalla 2006 3 14 0 8 3.2% 5.17 [0.23, 114.05] 2006 »
Akin 2010 0 0 0 7 Not estimable 2010

Kim 2013 4 107 0 14 3.4% 1.26 [0.06, 24.65] 2013

Ruvalcaba-Limon 2016 4 104 1 30 6.1% 1.16 [0.12, 10.79] 2016

Borhani-Khomani 2016 0 0 12 179 Not estimable 2016

Sevinc 2018 0 53 0 12 Not estimable 2018

Mitus 2019 1 20 11 167 6.9% 0.75[0.09, 6.11] 2019 — T

Li 2019 2 68 0 5 3.0% 0.41[0.02, 9.73] 2019

Subtotal (95% Cl) 451 489 56.6% 1.19 [0.57, 2.48] B

Total events 29 32

Heterogeneity: Tau? = 0.00; Chi? = 4.28, df = 6 (P = 0.64); I*> = 0%
Test for overall effect: Z = 0.47 (P = 0.64)

2.1.2 Borderline

Mangi 1999 0 1 0 2 Not estimable 1999
Chen 2005 0 1 0 3 Not estimable 2005
Abdalla 2006 2 4 4 11 5.7% 1.75[0.17, 17.69] 2006
Kim 2013 3 14 1 14 5.3% 3.55[0.32,39.14] 2013
Ruvalcaba-Limon 2016 0 0 3 43 Not estimable 2016
Borhani-Khomani 2016 2 34 0 23 3.2% 3.62[0.17, 78.85] 2016
Sevinc 2018 0 10 0 4 Not estimable 2018
Li 2019 2 30 1 5 4.4% 0.29[0.02, 3.92] 2019
Mitus 2019 0 4 5 36 3.2% 0.64 [0.03, 13.56] 2019
Subtotal (95% CI) 98 141 21.8% 1.37 [0.42, 4.47] ‘
Total events 9 14

Heterogeneity: Tau? = 0.00; Chi® = 2.67, df = 4 (P = 0.61); I*> = 0%
Test for overall effect: Z = 0.53 (P = 0.60)

2.1.3 Malignant

Mangi 1999 1 1 0 2 1.6% 15.00[0.18, 1236.18] 1999 >
Kapiris 2001 6 10 4 14 10.3% 3.75[0.67, 20.86] 2001 -
Chen 2005 0 1 0 3 Not estimable 2005

Abdalla 2006 3 4 2 5 3.6% 4.50[0.25, 80.57] 2006

Akin 2010 0 0 0 3 Not estimable 2010

Kim 2013 0 1 5 9 2.6% 0.27[0.01, 8.46] 2013 ¢

Ruvalcaba-Limon 2016 0 0 1 32 Not estimable 2016

Mitus 2019 0 8 12 99 3.6% 0.41[0.02, 7.58] 2019

Li 2019 0 8 0 4 Not estimable 2019

Subtotal (95% CI) 33 171 21.6% 2.15 [0.64, 7.19] —ll—
Total events 10 24

Heterogeneity: Tau? = 0.05; Chi® = 4.09, df = 4 (P = 0.39); I = 2%
Test for overall effect: Z = 1.24 (P = 0.21)

Total (95% CI) 582 801 100.0% 1.40 [0.81, 2.43] o
Total events 48 70

P 2 _ . 2 _ _ _ 212 = 09 I + t
Heterogeneity: Tau = 0.00; Chi®* = 11.58, df = 16 (P = 0.77); I° = 0% 001 o1 10 100
Test for overall effect: Z = 1.20 (P = 0.23) Margin =1cm Margin <lcm
Test for subgroup differences: Chi? = 0.67, df = 2 (P = 0.72), I = 0% -

Figure S4 Funnel plot to assess the publication bias of the included studies in group of surgical margins (positive vs. negative).
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Figure S5 Funnel plot to assess the publication bias of the included
studies in group of surgical margins (margin <1 cm vs. margin

>1 cm).
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