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	OR (95%CI)
	P-value

	Age
	
	<0.001

	50-70 vs. ≤50
	1.06 (0.83-1.37)
	0.627

	  >70 vs. ≤50
	0.56 (0.41-0.78)
	<0.001

	Histological grade
	
	0.103

	III vs. I/II
	0.82 (0.63-1.08)
	0.160

	Unknown vs. I/II
	1.25 (0.89-1.76)
	0.199

	TNM stage
	
	0.056

	II vs. I
	0.95 (0.71-1.27)
	0.715

	III vs. I
	0.23 (0.07-0.76)
	0.017

	Lymph node status (N1 vs. N0)
	0.73 (0.53-1.01)
	0.059

	With 21-gene RS testing (Yes vs. No)
	1.43 (1.09-1.88)
	0.009


Abbreviation: OR, odds ratio; RS, recurrence score; TNM stage, tumor-node-metastasis stage.


Table S2 Reasons for noncompliance with MDT recommendations.
	
	Total
	With RS
	Without RS
	P-value

	Patients refusing
	293 (65.3)
	188 (65.7)
	105 (64.4)
	0.696

	Regimen change
	121 (26.9)
	74 (25.9)
	47 (28.8)
	

	Insufficient cycles
	35 (7.8)
	24 (8.4)
	11 (6.8)
	


Abbreviations: MDT: multidisciplinary team; RS, Recurrence Score.


Table S3 Univariate analysis of prognostic factors associated with DFS and OS
	
	P-value

	
	DFS
	OS

	Age (≤50 vs. 50-70 vs. >70)
	0.839
	0.403

	Menstrual status (Post- vs. Pre/Peri-menopausal)
	0.979
	0.058

	Family history of breast cancer (Yes vs. No)
	0.616
	0.636

	Systemic disease (Yes vs. No)
	0.651
	0.066

	[bookmark: _Hlk57837234]Benign breast disease history (Yes vs. No)
	0.003
	0.969

	Malignant tumor history (Yes vs. No)
	0.958
	0.956

	Breast surgery (Mastectomy vs. BCS)
	0.940
	0.059

	Pathological type (IDC vs. Non-IDC)
	0.996
	0.315

	[bookmark: _Hlk57837267]Histological grade (I/II vs. III vs. Unknown)
	0.001
	0.005

	TNM stage (I vs. II vs. III)
	<0.001
	0.002

	Tumor size, cm (< 2 vs. 2-5 vs. > 5)
	<0.001
	0.011

	Lymph node status (N1 vs. N0)
	0.013
	0.004

	LVI (Yes vs. No)
	0.628
	0.003

	Ki-67 (>14% vs. ≤14%)
	0.669
	0.711

	ER (≥50% vs. <50%)
	0.053
	0.521

	PR (≥20% vs. <20%)
	0.215
	0.327

	Molecular Subtype (Luminal B vs. Luminal A)
	0.366
	0.824

	With 21-gene RS test (Yes vs. No)
	0.155
	0.005

	Compliance with MDT (Yes vs. No)
	<0.001
	0.170


Abbreviations: BCS, Breast-conserving surgery; DFS: disease-free survival; OS: overall survival; ER, Estrogen receptor; IDC, invasive ductal carcinoma; LVI, lymph vascular invasion; MDT: multidisciplinary team; PR, Progesterone receptor. RS, Recurrence Score; TNM stage, tumor-node-metastasis stage.


Table S4 Multivariate Cox proportional regression analysis of prognostic factors associated with OS
	
	OS

	
	HR (95%CI)
	P-value

	TNM stage
	
	0.385

	II vs. I
	3.44 (0.60-19.86)
	0.167

	III vs. I
	/
	0.988

	Histological grade
	
	0.218

	III vs. I/ II
	2.09 (0.87-5.06)
	0.101

	Unknown vs. I/ II
	0.91 (0.19-4.40)
	0.909

	Tumor size
	
	0.763

	2-5 vs. < 2.0
	1.53 (0.49-4.78)
	0.463

	>5 vs. < 2.0
	/
	0.987

	Lymph node status (N1 vs. N0)
	0.99 (0.32-3.09)
	0.981

	LVI (Yes vs. No)
	2.97 (0.96-9.20)
	0.059

	With 21-gene RS test (Yes vs. No)
	0.47 (0.19-1.20)
	0.116

	Compliance with MDT (Yes vs. No)
	0.68 (0.27-1.68)
	0.399


Abbreviations: OS: overall survival; HR, hazard ratio; RS, Recurrence Score; TNM stage, tumor-node-metastasis stage; LVI, lymph vascular invasion; MDT: multidisciplinary team.


Table S5 Interaction analysis of factors associated with DFS
	
	HR (95%CI)
	P-value
	P-value for interaction

	Age
	
	
	0.977

	≤50
50-70
>70
	1.22 (1.05, 1.42)
	0.011
	

	
	1.59 (1.36, 1.86)
	<0.001
	

	
	1.42 (1.08, 1.86)
	0.012
	

	Menstrual status
	
	
	0.872

	Pre/Peri-menopausal
Post-menopausal
	1.29 (1.11, 1.50)
	0.001
	

	
	1.49 (1.30, 1.72)
	<0.001
	

	Family history 
	
	
	0.073

	No
	0.96 (0.64, 1.44)
	0.851
	

	Yes
	1.40 (1.26, 1.55)
	<0.001
	

	Systemic disease
	
	
	0.162

	No
	1.59 (1.35, 1.83)
	<0.001
	

	Yes
	1.27 (1.12, 1.45)
	<0.001
	

	Benign breast disease
	
	
	0.257

	No
	1.48(1.19, 1.85)
	0.001
	

	Yes
	1.36 (1.21, 1.52)
	<0.001
	

	Malignant tumor history
	
	
	0.353

	No
	1.13 (0.69, 1.83)
	0.627
	

	Yes
	1.39 (1.26, 1.54)
	<0.001
	

	Breast surgery
	
	
	0.904

	BCS
	1.14 (1.13, 158)
	0.001
	

	Mastectomy
	1.42 (1.26, 1.61)
	<0.001
	

	Pathological type
	
	
	0.700

	Non-IDC
	1.37 (1.24, 1.51)
	<0.001
	

	IDC
	1.58 (0.97, 2.55)
	0.064
	

	Histological grade
	
	
	0.734

	I/II
	1.47 (1.29, 1.68)
	<0.001
	

	III
	1.05 (0.85, 1.28)
	0.671
	

	Unknown
	1.60 (1.26, 2.02)
	<0.001
	

	TNM stage
	
	
	0.583

	I
	0.59 (0.28-1.26)
	0.174
	

	II
	0.38 (0.24-0.61)
	<0.001
	

	  III
	/
	0.590
	

	Tumor size
	
	
	0.200

	≤2
	1.43 (1.25, 1.63)
	<0.001
	

	2-5
	1.39 (1.18, 1.64)
	<0.001
	

	>5
	0.90 (0.38, 2.17)
	0.822
	

	Lymph node invasion
	
	
	0.129

	  No
	1.40 (1.22, 1.61)
	<0.001
	

	  Yes
	1.38 (1.16, 1.64)
	<0.001
	

	LVI
	
	
	0.722

	No
	0.84 (0.63, 1.13)
	0.257
	

	Yes
	1.50 (1.35, 1.67)
	<0.001
	

	ER
	
	
	0.739

	<50%
	1.47 (1.32, 1.64)
	<0.001
	

	≥50%
	0.90 (0.69, 1.17)
	0.431
	

	PR
	
	
	0.030

	  <20%
	1.47 (1.31, 1.65)
	<0.001
	

	≥20%
	1.17 (0.96, 1.43)
	0.113
	

	Ki-67
	
	
	0.149

	≤14%
	1.33 (1.41, 1.56)
	<0.001
	

	>14%
	1.47 (1.29, 1.68)
	<0.001
	

	Molecular Subtype
	
	
	0.201

	Luminal A
	1.47 (1.31, 1.65)
	<0.001
	

	Luminal B
	1.17 (0.96, 1.43)
	0.013
	

	With 21-gene RS testing
	
	
	0.842

	Yes
	2.26 (1.40, 3.66)
	0.001
	

	No
	2.41 (1.25, 4.65)
	0.009
	


[bookmark: _Hlk59409417]Abbreviations: BCS, Breast conserving surgery; DFS: disease free survival; ER, Estrogen receptor; IDC, invasive ductal carcinoma; LVI, lymph vascular invasion; MDT: multidisciplinary team; OS: overall survival; PR, Progesterone receptor. RS, Recurrence Score; TNM stage, tumor-node-metastasis stage.

Figure S1 Reasons for non-compliance in subgroups
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Reasons for non-compliance to (A) chemotherapy; (B) endocrine-therapy; (C) radiotherapy.


Figure S2 Disease-free survival of compliance or non-compliance with MDT recommendations in patients with or without 21-gene RS test.
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Figure S3 Disease-free survival of compliance or non-compliance with MDT recommendations in patients with or without 21-gene RS test
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Disease-free survival of compliance or non-compliance with MDT recommendations in patients (A) with 21-gene RS; (B) without 21-gene RS.

image1.tiff
38

8 7
Patient refusing Regimen change Insufficient cycles Regimen change Patient refusing Patient refusing
mm  Patients' will mm Treated at local hospital mm Menstrual status change
= Comorbidity mmm Withdrawal from clinical trial == Economic

Flexible recommendation
mm  Adverse event




image2.tiff
Disease Free survival (%)

No. at risk
compliance with RS
non-compliance with RS
compliance without RS

non-compliance without RS

100 [ e——
80
60

40

20 P <0.001

0 12 24 36 48 60 72 84
Follow-up Times (months)

1497 1311 989 694 448 261 90

263 239 204 142 94 56 23

433 384 284 221 170 107 67

w o~ W

130 122 105 81 64 42 28




image3.tiff
100+
é %
T 80+
2
g 60+
»
o}
E 40
[0}
@
3 201 P <0.001
2
(@)
0 y y v T T T T
0 12 24 36 48 60 72 84
No. at risk Follow-up Times (months)

~— compliance 1497 1311 989 694 448 261 90 3
— non-compliance 263 239 204 142 94 56 23 4

B. 100
5 %‘—_ﬁ_—_
G 80
2
g 60
0]
0]
2 40
©
3 20 P =0.005
3 .
0
[a)
0 T T T T T T T
0 12 24 36 48 60 72 84
No. at risk Follow-up Times (months)
—— compliance 433 384 284 221 170 107 67 5
— non-compliance 130 122 105 81 64 42 28 3




