SUPPLEMENTARY MATERIAL

Symptom trajectories in breast cancer survivors: growth mixture analysis of patient-reported pain, fatigue, insomnia, breast and arm symptoms
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Surgery was categorized as either lumpectomy or mastectomy. Axillary surgery was categorized as axillary lymph node dissection (ALND) or sentinel node biopsy (SN). Before 2009 some patients had a partial axillary dissection.
Radiotherapy was given after lumpectomy with no lymph node involvement to the residual breast, in most cases 40 Gy in 15 fractions. In case of at least one macro metastasis to regional nodes, irrespective of surgical type, locoregional radiotherapy was delivered (residual breast/chest wall and lymph nodes in level II, III, IV, interpectoral and internal mammary lymph nodes), in most cases 50 Gy in 25 fractions. External beam partial breast irradiation was given to women aged 60 or more with low risk BC, 40 Gy in 15 fractions since April 2016. Boost to the tumor bed was delivered in case of resection margin ≤ 2mm or age less than 50 years after lumpectomy. 
Adjuvant systemic therapy was given if the patient performance status was satisfactory and according to guideline from the Danish Breast Cancer Group. Chemotherapy was provided in cases of large tumor size, positive axillary lymph node(s), high grade tumor and ER negative and/or HER-2 positive tumors. The chemotherapy consisted of three cycles of EC (Epirubicin 90mg/m2, cyclophosphamide 600mg/m2) and sequential taxane-based chemotherapy. From 2006 to 2014 three cycles of docetaxel 100mg/m2 was used and changed to 9 weekly paclitaxel 80mg/m2 in 2014. In case of HER-2 positivity, trastuzumab for one year was added to chemotherapy. For patients with ER positive tumors (>1%) endocrine therapy with the aromatase inhibitor letrozole was given for 5 years.  
Low risk patients aged 60 years or more with ER positive, HER2-negative, lymph node negative and tumor < 10 mm did not receive any adjuvant systemic therapy.

Supplementary Table 1
Univariate predictors of membership within multiple high-burden symptom trajectories.

	
	B
	SE (B)
	p
	OR (95% CI)

	Age
	-0.02
	.007
	.010
	0.98 (0.97-1.00)

	
	
	
	
	

	Premenopausal (versus postmenopausal)
	0.35
	.177
	.052
	1.41 (1.00-2.00)

	
	
	
	
	

	Mastectomy (versus lumpectomy)
	0.26
	.169
	0.131
	1.29 (0.93-1.80)

	Auxiliary lymph node dissection
     Partial intervention (versus no ALND)
     Complete intervention (versus no ALND)
	
0.43
0.71
	
.268
.178
	
.109
<.001
	
1.54 (0.91-2.60)
2.04 (1.44-2.89)

	Receiving chemotherapy
	0.21
	.166
	.217
	1.23 (0.89-1.70)

	Receiving HER2-targeted treatment
	0.01
	.258
	.973
	1.01 (0.61-1.67)

	Receiving endocrine treatment
	-0.05
	.258
	.856
	0.95 (0.58-1.58)

	Radiotherapy
     Local RT (versus no RT)
     Loco-regional RT (versus no RT)
	
0.01
0.77
	
.251
.251
	
.957
.002
	
1.01 (0.62-1.66)
2.15 (1.32-3.52)

	
	
	
	
	

	Global health statusa
	-0.07
	.006
	<.001
	0.93 (0.92-0.94)

	Physical functioninga
	-0.08
	.006
	<.001
	0.93 (0.92-0.94)

	Role functioninga
	-0.06
	.004
	<.001
	0.95 (0.94-0.96)

	Emotional functioninga
	-0.05
	.005
	<.001
	0.95 (0.95-0.96)

	Cognitive functioninga
	-0.04
	.004
	<.001
	0.96 (0.95-0.97)

	Social functioninga
	-0.06
	.005
	<.001
	0.94 (0.93-0.95)

	Body imageb
	-0.03
	.003
	<.001
	0.97 (0.97-0.98)

	Sexual functioningb
	-0.01
	.004
	.007
	0.99 (0.98-1.00)

	Sexual enjoymentb
	-0.02
	.005
	.002
	0.99 (0.98-1.00)

	Future perspectiveb
	-0.04
	.003
	<.001
	0.97 (0.96-0.97)

	
	
	
	
	

	Neuropathy severityc
	0.55
	.077
	<.001
	1.73 (1.49-2.01)

	Arthralgia severityc
	1.11
	.099
	<.001
	3.04 (2.50-3.69)

	Myalgia severityc
	1.19
	.102
	<.001
	3.28 (2.68-4.01)

	Note: Statistically significant values at p<.05 indicated in bold font.
a Measured by the European Organisation for Research and Treatment of Cancer (EORTC) general Quality of Life Questionnaire (QLQ-C30, version 3), converted to a 1-100 score. Higher scores represent better quality of life.
b Measured by the EORTC Quality of Life Questionnaire breast cancer module (QLQ-BR23), converted to a 1-100 score. Higher scores represent better quality of life.
c Measured on a 1-5 Likert scale, adhering to the Common Terminology Criteria for Adverse Events (CTCAE)-system. Higher scores represent greater symptom burden.
Abbreviations: ALND – auxiliary lymph node dissection; CI – confidence interval; OR – odds ratio; RT - radiotherapy





