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Supplement 1.
Reported common grade 3+4 adverse events (CTCAE version 3 or 4) after systemic treatment for refractory inoperable locoregional recurrent/metastatic breast cancer.

	Phase II-III trials
	CT
	CT+CT
	B
	CT+B
	LCT+CT
	CT+CT+B
	LCT+CT+B
	 Total

	Number of studies
	 12
	 6
	 1
	 8
	 3
	 4
	 1
	35

	Mean number of patients 

(range) 
	 200 

(30-503)
	 205 

(59-369)
	 92
	 165 

(41-284)
	 153 

(41-377)
	 129 

(50-255)
	 46
	 141 

	AE
	Mean in % (range)

	Hematologic
	 
	 
	 
	 
	 
	 
	 
	 

	Anemia
	 6 (0-18)
	 10 (0-22)
	 0
	 2 (0-5)
	 10 (2-16)
	 11 (1-23)
	 11
	7†

	Neutropenia
	 40 (6-66)
	 60 (49-66)
	1
	 16 (39-2)
	 37 (22-57)
	 47 (20-67)
	35
	34† 

	Granulocytopenia
	 0
	 10 (0-33)
	0
	 0
	 0
	0
	u
	 2‡

	Febrile neutropenia
	 4 (0-11)
	 25 (0-11)
	0
	 9 (0-16)
	 7
	1 (0-3)
	u
	8§ 

	Leucopenia
	 13 (0-49)
	 19 (4-41)
	0
	 5 (0-8)
	 17(7-25)
	11 (7-16)
	17
	12† 

	Thrombocytopenia
	 4 (0-26)
	 11 (0-27)
	0
	 1 (0-5)
	 20 (0-34)
	18 (2-37)
	18
	10† 

	Gastrointestinal
	 
	 
	 
	 
	 
	 
	 
	 

	Diarrhea
	 3 (0-9)
	 3 (0-6)
	0
	 5 (1-13)
	 1 (0-2)
	2 (0-6)
	0
	2¦ 

	Nausea
	 2 (0-3)
	 2 (0-4)
	0
	 2 (0-4)
	 <1 (0-1)
	3 (0-6)
	9
	3¦ 

	Stomatitis / Mucositis
	 2 (0-7)
	 3 (0-6)
	3
	 4 (0-8)
	 5 (0-12)
	1 (0-5)
	2
	3¶

	Vomiting
	 1 (0-3)
	 2 (1-4)
	0
	 2 (0-6)
	 2 (0-5)
	2 (0-3)
	4
	2¦

	General disorders
	 
	 
	 
	 
	 
	
	 
	 

	Asthenia/fatigue
	 8 (4-19)
	 9 (2-19)
	1
	7 (2-17)
	 8 (2-14)
	6 (2-8)
	13
	8 

	Pyrexia
	 <1 (0-1)
	 <1 (0-1)
	0
	<1 (0-2)
	 1
	<1 (0-1)
	u
	1‡

	Pain
	 3 (0-8)
	 4 (0-9)
	0
	3 (0-5)
	 0
	2 (0-4)
	u
	2‡

	Peripheral edema
	 <1 (0-3)
	 <1 (0-2)
	0
	<1 (0-1)
	 u
	<1 (0-1)
	u
	1** 

	Dyspnea
	 1 (0-4)
	 2 (0-4)
	0
	 1 (0-3)
	 1
	3 (0-7)
	u
	1‡

	Arthralgia/Myalgia
	 2 (0-11)
	 2 (0-3)
	 0
	 1 (0-4)
	 0
	1 (0-2)
	u
	1‡ 

	Metabolism and Nutrition
	 
	 
	 
	 
	 
	
	 
	 

	Anorexia
	 1 (0-3)
	 1 (0-3)
	0
	<1 (0-2)
	 1 (0-2)
	0
	0
	 1¶

	Increased ALT
	 0
	 2 (0-6)
	1
	<1 (0-2)
	 u
	3 (0-6)
	u
	1**  

	Increased AST
	 0
	 2 (0-5)
	0
	 0
	 u
	2 (0-6)
	u
	1# 

	Proteinuria
	 0
	 0
	4
	2 (0-4) 
	 0
	3 (0-10)
	u
	2§ 

	Nervous system
	 
	 
	 
	 
	 
	
	 
	 

	Headache
	 < 1 (0-3)
	 <1 (0-2)
	 0
	1 (0-4)
	 1
	1 (0-3)
	u
	1‡ 

	Dizziness
	 0
	 <1 (0-1)
	 0
	 0
	 0
	<1 (0-1)
	u
	<1‡

	Peripheral neuropathy
	 5 (0-15)
	 4 (0-22)
	 0
	 8 (1-27)
	 1
	0
	u
	3‡

	Skin and subcutaneous tissue
	 
	 
	 
	 
	 
	
	 
	 

	Alopecia 
	<1 (0-4) 
	 0
	 0
	 1 (0-4)
	 0
	0
	0
	<1¶

	Hand-foot syndrome
	 3 (0-17)
	 5 (0-17)
	 0
	 10 (0-31)
	 8 (0-25)
	9 (0-34)
	0
	5¦ 

	Nail disorder
	 <1 (0-4) 
	 <1 (0-6)
	 1
	 2 (0-7)
	 <1
	0
	u
	1‡

	Cardiovascular
	 
	 
	 
	 
	 
	
	 
	 

	Embolism
	<1 (0-3)
	 0
	 0
	3 (0-4) 
	 0
	3 (0-10)
	u
	1‡ 

	Hypertension
	 0 (0-1)
	 0
	 3
	 5 (0-13)
	 0
	4 (0-17)
	u
	2‡ 

	CHF
	  0 (0-1)
	 <1 (0-1)
	 0
	<1 (0-1)
	 1
	0
	u
	< †† 

	Myocardial infarction
	 0
	 0
	 0
	<1 (0-2)
	 0
	0
	u
	<1‡  


Only data for common AEs ( ≥ 2-20% population). AE = Adverse Event. CT = Chemotherapy. LCT = liposomal Chemotherapy. B = Biological agent. AE (any grade). U = unknown. ALT = Alanine Amino Transferase. AST = Aspartate aminotransferase. CHF = Congestive heart failure. † unknown for 2/35 studies. ‡ unknown for 6/35 studies. § unknown for 7/35 studies. ¦ unknown for 1/35 studies. ¶ unknown for 3/35 studies. # unknown for 9/35 studies. ** unknown for 8/35 studies. †† unknown for 5/35 studies.

Single chemotherapy regimens: Ixabepilone (3 studies), Eribulin (4 studies), Docetaxel (2 studies), Capecitabine (2 studies) and Satraplatin. Combination chemotherapy regimens:  Ixabepilone+Capecitabine, Docetaxel+Capecitabine (2 studies), Gemcitabine+Carboplatin (3 studies). Biological agents: Bevacizumab. Biological agents added to mono chemotherapy: Bevacizumab+Capecitabine, Eribulin+Trastuzumab, Lapatinib+Capecitabine, Bevacizumab+Docetaxel (2 studies), Paclitaxel+Bevacizumab, Paclitaxel+Trastuzumab, Docetaxel+Trastuzumab. Mono chemotherapy combined with liposomal drugs: liposomal Doxorubicin (PLD)+Docetaxel, PLD+Carboplatin (2studies). Biological agents added to combination chemotherapy: Gemcitabine+Carboplatin+Trastuzumab, Gemcitabine+Carboplatin+Iniparib (2 studies), Paclitaxel+Capecitabine+Bevacizumab. Combined (liposomal) chemotherapy plus biological agent: PLD+Carboplatin+Trastuzumab. 
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Supplement 2.
Summary of supplement 1
	Phase II-III trials
	CT
	CT+CT
	B
	CT+B
	LCT+CT
	CT+CT+B
	LCT+CT+B
	 Total

	Number of studies
	 12
	 6
	 1
	 8
	 3
	 4
	 1
	35

	Mean number of patients 

(range) 
	 200 

(30-503)
	 205 

(59-369)
	 92
	 165 

(41-284)
	 153 

(41-377)
	 129 

(50-255)
	 46
	 141 

	Overall AE grade 3/4 
	 59 (28-72)
	 74 (59-86)
	 27
	 62 (46-78)
	 78
	 88 (86-89)
	 u
	 65**

	Death*
	 1 (0-4)
	 8 (0-33)
	1
	 2 (1-2)
	 0
	1 (0-2)
	0
	2¦ 

	Discontinuation*
	 11 (0-33)
	 21 (12-31)
	13
	15 (9-21)
	 15 (12-20)
	19 (10-35)
	15
	16¦ 

	Dose adjustments*
	 35 (12-63)
	 43 (11-78)
	5
	 17 (1-35)
	 31
	45 (19-84)
	u
	29#


Only data for common AEs ( ≥ 2-20% population). AE = Adverse Event. CT = Chemotherapy. LCT = liposomal Chemotherapy. B = Biological agent. U = unknown. Dose adjustments = reduction, omission or modification. *Due to AEs. ¦ unknown for 1/35 studies. # unknown for 9/35 studies. ** unknown for 17/35 studies 
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