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Figure S1 
CONSORT Flow Diagram for the CWS-96 randomized trial
TABLE S1 Clinical characteristic of randomized patients by treatment group in the CWS -96 trial.
	
	Study Arm
	
	

	
	Arm  A (VAIA)
	Arm B (CEVAIE)
	All Patients
	

	
	No.
	%
	No.
	%
	No.
	%
	p-value

	
	41
	100
	31
	100
	72
	100
	

	 
	
	
	
	
	
	
	

	Gender
	
	
	
	
	
	
	0,65a

	female
	23
	56
	19
	61
	42
	58
	

	male


	18
	44
	12
	39
	30
	42
	

	
	
	
	
	
	
	
	

	Age, years
	
	
	
	
	
	
	0,78b

	≤1
	1
	2
	
	
	1
	1
	

	>1 - ≤ 10 
	16
	39
	10
	32
	26
	36
	

	>10 - ≤21
	24
	59
	21
	68
	45
	63
	

	 
	
	
	
	
	
	
	

	Tumor extension
	
	
	
	
	
	
	0,79b

	T1
	11
	27
	6
	19
	17
	24
	

	T2
	29
	71
	24
	77
	53
	74
	

	Tx
	1
	2
	1
	3
	2
	3
	

	 
	
	
	
	
	
	
	

	Lymphe node  
	
	
	
	
	
	
	0,62b

	N0
	35
	85
	29
	94
	64
	89
	

	N1
	2
	5
	1
	3
	3
	4
	

	Nx
	4
	10
	1
	3
	5
	7
	

	 
	
	
	
	
	
	
	

	Primary tumor size, cm
	
	
	
	
	
	
	0,05b

	≤5
	14
	34
	4
	13
	18
	25
	

	>5
	26
	63
	27
	87
	53
	74
	

	missing
	1
	2
	
	
	1
	1
	

	 
	
	
	
	
	
	
	

	IRS Group
	
	
	
	
	
	
	0,34b

	I
	2
	5
	3
	10
	5
	7
	

	II
	12
	29
	5
	16
	17
	24
	

	III
	27
	66
	23
	74
	50
	69
	

	Primary tumor site
	
	
	
	
	
	
	0,78b

	Abdomen
	2
	5
	2
	6
	4
	6
	

	EXT
	12
	29
	9
	29
	21
	29
	

	HN
	7
	17
	3
	10
	10
	14
	

	OTH
	3
	7
	3
	10
	6
	8
	

	PelvisC
	3
	7
	6
	19
	9
	13
	

	Spine
	4
	10
	2
	6
	6
	8
	

	Thorax
	10
	24
	6
	19
	16
	22
	


aChi2  test,  bFischer exact test

CIncluding intestine, rectum, adrenal gland, vulva, cervix, perineum
TABLE S2 Events by randomized group in the CWS-96 trial.
	
	Arm A (VAIA)

	Arm B (CEVAIE)
	Total
	

	
	n(%)
	n(%)
	n(%)
	

	
	41(100)
	31(100)
	72(100)
	

	Relapse 
	
	
	
	

	
local
	5(12)
	5(16)
	10(14)
	

	
metastatic/combined
	6(15)
	7(23)
	13(18)
	

	
unspecified
	1(2)
	0
	1(1)
	

	Progression
	1(2)
	2(6)
	3(4)
	

	Total failures
	13(32)
	14(45)
	27(38)
	

	Alive
	31(76)
	19(61)
	50(69)
	

	Dead
	10(24)
	12(39)
	22(31)
	

	
DOD
	10
	11
	21
	

	
DOT
	0
	0
	0
	

	
DOC
	0
	1c
	1
	

	FU year
	10  [5 -  16]
	10  [2 -  14]
	10  [2 -  16]
	

	secondary  malignancy
	2a
	1b
	
	


secondary  malignancy: 2a   - 2 patients AML (alive) one after additional therapy in progression,    1b - 1 patient Osteosarcoma (alive)
 1c DOC – 1 patient dead of suicide

Abbreviations DOD=dead of disease, DOT=dead of therapy, DOC=dead of other causes, FU=median follow up (in years) [min-max] for patients alive, 
TABLE S3 Outcome according to local treatment modalities

	
	
	Event
	
	EFS
	OS

	Local Therapy
	Total No. of patients
	Locala
	Metastatic
	Com-bined
	Total failure*
	
	5 year
	5 year

	
	n(%)b
	n(%)c
	n(%)c
	n(%)c
	n(%)c
	
	Rate% 95%CI
	Rate% 95%CI

	no local therapy
	6(2)
	2(33)
	1(17)
	0
	3(50)
	
	50[11 - 89]
	50[11 - 89]

	Surgery
	18(7)
	1(6)
	4(22)
	2(11)
	7(39)
	
	65[42 - 88]
	87[71 - 103]

	Surgery + RT
	48(20)
	4(8)
	2(4)
	1(2)
	7(15)
	
	84[74 - 79]
	90[81 - 99]

	RT
	46(19)
	9(19)
	6(13)
	3(6)
	18(39)
	
	60[64 - 74]
	70[57 - 83]

	RT + sec Surgeryd
	39(16)
	8(20)
	8(20)
	1(2)
	17(43)
	
	63[48 - 78]
	73[58 - 88]

	sec Surgeryd
	21(9)
	6(28)
	1(5)
	0
	7 (33)
	
	66[65 - 76]
	74[54 - 94]

	sec Surgeryd+ RTe
	37(15)
	12(32)
	5(14)
	4(10)
	21(56)
	
	43[27 - 59]
	52[35 - 96]

	Surgery and/or RT unknown
	28(12)
	5(18)
	2(7)
	1(3)
	8(28)
	
	56[35 - 77]
	70[50 - 90]

	TOTAL 
	243(100)
	47(19)
	29(13)
	12(5)
	88(36)
	
	63[57 - 69]
	72[66 - 78]

	
	
	
	
	
	
	
	P=0.007
	P =0.005


aLocal failure (relapse and primary progression) 

b % of total patients

c % of failure in each local therapy group
dsecondary surgery (surgery after preoperative chemotherapy or radiotherapy)

e18 patients with  R0, 9 patients with R1, 9 with R2, 1 unknown
TABLE S4   Univariate Analysis of Factors Predictive of Outcome
	
	N=189a
	
	EFS
	
	
	
	
	OS
	
	

	Variable
	n
	HR
	95%CI
	pb
	Log

rank
	
	HR
	95%CI
	pb
	Log

rank

	Gender
	
	
	
	
	0.61
	
	
	
	
	0.95

	female
	92
	1.0
	
	
	
	
	1.0
	
	
	

	male
	97
	0.89
	0.56-1.41
	0.62
	
	
	1.02
	0.6-1.7
	0.95
	

	IRS
	
	
	
	
	0.01*
	
	
	
	
	0.005*

	I
	11
	1.0
	
	
	
	
	1.0
	
	
	

	II
	43
	0.73
	0.19-2.72
	0.63
	
	
	1.62
	0.19-13.5
	0.65
	

	III
	135
	2.01
	0.50
	0.24
	
	
	5.11
	0.70-37.0
	0.11
	

	Age, years
	
	
	
	
	0.80
	
	
	
	
	

	≤10
	86
	1.0
	
	
	
	
	1.0
	
	
	0.97

	>10
	103
	1.06
	0.66-1.70
	0.80
	
	
	1.01
	0.65-1.69
	0.97
	

	Tumor size
	
	
	
	
	0.003*
	
	
	
	
	0.001*

	≤5
	54
	1.0
	
	
	
	
	1.0
	
	
	

	>5
	135
	2.55
	1.34-5.82
	0.004*
	
	
	3.47
	1.57-7.64
	0.002
	

	Tumor extension
	
	
	
	
	0.02*
	
	
	
	
	0.006*

	T1
	57
	1.0
	
	
	
	
	1.0
	
	
	

	T2
	132
	1.96
	1.09-3.50
	0.02*
	
	
	2.59
	1.27-5.27
	0.009
	

	Tumor site
	
	
	
	
	0.08
	
	
	
	
	0.02*

	Abdomen
	18
	1.0
	
	
	
	
	1.0
	
	
	

	Extremities
	47
	0.30
	0.13-0.68
	0.004*
	
	
	0.25
	0.11-0.62
	
	

	Head/Neck
	32
	0.44
	0.19-1.00
	0.05*
	
	
	0.40
	0.17-0.95
	0.002
	

	Other
	12
	0.27
	0.07-0.97
	0.04*
	
	
	0.09
	0.01-0.74
	0.04
	

	Pelvis
	24
	0.50
	0.20-1.19
	0.12
	
	
	0.42
	0.16-1.08
	0.02
	

	Spine
	21
	0.53
	0.22-1.28
	0.16
	
	
	0.44
	0.17-1.12
	0.08
	

	Thorax
	35
	0.64
	0.30-1.38
	0.26
	
	
	0.60
	0.27-1.32
	0.20
	


a All data available
b Wald-test
TABLE S5 Multivariate Analysis of Factors Predictive of Outcome.
	
	N=189a
	
	EFS
	
	
	
	OS
	

	Variable
	n
	HR
	95%CI
	p
	
	HR
	95%CI
	p

	IRS
	
	
	
	
	
	
	
	

	I
	11
	1.0
	
	
	
	1.0
	
	

	II
	43
	0.55
	0.14-2.19
	0.40
	
	0.99
	0.11-8.78
	0.99

	III
	135
	1.16
	0.32-4.28
	0.82
	
	2.21
	0.27-18.4
	0.46

	Tumor size
	
	
	
	
	
	
	
	

	≤5
	54
	1.0
	
	
	
	1.0
	
	

	>5
	135
	1.86
	0.90-3.84
	0.09
	
	2.25
	0.95-5.35
	0.06

	Tumor extension
	
	
	
	
	
	
	
	

	T1
	57
	1.0
	
	
	
	1.0
	
	

	T2
	132
	1.11
	0.56-2.24
	0.76
	
	1.31
	0.58-2.98
	0.51

	Tumor site
	
	
	
	
	
	
	
	

	Abdomen
	18
	1.0
	
	
	
	1.0
	
	

	Extremities
	47
	0.35
	0.15-0.78
	0.01*
	
	0.27
	0.11-0.65
	0.004*

	Head/Neck
	32
	0.47
	0.20-1.11
	0.08
	
	0.42
	0.17-1.03
	0.06

	Other
	12
	0.28
	0.08-1.01
	0.05*
	
	0.11
	0.01-0.82
	0.03

	Pelvis
	24
	0.47
	0.20-1.15
	0.10
	
	0.38
	0.15-0.99
	0.05*

	Spine
	21
	0.52
	0.21-1.26
	0.15
	
	0.37
	0.14-0.98
	0.05*

	Thorax
	35
	0.57
	0.26-1.25
	0.16
	
	0.47
	0.21-1.06
	0.07

	Log rank
	
	
	
	0.02
	
	
	
	0.002


aAll data available

Table S6 Comparison of chemotherapy regimens and cumulative doses used in the CWS- 2002P and Euro-EWING99-R1 Trial (citation manuscript 24)
	Drug and cumulative dose per therapy arm

	
	Euro-EWING99  R1 Trial
	
	CWS-2002P

	
	
	6 x VIDE

8 x VAI
	6 x VIDE

1x VAI

10 x VAC
	
	3 VAIA III

VBL/CYC

	Agent
	
	mg/m2
	mg/m2
	
	mg/m2

	IFO 
	
	102000 
	60000
	
	54000 

	CYC 
	
	-
	10500 
	
	7350 

	AMD 
	
	12 
	12 
	
	7.5 

	VCR 
	
	21 
	21 
	
	19.5 

	DOXO 
	
	360 
	360 
	
	320 

	ETO 
	
	2700 
	2700 
	
	-

	VBL 
	
	
	
	
	63 

	EFS 5 year
	
	78%
	75%
	
	79%


Abbreviations: DOX Doxorubicin, AMD dactinomycin, CARBO Carboplatin, CYC Cyclophosphamide, EPI Epirubicin, ETO Etoposide, IFO Ifosfamide, VCR Vincristine, VBL Vinblastine
 ADDIN EN.REFLIST 
Analysed (n=41)� Excluded from analysis (n=0)





Analysed (n=31)� Excluded from analysis (n=0)





Lost to follow-up (give reasons) (n=0) Discontinued intervention (n=4)


Reason: medical reason


 





Lost to follow-up (give reasons) (n=0) Discontinued intervention (give reasons) (n= 6)


Reason: medical reason
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Follow-Up





Analysis





Enrollment





Allocated to intervention VAIA (n=41)


 Received allocated intervention (n=40)


 Did not receive allocated intervention (n=1)


Reason: refusal of the randomization result





Allocation





Allocated to intervention CEVAIE (n=31)


 Received allocated intervention (n=30)


 Did not receive allocated intervention  (n=1)


Reason: refusal of the randomization result








Randomized (n=72)





Excluded (n=43)


   Not meeting inclusion criteria (n=10)


   Declined to participate (n= 5)


   Other reasons (n=28)





Assessed for eligibility (n=115)








