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Supplemental Figure S1. Therapy Schema for high-risk neuroblastoma COG study 22 

ANBL0532. 23 

24 
Therapy consisted of three phases; Induction, Consolidation and Post-Consolidation therapy.  25 
All subjects received a previously reported induction regimen (Park, et al. J Clin Oncol. 26 
2011;29(33):4351-4357) that consisted of two cycles of cyclophosphamide/topotecan followed 27 
by 4 addition cycles of chemotherapy using cisplatin/etoposide alternating with 28 
doxorubicin/cyclophosphamide/vincristine.  Peripheral stem cell collection was recommended to 29 
occur following cycle 2.  Surgery was recommended to occur following cycle 5.  Subjects were  30 
randomized to single transplant of carboplatin/etoposide/melphalan and autologous peripheral 31 
blood stem cell infusion or tandem transplant of cyclophosphamide/thiotepa and autologous 32 
peripheral blood stem cell infusion followed by a reduced dose carboplatin/etoposide/melphalan 33 
regimen and autologous peripheral blood stem cell infusion (see Supplemental Table 1).  34 
External beam radiotherapy was delivered following recovery from transplant. Post-35 
consolidation therapy consisted of isotretinoin or were allowed to enroll onto one of two COG 36 
trials investigating use of anti-disialoganglioside antibody plus cytokines and isotretinoin. 37 
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Table S1.  Comparison of Single versus Tandem Consolidation Drug Dosing 38 
39 

Drug 

Schedule 

Single 

Transplant 

Single 

Transplant
b 

GFR < 100 

ml/min/1.73m
2

Tandem 

Transplant 

Tandem 

Transplant
b 

GFR < 100 

ml/min/1.73m
2

Total Dose Total Dose Total Dose Total Dose 

cyclophosphamide 

IV daily x 4 

6000 mg/m2 

(200 mg/kga) 

6000 mg/m2 

(200 mg/kga) 

thiotepa by 

IV daily x 3 

900 mg/m2 

(30 mg/kga) 

900 mg/m2 

(30 mg/kga) 

carboplatin 

IV daily x 4 

continuous infusion 

1700 mg/m2 

(56.8 mg/kga) 

AUC 4.1/doseb 1500 mg/m
2
 

(50 mg/kg
a
) 

AUC 4.1/dose
b 

etoposide 

IV daily x 4 

continuous infusion 

1352 mg/m2  

(45.2 mg/kga) 

800 mg/m2 

(26.8 mg/kga) 

1200 mg/m
2
 

(40 mg/kg
a
) 

800 mg/m
2
 

(26.8 mg/kg
a
) 

melphalan 

IV daily x 3 

210 mg/m
2
 

(6.9 mg/kga) 

180 mg/m
2
 

(6 mg/kga) 

180 mg/m
2
 

(6 mg/kg
a
) 

180 mg/m
2
 

(6 mg/kg
a
) 

40 
Carboplatin, etoposide and melphalan was administered in the single transplant; dosing was 41 

identical to previously reported COG trial (Kreissman S, et al. Lancet Oncology 2013;14:999-42 

1008).  Doses of all chemotherapy were adjusted for weight <12 kg and decreased glomerular 43 

filtration rate (GFR). Tandem transplant utilized cyclophosphamide and thiotepa for the first 44 

transplant, doses were adjusted for weight <12 kg. The second transplant utilized a reduced 45 

dosing for carboplatin, etoposide and melphalan compared to single transplant (Seif AE, et al.  46 

Bone Marrow Transplant 2013;48:947-52), with further modification for weight <12 kg and 47 

decreased glomerular filtration rate.a Subjects < 12 kg dosed mg/kg; b Calvert Formula used to 48 

calculate dose AUC denotes Area Under the Curve; IV denotes intravenous 49 
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Table S2. Baseline characteristics of subjects not randomized compared with those 50 
randomized. 51 

52 
Randomized 

(n=355) 

Not Randomized (Excluding 

Non-Random Assigned) 

(n=270) 

P-value

Age at diagnosis (months) 

(median, q1-q3) 

36.1 (22.7-51.9) 39.9 (24.9-56.3) 0.06b 

Sex 

 Female

 Male

152 (42.8%) 

203 (57.2%) 

116 (43.0%) 

154 (57.0%) 

0.97 

MYCN 

 Amplified

 Not Amplified

 Unknown

164 (52.2%) 

150 (47.8%) 

41 

85 (36.0%) 

151 (64.0%) 

34 

<0.001 

Histology 

 Favorable

 Unfavorable

 Unknown

9 (2.9%) 

306 (97.1%) 

40 

9 (3.7%) 

232 (96.3%) 

29 

0.56 

INSS Stage 

 Stage 1, 2

 Stage 3

 Stage 4s

 Stage 4

4 (1.1%) 

32 (9.0%) 

1 (0.3%) 

318 (89.6%) 

3 (1.1%) 

17 (6.3%) 

2 (0.7%) 

248 (91.9%) 

0.55c 

End-Induction Responsea 

 CR/VGPR/PR

 MR/NR

320 (91.4%) 

30 (8.6%) 

137 (74.5%) 

47 (25.5%) 

<0.001c 

53 
Abbreviations: q1=first quartile; q3=third quartile. 54 

aComparison made between those subjects with end Induction evaluation and eligible for 55 

randomization who were and were not randomized, excluding those with disease progression 56 

between end of induction and start of Consolidation (see Figure 1). Percentages and P-values 57 

were calculated on the basis of subjects with data for the given characteristic (with patients with 58 

“Unknown” status not included). P-values were calculated with the use of the chi-square (no 59 

superscript)/Fisher's exactc test for categorical and a 2-sided Wilcoxon rank-sum testb for 60 

continuous characteristics. 61 

62 
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