Supplementary Table 1a:[6]
Rhabdomyosarcoma TNM Staging, Intergroup Rhabdomyosarcoma Study Clinical Groups
	Group
	Description

	I
	Localized disease, completely resected (no regional lymph node involvement)

	II (A-C)
	Localized disease, gross total resection with microscopic positive margins and/or evidence of regional spread
 A. Grossly resected tumor with microscopic residual disease. No evidence of regional node involvement.
 B. Regional disease with involved nodes, completely resected with no microscopic residual disease, including most distal node is histologically negative.
 C. Regional disease with involved nodes, grossly resected, but with evidence of microscopic residual disease and/or histologic involvement of the most distal regional node (from the primary site) in the dissection.

	III
	Localized disease, incomplete resection with gross residual disease or biopsy only

	IV
	Distant metastatic disease present at onset



Supplementary Table 1b:[6]
	Stage
	Site
	T
	Size
	N
	M

	1
	Orbit, Head and neck (excluding parameningeal), GU – non-bladder/ non-prostate,
	T1 or T2
	a or b
	N0 or N1 or Nx
	M0

	2
	Bladder/Prostate, Extremity, Cranial parameningeal, Other* (includes trunk, retroperitoneum, etc.)
	T1 or T2
	a
	N0 or Nx
	M0

	3
	Bladder/Prostate, Extremity, Cranial parameningeal, Other (includes trunk, retroperitoneum, etc.)
	T1 or T2
	a
b
	N1
N0 or N1 or Nx
	M0
M0

	4
	All
	T1 or T2
	a or b
	N0 or N1
	M1


*Biliary tract/liver will be considered unfavorable site in future COG clinical trials. Tumor (T): T(site)1 – confined to anatomic site of origin. a. ≤5cm in diameter in size. b. >5cm in diameter in size. T(site)2 – confined to anatomic site of origin. a. ≤5cm in diameter in size. b. >5cm in diameter in size. Regional Nodes (N):. N0: Regional nodes not clinically involved. N1: Regional nodes clinically involved by neoplasm defined as >1cm by CT or MRI. Nx: Clinical status of regional nodes unknown (especially sites that preclude lymph node evaluation). Metastasis (M):M0: No distant metastasis. M1: Distant metastasis present


Supplementary Table 1c:[6]
Current Children’s Oncology Group Rhabdomyosarcoma Risk Stratification
	Risk Group
	Stage
	Clinical Group
	Age
	Fusion Status

	Low
	1
	I, II, III (orbit only)
	Any
	FOXO1 −

	
	2
	I, II
	
	

	Intermediate
	1
	III (non-orbit)
	Any
	FOXO1 −

	
	1, 2, 3
	I, II, III
	
	FOXO1 +

	
	2, 3
	III
	
	FOXO1 −

	
	3
	I, II
	
	FOXO1 −

	
	4
	IV
	<10 years
	FOXO1 −

	High
	4
	IV
	>10 years
	FOXO1 −

	
	
	
	Any
	FOXO1 +

















Supplementary Table 2: Study Objectives, Treatment Regimens, and Study Details
	Study Number & Title
	NCT00075582 - Vincristine, Dactinomycin, and Lower Doses of Cyclophosphamide With or Without Radiation Therapy for Patients With Newly Diagnosed Low-Risk Embryonal/Botryoid/Spindle Cell Rhabdomyosarcoma

	Category
	Details

	Primary Objective
	Assess failure-free survival in low-risk rhabdomyosarcoma treated with vincristine, dactinomycin, and cyclophosphamide, with or without radiotherapy.

	Secondary Objectives
	I. Evaluate local control rates.
II. Assess the need for second-look surgery and its significance.
III. Analyze local control rates with adjusted radiotherapy doses after second-look surgery.

	Study Outline
	Nonrandomized, multicenter study with two regimens based on disease stage and clinical group.
Regimen I: VAC chemotherapy (vincristine, dactinomycin, cyclophosphamide) and radiotherapy.
Regimen II: VA chemotherapy (vincristine, dactinomycin) and radiotherapy.

	Special Notes
	Dactinomycin omitted during radiotherapy.
Clinical Group I tumors and Group III uterine/cervix disease with complete resection at Week 13 do not receive radiotherapy.

	Follow-Up
	Follow-up every 3 months for 1 year, then less frequently for 2 years, and annually thereafter.

	Location
	Various institutions across the United States

	Risk Category
	Low-Risk (LR)

	Study Number & Title
	NCT00354835 - Randomized Study of Vincristine, Dactinomycin and Cyclophosphamide (VAC) Versus VAC Alternating With Vincristine and Irinotecan (VI) for Patients With Intermediate-Risk Rhabdomyosarcoma (RMS)

	Category
	Details

	Primary Objective
	Compare early response rates, failure-free survival, and overall survival with VAC vs VAC alternating with VI in intermediate-risk rhabdomyosarcoma.

	Secondary Objectives
	I. Compare FFS, local control, and survival with early vs delayed radiotherapy.
II. Compare acute and late effects of VAC vs VAC/VI.
III. Correlate gene expression and genotype with treatment outcomes.

	Study Outline
	Randomized to VAC or VAC/VI treatment.
ARM I: VAC chemotherapy (vincristine, dactinomycin, cyclophosphamide).
ARM II: VAC chemotherapy alternating with VI (vincristine, irinotecan).

	Special Notes
	Radiotherapy starts in week 4, except for certain emergency cases.
Customized local control plans for patients ≤ 24 months.

	Follow-Up
	Follow-up every 2-4 months for 4 years, then annually for 5-10 years.

	Location
	Various institutions across the United States and Europe

	Risk Category
	Intermediate-Risk (IR)

	Study Number & Title
	NCT00354744 - Intensive Multi-Agent Therapy, Including Dose-Compressed Cycles of Ifosfamide/Etoposide (IE) and Vincristine/Doxorubicin/Cyclophosphamide (VDC) for Patients With High-Risk Rhabdomyosarcoma

	Category
	Details

	Primary Objectives
	I. Improve early disease control with intensive therapy (vincristine, irinotecan, ifosfamide, etoposide, doxorubicin, cyclophosphamide, dactinomycin).
II. Assess side effects of concurrent irinotecan and radiotherapy.

	Secondary Objectives
	I. Expand data on irinotecan and vincristine responses.
II. Validate gene expression for diagnostic and prognostic use.

	Study Outline
	Prospective, nonrandomized, multicenter study.
High-dose chemotherapy (vincristine, irinotecan, ifosfamide, etoposide, doxorubicin, cyclophosphamide, dactinomycin) and radiotherapy.

	Projected Accrual
	75 patients.

	Location
	Various institutions across the United States

	Risk Category
	High-Risk (HR)
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