Table S1. Drugs inducing myogenic differentiation in RMS cells in preclinical studies, which
have been examined in early phase clinical trials in children and adolescents.

Drug Cellular = Mechanism | Clinical trial | R2P2 RMS Possible
target of action partner
drugs
Trametinib (1) MEK1/2 MAPK NCT02124772 0,032 n/a + RAF-I,
pathway (completed) mg/kg PO + multi-TKI,
once daily + IGFR1-I-i
(< 6yo);
0,025
mg/kg PO
once daily
(>/= 6yo)
Erlotinib (2) EGFR EGFR NCT00418327 125 mg/m?  not + irinotecan &
pathway (completed) PO once included vincristine
daily
Tazemetostat (3) EZH2 PRC2 NCT02601937 | 520 mg/ m? | not
(completed) PO once included
daily
Vorinostat (4) pan- histone NCT01422499 230 mg/m?> | RMS
HDAC acetylation (completed) PO once included
daily (n=3; no
response)’
Vorinostat (5) pan- histone NCT01422499 n/a STS
HDAC acetylation (completed) included
(n=1; no
response)’
Entinostat (6) HDAC1/3 | histone NCT02780804 4 mg/m?IV | RMS
acetylation (completed) once included
weekly (n=1; no
response)’
Cixutumumab (7) | IGF1R IGF1R NCT00831844 9 mg/kg IV | RMS + trametinib
(completed) weekly included
(n=20; 1
PR)?
Ganitumab IGF1R IGF1R NCT0304170 | Ganitumab | RMS
(combined w/ (terminated) 18 mg/kg included
dasatinab) (8) IV every 2 (n=9; 1
weeks, PR/ 1 SR)
(dasatinib
60 mg/m?
PO once
daily)
Panobinostat pan- histone NCT02717455 nl/a not
HDAC acetylation (active, not included
recruiting)
Cabozantinib (9) MET P3F NCT02867592 | 40 mg/m? included 3
downstream | (active, not PO once
signaling recruiting) daily
AZD1775 WEE1 Cell cycle NCT02095132 = AZD1775 included 3 + vincristine
(combined w/ (active, not 85 mg/m?
irinotecan) 4 recruiting) PO days 1-
35,
irinotecan
90 mg/m?
PO days 1-

5



BMS-986158 BRD4 RMS CRC NCT03936465 n/a n/a + CDKO-i

(active,
recruiting)
Erdafitinib pan- FGFR4 (P3F | NCT04083976 n/a n/a
FGFR downstream | NCT03155620
signaling) (both active,
recruiting)
Ponatinib Pan- FGFR4 (P3F | NCT03934372 n/a n/a
FGFR downstream | (active,
signaling) recruiting)

"no objective responses in RMS patients observed; 2 ARST043: addition to intensive multi-agent chemotherapy in
patients with metastatic RMS feasible; but no clinical benefit; 3 no data on objective responses in patients with RMS
available yet; # vincristine not administered despite preclinical evidence indicating that vincristine significantly
enhanced anti-RMS efficacy of AZD1775 and irinotecan in mice

Abbreviations: R2P2, recommended phase 2 dose; RMS, rhabdomyosarcoma; PO, per os; IV, intravenously; yo,
years old; STS, soft-tissue sarcoma; TKI, tyrosine kinase inhibitor; PR, partial response; SD, stable disease.
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