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Supplementary Figure S1
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Supplementary Figure S1 — Effects on wild-type and mutant ACVR1 of various targeted
inhibitors. Dose-response curves for LDN-214117 (grey), vandetanib (pink) and crizotinib
(dark blue) against kinase activity of ACVR1 wild-type, R206H, Q207E, G328E, G328V and
G328W mutations. Concentration of compound is plotted on a log scale (x axis) against

luminescence counts (y axis).
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Supplementary Figure S2 — Effect of single agent vandetanib and everolimus on DIPG cells
in vitro. (A) Concentration-response curves for vandetanib tested against two ACVR1 mutant
cell cultures (HSJD-DIPG-007 (R206H), HSJD-DIPG-018 (R258G), purple) and two wild-type
cultures (SU-DIPG-VI, QCTB-R059, grey). (B) Western blot of ACVR1_R206H HSJD-DIPG-
007 cells treated with increasing concentrations of vandetanib. GAPDH is the loading control.
(C) Concentration-response curves for everolimus tested against two ACVR7 mutant cell
cultures (HSJD-DIPG-007 (R206H), HSJD-DIPG-018 (R258G), purple) and two wild-type
cultures (SU-DIPG-VI, QCTB-R059, grey). (D) Western blot of ACVR1_R206H HSJD-DIPG-

007 cells treated with increasing concentrations of everolimus. GAPDH is the loading control.
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Supplementary Figure S3 — Assessment of PDX and GEMM models treated with vandetanib
and everolimus in vivo. (A) Immunohistochemistry for anti-human nuclear antigen (HNA) of
HSJD-DIPG-007 mice treated with vehicle control (grey), vandetanib (pink), everolimus (light
orange), or the combination (dark red). Scale bar = 1000uM. (B) Haematoxylin and eosin
(H&E) staining of Nestin-Tv-a; Trp53"" Hist1h3b_K27M, Acvr1_R206H mice treated with
vehicle control (grey), vandetanib (pink), everolimus (light orange), or the combination (dark

red). Scale bar = 1000uM.



