Supplementary Table 1. Molecular and pathological information of five DIPG cells.
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Supplementary Table 2. IC50 value of DIPG cells treated with palbociclib or YF-PRJ8-1011.
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[bookmark: _Hlk112678557]
Supplementary Table 3. The data on the pharmacokinetics of palbociclib in BALB/c mice.
	[bookmark: _Hlk112667343]Time Point (hr)
	Average Conc. in Plasma (ng/mL)
	Average Conc. in Brain (ng/g)
	Average Conc. in CSF (ng/mL)
	Average Brain/Plasma Ratio
	Average CSF/Plasma Ratio

	0.5 
	5785 
	354 
	24.6 
	0.0615 
	0.00422 

	1 
	3660 
	363 
	17.7 
	0.0919 
	0.00451 

	2 
	4780 
	568 
	11.6 
	0.119 
	0.00254 

	4 
	2880 
	421 
	12.0 
	0.146 
	0.00414 

	8 
	2670 
	325 
	7.19 
	0.122 
	0.00266 

	24 
	865 
	165 
	2.62 
	0.197 
	0.00175 
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Supplementary Figure 1. 1H nuclear magnetic resonance (1H-NMR) spectrum of YF-PRJ8-1011.
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Supplementary Figure 2. Safety test of YF-PRJ8-1011 in BALB/c mice.
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[bookmark: OLE_LINK301](a) Changes in body weight of four female B6 mice in 14 days of YF-PRJ8-1011 treatment at a dose of 50mg/kg, 100 mg/kg, 250 mg/kg and 500 mg/kg (b) H&E staining of heart, spleen, brain, liver, lung and kidney in B6 mice treated with 500mg/kg YF-PRJ8-1011 and no acute organ damage found.


Supplementary Figure 3. H&E staining and immunohistochemical (IHC) staining for p-Rb of the tumor. 
[image: ]

[bookmark: OLE_LINK298][bookmark: OLE_LINK299][bookmark: OLE_LINK297][bookmark: OLE_LINK300](a) H&E staining of the brainstem of YF-PRJ8-1011 or vehicle treated mice at the end of 14-day treatment (b) The performance of the immunohistochemical (IHC) p-Rb staining on vehicle-treated or YF-PRJ8-1011-treated mice at the end of 14-day treatment (H&E and IHC, ×400).
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Supplementary Figure 1

DIPG cells Mutation
TTL150630 H3F3A/PPM1D
TT150714 H3F3A/PPMI1D
TT150728 H3F3A/TP53
TT190326 H3F3A/TP53
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Supplementary Figure 2

Cell lines YF-PRJ8-1011  Palbociclib
(nM) (nM)
TT150630 98.64 8065
TT150714 237.4 8030
TT150728 300.9 15319
TT190326 177.3 8488
DIPG17 163.8 2056
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Supplementary Figure 4
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Supplementary Figure 6
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