On-line Table 1: Summary of inclusion and exclusion criteria for Clinical Trial NCT01182350"

Criteria for Inclusion

Criteria for Exclusion

Newly diagnosed nondisseminated DIPG based on

imaging

No prior treatment

Age between 3 and 18 years

Karnofsky scale >50 for children older than 12
years or Lansky Performance score >50 for
children younger than 12 years

Normal visceral organ and bone marrow function

Willingness to use birth control methods

Presence of other significant medical illness that would compromise
receiving medical therapy (determined by investigator)

Concurrent use of other anticancer or experimental therapy

Patient with disseminated tumor to the brain or spine

Use of medications or substances that are strong/intermediate inhibitors
or inducers of cytochrome P450 (CYP450), cytochrome P3A4(CYP3A4),
or cytochrome 1A2 (CYP1A2)

Use of hematopoietic growth factors 2 weeks prior to initiation of therapy

Evidence of spontaneous (nonsurgical) hemorrhage of >0.5 cm

Acute uncontrolled illnesses (eg, infection, congestive heart failure, cardiac

arrythmia)
Pregnancy

?More details can be found at https://clinicaltrials.gov./ct2/show/NCT01182350.

On-line Table 2: Univariate Cox proportional hazards regression analysis to test association of imaging predictors with OS and PFS

(O] PFS
Imaging Predictor No. Hazard Ratio (95% CI) P Value No. Hazard Ratio (95% CI) P Value

T2-FLAIR/T2 tumor volume (mL) 49 1.01(0.99-1.03) 4 49 1.02 (0.999-1.04) .07
Tumor volume cyst/necrosis (mL) in patients 23 0.96 (0.8-1.2) 3 23 1.2 (0.9-1.5) 2

with cyst/necrosis
Presence of necrosis (yes vs no) in patients 32 1.3 (0.5-3.0) 6 32 1.0 (0.4-2.3) 98

with enhancing tumor volume >0
Tumor volume enhancing (mL) in patients with 32 11(0.97-1.2) 2 32 11(1.02-1.3) .02

enhancing tumor volume >0
Presence of enhancement (yes vs no) 47 3.2 (1.5-7.0) .003* 47 1.8 (0.98-3.5) .06
Mean ADC_FLAIR x 10~® mm?%/s 46 0.999 (0.998-1.0) 1 46 0.9998 (0.999-1.001) 7
Median ADC_FLAIR x 10~¢ mm?/s 46 0.999 (0.998-1.0) 1 46 0.9996 (0.999-1.001) 5
Mode ADC_FLAIR x 10~ mm?/s 46 0.999 (0.998-1.0) 07 46 0999 (0.999-10004) 2
Mean (PG) ADC-enhancement x 10-¢ mm?/s 28 1.0005 (0.999-1.002) 5 28 0.9999 (0.999-1.001) 9
Median (PG) ADC-enhancement x 10~° mm?/s 28 1.0005 (0.999-1.002) 5 28 0.9998 (0.998-1.001) 9
Mode (PG) ADC-enhancement x 10~® mm?/s 28 10007 (0.999-1.003) 5 28 100004 (0.998-1.002) 96

?Test is significant after FDR adjustment of <0.1.
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ON-LINE FIGURE. Prognostic differences in tumors with enhancement (n=32) versus no enhancement (n=15). A, Kaplan-Meier curve shows
significant differences in OS between tumors with enhancement versus no enhancement. B, The Kaplan-Meier curve shows a trend that
approaches significance in PFS between tumors with enhancement versus no enhancement.
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