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Mouse protocols:
Brain regional distribution of [11C]1 in control mice, baseline: All animal studies were conducted within the guidelines of approved IACUC protocols for mice and non-human primates. Male CD1 mice of four to eight weeks of age, weighing 24-29 g from Charles River Laboratories (Wilmington, MA) were used. Animals were sacrificed by cervical dislocation at 3, 30 and 60 min (3 mice per time-point) following injection of 3.7 MBq (0.1 mCi) [11C]1 [specific radioactivity = 348 GBq/μmol (9.4 Ci/μmol)] in 0.2 mL saline into a lateral tail vein. The brains were removed and dissected on ice. The brain regions (cerebellum, hippocampus, frontal cortex, brain stem and rest of brain) were weighed and their radioactivity content was determined in a γ-counter LKB/Wallac 1283 CompuGamma CS (Bridgeport, CT). The percentage of injected dose per gram of tissue %ID/g tiss was calculated (Table 2).

Brain regional distribution of [11C]1 in neuroinflammation mouse model: The study was performed in the murine LPS-induced neuroinflammation model described previously[19]. Eighteen male CD1 mice ) were divided in three cohorts: 1) control mice (n = 6), baseline; 2) lipopolysaccharide (LPS) - IP treated (n = 6) mice, baseline; and 3) lipopolysaccharide (LPS) - IP treated (n = 6) mice, blocking with CPPC. The LPS (O111:B4, Calbiochem, San Diego, CA) solution in sterile saline (10 mg/kg, 0.2 mL) was administered intraperitoneally and the radiotracer study was performed on the 3rd day thereafter. The blocker, 0.1 mL CPPC solution in 20% DMSO and 80% saline (1 mg/kg), was given IP, 5 min before IV [11C]1, whereas baseline animals received vehicle.
The animals were injected IV with 3.7 MBq (0.1 mCi) [11C]1 [specific radioactivity = 444 GBq/µmol (12 Ci/µmol)] and sacrificed by cervical dislocation at 45 min after the radiotracer injection. The whole brains were removed, dissected on ice and blood samples (0.2-0.5 cc) were taken from heartand their radioactivity content was determined in a γ-counter LKB/Wallac CompuGamma. The outcome variables were calculated as SUVR = SUVwhole brain/SUVblood.
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Supplementary Figure 1. Averaged saturation binding curves in tissue regions.

FCTX WM
FCTX GM %
80 -« AD
- AD -= ctrl
604 = ctrl o 20
o E
£ 40 E
g * 104
=
20
0 T T T 1
04 T T T 1 0 5 10 15 20
0 5 10 15 20
3H-JHU11761 (fmolimg)
3H-JHU11761 (fmolimg)
IPC GM IPC WM
104
7 « AD ] = AD
- ctrl
154 = ctrl
o
j=]
£ 10 % 54
3 104
E E
=
5_
0% T T T 1 0+ T T T 1
0 5 10 15 20 0 5 10 15 20

3
3H-JHU11761 (fmol/mg) H-JHU11761 (fmol/mg)




image2.png
Supplementary Figure 2. Averaged saturation binding curves in tissue regions.
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Supplementary Figure 3. CSF1R ""C-JHU11761 V; Parametric Map.





