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Figure 1. The representative UPLC chromatograms of (R)-[11C]YH132 from ex vivo radiometabolite studies in mice.
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Figure 2. The representative HPLC chromatograms of (R)-[11C]YH168 using a chiral column. 


Figure 3.  TACs of (R)-[11C]YH132 and (R)-[11C]YH168 in MAGL knockout and wild-type mouse brains.*The data was previously published by He et al. [1].
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Figure 4. Ex vivo radiometabolite studies of (R)-[11C]YH168 at 30 min post-injection.
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Figure 5. In vitro stability of (R)-[11C]YH168 in freshly prepared C57/Bl6 mouse brain homogenates after 5 and 30 min incubation at 37 °C.



Scheme 1. Synthetic procedure of (R)-YH168 and corresponding precursor. Reagents and conditions: a) triethylamine, tetrabutylammonium iodide, CH3CN/toluene, 50 °C, 4-iodoaniline, overnight; b) conc. hydrochloric acid, CH3CN, 50 °C, 4-5 h; c) sodium cyanoborohydride, acetic acid, anhydrous THF, r.t, furan-2-yl(piperazin-1-yl)methanone, overnight; d) 1,3-phenyldiboronic acid, potassium acetate, [1,1′-bis(diphenylphosphino)ferrocene]dichloropalladium(II), anhydrous DMF, 80 °C, 4 h; e) cesium carbonate, tris(dibenzylideneacetone) dipalladium(0), Sphos, anhydrous dioxane, m-tolylboronic acid, overnight; f) chiral supercritical fluid chromatography separation.


Table 1. Characterizations of (R)-YH132, (R)-YH168, (R)-[11C]YH132 and (R)-[11C]YH168. 
	Compound
	(R)-YH132
	(R)-YH168
	Radiotracer
	(R)-[11C]YH132
	(R)-[11C]YH168

	IC50 (nM, mean ± SD)
	Mouse MAGL
	4.1 ±1.7
	3.8 ± 2.1
	Free fraction in mouse plasma (%, mean ± SD)
	23 ± 1
	14.7 ± 0.2 

	
	Cynomolgus monkey
MAGL
	6.2 ± 2.3
	2.7 ± 1.3
	
	
	

	
	Human
MAGL
	5.4 ± 1.6
	4.0 ± 1.3
	
	
	

	Liver microsome Clint (mouse, μL/min/mg protein)
	189
	388
	Percentage of intact structure 5 min post-injection (mouse brain sample, %)
	85
	92

	cLog P from ChemDraw 22.0.0
	4.1
	4.7
	
	
	

	PAMPA_PEFF (cm/s*10-6)
	4.0
	15.8
	Percentage of intact structure 5 min post-injection (mouse plasma sample, %)
	8
	34
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