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Methods
Study design
MAD study
Part 1 was conducted in young healthy men (18-55 years) to assess exposure of JNJ-42165279, fatty acid amide hydrolase (FAAH) activity in leucocytes and FAA turnover in the plasma and cerebrospinal fluid (CSF). Volunteers were divided into three cohorts and received an oral suspension of JNJ-42165279 or placebo for 10 days (cohort A, 25 mg QD; cohort B, 75 mg QD; cohort E, 10 mg QD). Doses covering a range of in vivo potencies and found to be safe based on results from a previous phase 1 study including single ascending doses up to 250 mg and limited repeat doses of 100 mg in healthy men were selected. Part 2 was conducted in healthy women (non-child bearing potential, 18-55 years), and elderly men and women (55-85 years) to assess the pharmacokinetics, and peripheral pharmacodynamics of JNJ-42165279 and to evaluate the safety of higher exposures in volunteers relevant for anticipated therapeutic trials. Volunteers were divided into 2 cohorts (cohort C, healthy women, 100 mg QD; cohort D, elderly men and women, 100mg QD) and similarly received an oral suspension of JNJ-42165279 or placebo for 10 days. 
PET study
Assessments
Arterial blood sampling
Twenty-two 2 mL samples were collected every 10 seconds during the first 2 minutes and later with an increasing time interval between samples until the end of scan. Blood samples were centrifuged to separate the plasma. Plasma was weighed and radioactivity was measured with a Wallac-1480 gamma-counter (PerkinElmer, Waltham, MA, USA) to generate an arterial plasma input function (AIF). 
To correct the arterial input function (AIF) for radiometabolites, additional 5-mL arterial samples were withdrawn at 5, 10, 15, 30, 45, and 60 minutes post tracer injection, collected in lithium-heparin-treated tubes and stored on ice. These blood samples were centrifuged (5 minutes, 4000 rpm, 4 °C) to separate the plasma. Acetonitrile (1.2 mL) was then added to the plasma (1 mL), the mixture was spiked with unlabeled MK3168 (2 µg) and centrifuged (5 minutes, 4000 rpm, 4 °C) to precipitate proteins. The supernatant (1.5 mL) was filtered through a 0.22 µm membrane filter (Millex GV, 13 mm diameter; Millipore, Bedford, USA), followed by a flush with air (1 mL). The filtrate was analyzed for radiometabolites by injection (0.5 mL) onto a high-performance liquid chromatography (HPLC) system consisting of an analytical XTerra column (C18, 5µm, 4.6 mm x 250 mm; Waters, Milford, MA, USA) and eluted with a mixture of sodium acetate 0.05M pH 5.5 and acetonitrile (55/45 v/v) at a flow rate of 0.9 mL/min. The HPLC eluate was collected manually in two fractions after passing the UV detector (261 nm) and radio detector. The first fraction was collected from the start of the injection until the elution of the top of the MK3168 peak in the UV channel (radiometabolite fraction). The second fraction was collected starting at 0.5 minutes (dead time between UV detector and eluate isolation valve) after the start of the MK3168 elution in the UV channel until the end of the analysis (parent fraction). The radioactivity in each fraction was measured using an automated gamma counter.
Previous studies (data not shown) had demonstrated that 99% of parent tracer is present at 2.5 minutes post tracer injection (p.i.); therefore, parent tracer concentration as a function of time was fitted to a Hill function with a time delay(1).
Determination of FAAH activity in leucocytes
Blood samples were collected in heparin‑treated blood collection tubes at pre-dose and at specific time point’s post‑dose. Leucocytes were isolated after lysing red blood cells (RBCs) with RBC lysing buffer and gentle inversion for 30 minutes, followed by centrifugation to collect the leucocyte cell pellet. The resulting cell pellet was washed, re-centrifuged to collect the final leucocyte cell pellet frozen on dry‑ice and stored at -80°C until shipping on dry‑ice for analysis of FAAH activity.
Fatty acid amide hydrolase activity was determined by measuring the ability of leucocyte membrane homogenates to hydrolyze tritiated anandamide (substrate) into the products arachidonic acid and tritiated ethanolamine. Briefly, each leucocyte pellet was homogenized in 500 μL of FAAH buffer (125 mM Tris HCl pH 8.0, 1 mM EDTA, 0.2% glycerol, 0.02% Triton X-100, 0.4 mM HEPES pH 8.0), and triplicate 50 μL samples of the resulting homogenate were incubated with 80 nM [3H]‑anandamide in a total volume of 100 μL for 60 minutes. The reaction was stopped and uncleaved [3H]‑anandamide separated from [3H]‑ethanolamine by filtration through activated charcoal into scintillant and quantified by liquid scintillation. Due to inter volunteer variability of the activity of FAAH in leucocytes, the FAAH activity of each sample collected after JNJ‑42165279 administration was expressed as the percent activity remaining compared to that individual participant’s pre-dose (baseline) value.
Determination of FAAs in CSF
CSF samples collected pre-dose and between 2-4 hours post-dose of JNJ-42165279 or placebo were centrifuged at 2000 x g for 10 minutes at room temperature and stored frozen at -80°C. CSF levels of AEA, OEA and AA were quantified by LC-MS/MS. The CSF samples or calibration standards combined with the internal standards (AEA-d4, OEA-d4, or AA-d8 as applicable) were isolated by liquid-liquid extraction using methyl t-butyl ether, centrifuged and the organic phase transferred to a clean glass tube, dried down under nitrogen at 40°C and reconstituted with 2-propanol/water (50:50, v/v). Aliquots were analyzed in triplicate using the Applied Biosystems/MDS Sciex API 5500 QTrap with a Shimadzu 30AD UFLC system. A linear regression (weighted 1/x2) was applied to a plot of the peak area ratio versus concentration for the standards to obtain the calibration curves. The lower limits of quantification (LLOQ) for the assays were: 0.1 pg/mL for AEA, 5 pg/mL for OEA and 0.5 ng/mL for AA.
[bookmark: _Compartmental_modeling_1]Baseline and competitive blocking µPET experiment in Rhesus monkey
Dynamic µPET scans with [11C]MK3168 were acquired with a Focus 220 µPET scanner (Concorde Microsystems, Knoxville, TN, USA) on a male rhesus monkey (Macaca mulatta, 7 kg; Laboratory for Neuro- and Psychophysiology KU Leuven). The experiments were conducted according to the Belgian code of practice for the care and use of animals, after approval from the local University Ethics Committee for Animals. Sedation was performed by intramuscular injection of a combination of ketamine (Ketalar®) and medetomidine (Domitor®). During scanning, the monkey received additional doses of ketamine/ medetomidine via IV injection as needed to maintain sedation. The O2 and CO2 saturation in the blood and the heartbeat were constantly monitored. Temperature was regulated via a heating pad. The breathing frequency and the eye response were checked visually. The head of the animal was placed central in the field of view of the µPET scanner. The monkey was injected with 190-230 MBq (molar activity 170 GBq/µmol) of [11C]MK3168 via the vena saphena and scanned for 90 minutes at baseline (Part 1 µPET study) and after dosing with JNJ-42165279 (Part 2 µPET study). Scans were acquired in list mode, Fourier rebinned in 27 time frames and reconstructed using a maximum a posteriori iterative reconstruction. Magnetic resonance imaging (MRI) images were used as an anatomical reference and target for co-registration. Volumes of interest (VOIs) covering brain regions of interest were used to generate time activity curves (TAC) using PMOD software (v 3.2, PMOD Technologies Ltd.). The radioactivity concentration in the different brain regions was expressed as standardized uptake value (SUV) as a function of time post injection of the radiotracer by normalization for body weight of the animal and injected dose. 
For the pre-blocking study, JNJ-42165279 was administered IV by bolus infusion at a dose of 2 mg/kg, 30 minutes prior to tracer injection. About 5 minutes after dosing, a 2- to 3- mL blood sample was taken for FAA and PK analysis. Another two blood samples of 2 to 3 mL (for FAA and PK analysis and for FAAH activity in the leucocyte) were collected at a relatively short period before tracer injection. These two samples were also taken during the baseline scan. Next, (about 30 minutes after dosing with JNJ-42165279) the monkey was injected with [11C]MK3168 and scanned for 90 minutes. Blood sampling (2 to 3 mL) was performed at 1 hour and 2.5 hours after JNJ-42165279 infusion for FAA and PK analysis. The baseline and pre-treatment scans were co-registered and analyzed for changes in standardized uptake value in VOIs known to have high target density.
Pretreatment with JNJ‑42165279 resulted in a significant decrease in tracer binding in cerebellum and grey matter, showing that the tracer and the FAAH inhibitor JNJ42165279 bind to the same target binding site (Figure S5).
Human leucocytes ex vivo binding study 
Human leucocytes were obtained according to the procedure for labeling of leucocytes with 99mTc-HMPAO with some minor changes(2).
Human blood (6 mL) was collected in a 10 mL syringe containing 1.2 mL anti-coagulant buffer (ACD buffer) and 240 µL of 2% methyl cellulose, was mixed and left for 45 minutes to sediment RBCs. The supernatant (thrombocytes + leucocytes) was separated and centrifuged (5 minutes, 140g, room temperature) to obtain the leucocyte cell pellet. The leucocyte pellet was re-suspended in normal saline (2.25 mL) and transferred to harvester tubes (n=6; 375 µL per tube). A volume of 25 µL of either DMSO (vehicle; n=3) or 200 µM JNJ-42165279 solution in DMSO (n=3) was added to the isolated leucocytes, followed by incubation at room temperature (15 minutes).
In the next step, freshly produced [11C]MK3168 [0.37 MBq in 20 µL; molar activity 122 GBq/µmol; 7.14 nM] was added to each of the above described harvester tubes (n=6, and also to three empty tubes in order to be able to count and calculate the average added radioactivity), incubated (33 minutes, room temperature), filtered, rinsed (saline) and the radioactivity on the filters (n=3), the left over in the harvester tubes (n=6) and in the empty tubes (n=3) was measured using a gamma counter.
The percentage [11C]MK3168 radioactivity in leucocytes reduced by 24% when leucocytes were incubated with JNJ-42165279 (0.67±0.26 %) compared to the vehicle DMSO (0.88±0.21 %), further supporting the competition of MK3168 and JNJ42165279 for the FAAH catalytic site (Table S5).
Compartmental modeling
Several PET tracers have been identified for visualizing FAAH expression and quantifying inhibition by FAAH inhibitors. Like [11C]MK3168 they are all derived from FAAH inhibitors that target the catalytic site although most ([11C]-CURB, [18F]-PF-9811, 18F-DOPP) are irreversible inhibitors, binding covalently to the enzyme(3-5). All of these tracers could be modeled with an irreversible two-tissue model. [11C]MK3168 was selected anticipating that the reversible nature of [11C]MK3168 binding to FAAH may allow binding potential estimation that was less flow dependent and after confirming the ability of JNJ-42165279 to compete with binding of [11C]MK3168. The data did in fact fit a reversible two-tissue compartment model. However the rapid binding of the tracer to the target complicated the separation of free and bound compartments. 
To overcome this, we tested a Lassen plot approach. The Lassen plot is widely used for enzyme occupancy estimation (6, 7) as binding potential calculations can suffer from more uncertainties than distribution volume and can be useful when no reference region representing negligible specific binding is available (Figure S6). 
[bookmark: _Figure_S1._Lassen]The Lassen plot supposes that the non-displaceable distribution volume VND remains the same between scans to overcome the influence of flow to the measurements and also depends on having a range of regions with differing target density (8). This proved to limit the reliability of the Lassen plot with this tracer, as extensive and abundant distribution of FAAH throughout the brain results in very similar kinetics in all regions of interest. As a result, occupancy estimation with a Lassen plot failed in a number of cases. This compelled us to fixing K1/k2 measured during the post JNJ-42165279 treatment scans as an estimation of the non-displacement distribution volume. This solution converged successfully in each participant. K1/k2 was assumed to represent the free compartment fraction, which may be an approximation as the “blocking conditions” are different for each volunteer at different JNJ-42165279 doses. 
[bookmark: _Figure_S3._Parent][bookmark: _Ref395015002][bookmark: _Toc411276300][bookmark: _Toc388590137]Statistical analysis
For the MAD and PET studies, formal statistical calculations of sample size are not appropriate. For the MAD study, the number of volunteers were customary to the sample size employed in early development dose escalation study, which is expected to allow clinical judgment of safety and tolerability and to allow assessment of the pharmacokinetic profile. For the PET study, the number of volunteers were based on the variability observed in earlier in-house PET studies. The randomization assignment for the MAD study was based on a computer-generated randomization schedule using permuted blocks. Randomization numbers were assigned in sequential order to volunteer as they qualified for study participation, immediately before the first administration of study drug on Day 1. The computer-generated randomization schedule was prepared before the study under the supervision of the sponsor. The un-blinded pharmacist or properly trained designee prepared the study drug based on the computer-generated randomization schedule. 
The primary PK parameters of interest were the log-transformed plasma JNJ-42165279 AUCτ and Cmax on day 1 and day 10. To test for accumulation, a mixed effect analysis of variance (ANOVA) model was used to compare plasma JNJ-42165279 AUCτ and Cmax on day 10 versus AUCτ and Cmax on day 1. The estimated least square means (LSM) and appropriate 90% confidence intervals (CIs) for the differences between the PK parameters were calculated. Quality of Working Memory (QWM) was determined from working and episodic memory tasks. Change from baseline data for each cognitive performance variable and ARCI‒53 group scores were evaluated by an Analysis of Covariance (ANCOVA) with treatment, time-point, and treatment×time‒point as fixed effects. Each time point was fitted as a repeated effect. Volunteers within treatment was fitted as random effect and baseline data were used as covariate in the analysis. Effects were tested using two-sided tests at alpha=0.05 for a difference versus placebo. No adjustments for multiple comparisons were made as these were exploratory endpoints.
Descriptive statistics were calculated for each laboratory analyte, vital signs, ECG parameters, and evaluated relative to normal reference ranges and change during treatment. All reported treatment emergent adverse events (TEAEs) were evaluated per cohort and relative to placebo volunteers.
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[bookmark: _Table_S1:_Baseline]Table S1. Baseline demographics
	
	MAD Study
	
	PET Study

	
	Young men
	Young women
	Elderly men and women
	Healthy men
	

	[bookmark: IDX]
	Placebo
(n=8) 
	25 mg
Cohort A
(n=6) 
	75 mg
Cohort B
(n=6) 
	100 mg
Cohort C
(n=6) 
	100 mg
Cohort D
(n=6) 
	Placebo
(n=2) 
	10 mg
Cohort E
(n=6) 
	

	Sex, n (%)
	
	
	
	
	
	
	
	

	Men
	4 (50.0)
	6 (100.0)
	6 (100.0)
	0
	2 (33.3)
	2 (100.0)
	6 (100.0)
	15 (100.0)

	Women
	4 (50.0)
	0
	0
	6 (100.0)
	4 (67.7)
	0
	0
	0

	Race, n (%)
	
	
	
	
	
	
	
	

	American Indian or Alaska Native
	0
	0
	1 (16.7)
	0
	0
	0
	0
	

	Caucasian
	1 (12.5)
	1 (16.7)
	0
	0
	1 (16.7)
	0
	0
	

	Mixed
	0
	0
	2 (33.3)
	0
	0
	0
	0
	

	Native Hawaiian or Other Pacific Islander
	0
	0
	1 (16.7)
	0
	0
	0
	0
	

	White
	7 (87.5)
	5 (83.3)
	2 (33.3)
	6 (100.0)
	5 (83.3)
	2 (100.0)
	6 (100.0)
	15 (100.0)

	Age (years), mean±SD
	55.0±7.67
	45.7±4.97
	38.7±11.47
	48.7±11.04
	68.8±2.93
	54.0±1.41
	37.7±11.83
	28.5±9.17

	Weight (kg), mean±SD
	70.8±11.18
	83.0±9.74
	74.0±13.26
	66.7±11.28
	68.6±8.84
	74.8±11.81
	76.8±5.70
	74.1±9.73

	BMI (kg/m2), mean±SD
	25.4±2.98
	26.0±2.42
	24.6±3.52
	23.8±3.28
	25.3±2.18
	25.4±4.31
	24.6±1.24
	22.8±2.70

	BMI, body mass index; MAD, multiple ascending dose; PET, positron emission tomography; SD, standard deviation




[bookmark: _Table_S1._Arithmetic]Table S2. Arithmetic mean (standard deviation) JNJ-42165279 plasma and urine pharmacokinetic parameters in healthy volunteers (MAD study, pharmacokinetic data analysis set)
	
	Young men
	Young women
	Elderly men and women

	Day
	10 mg
(Cohort E)
	25 mg 
(Cohort A)
	75 mg
(Cohort B)
	100 mg
(Cohort C)
	100 mg 
(Cohort D)

	Parameters
	
	
	
	
	

	Day 1
	n=6
	n=6
	n=6
	n=6
	n=6

	Cmax 
(ng/mL)
	63.6
(11.6)
	144 
(46.6)
	638 
(75.6)
	972 
(149)
	841 
(207)

	tmaxa 
(h)
	1.75
(1.00-2.50)
	1.24 
(0.50-1.50)
	1.25 
(0.50-2.50)
	1.00 
(0.50-1.50)
	1.00 
(0.50-2.00)

	AUC0-24 
(h*ng/mL)
	488
(167)
	1202 
(322)
	4770 
(771)
	5736 
(1209)
	6134 
(1657)

	Day 10
	n=6
	n=6
	n=5
	n=6
	n=6

	Cmax 
(ng/mL)
	78.9
(22.8)
	225 
(76.0)
	942 
(206)
	949 
(143)
	1050 
(307)

	DN Cmax 
(ng/mL)
	78.9
(22.8)
	90.0
(30.4)
	126
(27.5)
	94.9
(14.3)
	105
(30.7)

	tmaxa 
(h)
	1.00
(1.00-1.50)
	1.25 
(0.50-2.50)
	3.00 
(1.00-4.00)
	1.00 
(0.50-2.00)
	1.00 
(0.50-2.00)

	AUC 
(h*ng/mL)
	655
(277)
	2204 
(826)
	11325 
(2532)
	6966 
(1240)
	9372 
(3398)

	DN AUC 
(h*ng/mL)
	655
(277)
	882
(330)
	1510
(338)
	697
(124)
	937
(340)

	t1/2 (h)
	8.14
(2.55)
	11.0 
(3.70)
	14.1 
(4.31)
	10.9
(2.61)
	13.2 
(2.17)

	CL/F 
(L/h)
	17.7
(7.04)
	12.5 
(3.97)
	6.98 
(2.04)
	14.7 
(2.63)
	11.8 
(3.98)

	Ae 
(%,dose)
	NA
	0.151 
(0.0666)
	0.124 
(0.0614)
	0.0745 
(0.0223)
	0.101 
(0.0227)

	CLR 
(L/h)
	NA
	0.0170 
(0.00417)
	0.00807 
(0.00303)
	0.0108 
(0.00330)
	0.0114 
(0.00300)

	RA, Cmax (90% CI)
	122.12 (96.02; 155.33) 
	156.16 (125.12; 194.9)
	145.64 (117.41; 180.66)
	97.66 (88.04; 108.33)
	123.72 (95.39; 160.46)

	RA, AUC (90% CI)
	143.78 (114.57; 180.44)
	242.06 (184.56; 317.48)
	337.38 (259.45; 438.73)
	152.95 (130.87; 178.76)
	205.63 (166.14; 254.5)

	amedian (range); DN: Mean (SD) values dose normalized to 10 mg
CI, confidence interval; NA, not applicable, Ra, Cmax, accumulation ratio calculated from Cmax; RA, AUC, accumulation ratio calculated from AUC


Below the lowest quantifiable limit concentrations were treated as zero for calculating pharmacokinetic parameters and summary statistics of concentration-time data
AUC, area under the curve over a dosing interval (i.e., 24 h); CLR, renal clearance; MAD, multiple ascending dose; SD, standard deviation
[bookmark: _Table_S2._Summary]

Table S3. Occupancy at trough after single and once daily dosing of JNJ-42165279
	Participant
	Dose (mg)
	Plasma concentration 24-hour post Day 1 dose (ng/ml)
	Occupancy 24-hour post Day 1 dose (%)
	Plasma concentration 24-hour post Day 7 dose (ng/ml)
	Occupancy 24-hour post Day 7 dose (%)

	1
	2.5 
	1.01
	56.1
	1.44
	57.5

	2
	2.5
	BQL
	44.3
	BQL
	16.4

	3
	10
	6.21
	84.6
	8.63
	85.8

	4
	10
	4.40
	79.5
	4.64
	82.0


BQL, below quantifiable limit


Table S4. Summary of most common (≥2 volunteers in any dose) treatment-emergent adverse events (MAD and PET study, safety set)
	
	
	MAD Study
	PET Study

	
	
	Young men
	Young women
	Elderly men and women
	

	Preferred term 
	Placebo
(n=10)
	10 mg
(Cohort E)
(n=6)
	25 mg
(Cohort A)
(n=6)
	75 mg
(Cohort B)
(n=6)
	100 mg
(Cohort C)
(n=6)
	100 mg 
(Cohort D)
(n=6)
	(n=15)

	Volunteers with ≥1 adverse event
	9 (90.0)
	6 (100.0)
	5 (83.3)
	5 (83.3)
	6 (100.0)
	6 (100.0)
	3 (20.0)

	Headache 
	3 (30.0) 
	0
	1 (16.7) 
	3 (50.0) 
	4 (66.7) 
	2 (33.3) 
	2 (13.3)

	Dizziness 
	1 (12.5) 
	0
	0 
	0 
	5 (83.3) 
	0 
	0

	Dizziness postural 
	0 
	0
	0 
	1 (16.7) 
	0 
	2 (33.3) 
	0

	Somnolence 
	0 
	0
	0 
	2 (33.3) 
	1 (16.7) 
	0 
	0

	Back pain 
	1 (12.5) 
	3 (50.0)
	2 (33.3) 
	0 
	2 (33.3) 
	2 (33.3) 
	0

	Fatigue 
	0 
	0
	0 
	3 (50.0) 
	2 (33.3) 
	2 (33.3) 
	0

	Injection site pain 
	1 (12.5) 
	0
	2 (33.3) 
	1 (16.7) 
	0 
	0 
	0

	Abdominal pain 
	0 
	0
	0 
	2 (33.3) 
	0 
	0 
	0

	Hepatic enzyme increased 
	1 (12.5) 
	0
	0 
	0 
	1 (16.7) 
	2 (33.3) 
	0

	Haematoma 
	1 (12.5) 
	0
	0 
	0 
	2 (33.3) 
	0 
	0

	Presyncope
	0 
	2 (33.3) 
	0
	0
	0
	0
	0

	Alanine aminotransferase increased 
	0 
	2 (33.3)
	0
	0
	0
	0
	0

	Ecchymosis
	0
	0
	0
	0
	0
	0
	2 (13.3)


Values are n (%)
MAD, multiple ascending dose; PET, positron emission tomography


[bookmark: _Figure_S2._Fraction_1]Figure S1. Study design
[image: D:\Rohit B\PROJECTS\11FAAH\versions\10preparing for submission\for upload\Figures\Figure S4.tif]
PET, positron emission tomography; QD, once a day
Figure S2. Fraction of [11C] MK3168 in arterial plasma as a function of time after different doses of JNJ-42165279
[image: D:\Rohit B\PROJECTS\11FAAH\versions\10preparing for submission\for upload\Figures\Figure S1.tif]
Parent fraction of [11C]MK3168 after pretreatment with JNJ-42165279 increased compared to baseline and the effect was dose dependent. 
This could arise if JNJ-42165279 and MK3168 share the same metabolic path. In addition, FAAH is widely distributed in many tissues and clearance of [11C]MK3168 from plasma by binding to the catalytic site of FAAH would be blocked by JNJ-42165279
[bookmark: _Figure_S3._Parent_1]

Figure S3. [11C]MK3168 parent fraction remaining in plasma 60 minutes post injection as a function of measured brain FAAH occupancy
[image: D:\Rohit B\PROJECTS\11FAAH\versions\10preparing for submission\for upload\Figures\Figure S2.tif]
FAAH, fatty acid amide hydrolase
The relationship of JNJ-42165279 dose dependent reduction of retention of [11C]MK3168 with fraction of parent tracer in plasma at 60 minutes p.i.. 

[bookmark: _Figure_S4.__1]

Figure S4. Scatter plot for brain FAAH occupancy versus reduction of FAAH activity in leucocytes from baseline during PET Part 1 study
[image: D:\Rohit B\PROJECTS\11FAAH\versions\10preparing for submission\for upload\Figures\Figure S3.tif]
Open circles represent observations. Solid line and shaded area represent the linear regression line and associated 95% confidence interval. The Pearson’s coefficient is 0.635 with significance level p-value=0.036. 95% confidence interval for the coefficient is (0.0562, 0.894).
FAAH, fatty acid amide hydrolase; PET, positron emission tomography



Figure S5. µPET time activity curves of [11C]MK3168 in cerebellum and grey matter of rhesus monkey at baseline and blocking conditions (JNJ-42165279; 2 mg/kg, IV, 30 minutes prior to tracer injection)
[image: D:\Rohit B\PROJECTS\11FAAH\versions\10preparing for submission\for upload\Figures\Figure S5.tif]
SUV, standardized uptake value 

Figure S6. Lassen plot determination of enzyme occupancy without binding potential calculation
[image: D:\Rohit B\PROJECTS\11FAAH\versions\10preparing for submission\for upload\Figures\Figure S6.tif]




Figure S7. Distribution of [11C]MK3168 in human brain and time activity curves under baseline and blocked conditions
[image: D:\Rohit B\PROJECTS\11FAAH\RESUBMISSION2\versions\2from Mark_running\FigureS7.tif]
Both the baseline and post-dose images are scaled from 0 to 3.5 SUV



Figure S8. Brain fatty acid amide hydrolase (FAAH) occupancy as a function of JNJ-42165279 dose at Tmax
[image: D:\Rohit B\PROJECTS\11FAAH\versions\11for upload\Figures\Figure 5.tif]
EO%, percent enzyme occupancy; FAAH, fatty acid amide hydrolase 
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