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OBJECTIVE: To determine the plasma pharmacokinetic of ZD-3-372 in male C57BL/6 mice following a single oral administration (Dose: 75, 150 and 300 mg/kg)
METHODS:

	Compound
	ZD-3-372; Molecular weight: 507.98 (free base); Purity: 95%

	Formulation
	IV: 0.5% Tween-80 in 99.5% v/v NaCMC (0.5% w/v solution)

	Dose

Dose volume
	PO: 75, 150 and 300 mg/kg 

PO: 10 mL/kg

	Feeding regimen
	Food and water ad libitum

	Study Design 
	Nine male C57BL/6 mice were used in the study and were divided into three group as Group 1 to Group 3. Animals in Group 1, Group 2 and Group 3 were administered orally with suspension formulation of ZD-3-372 at 75, 150 and 300 mg/kg dose, respectively. Blood samples (approximately 60 µL) were collected under light isoflurane anesthesia from a set of three mice at 1, 4 and 24 h. Plasma was harvested by centrifugation of blood and stored at -70 ± 10 ºC until analysis. At 24, total CBC count was measured.

	Analysis
	The plasma concentration-time data of ZD-3-372 was used for the pharmacokinetic analysis. Plasma samples were quantified by fit-for-purpose LC-MS/MS method (LLOQ: 1.03 ng/mL for plasma).


 Results:
· Following a single oral administration of ZD-3-372 to male C57BL/6 mice at 75, 150 and 300 mg/kg dose, plasma concentrations were quantifiable up to 24 h.
Table 1: Individual plasma concentration-time data of ZD-3-372 in male C57BL/6 mice following a single oral administration (Dose: 75 mg/kg)
	Animal
ID
	Plasma Concentration (ng/mL)

	
	Time (hr)

	
	1
	4
	24

	1
	121.36
	309.11
	53.92

	2
	297.42
	431.53
	30.39

	3
	599.75
	491.84
	BLQ

	Mean
	339.51
	410.83
	42.16

	SD
	241.96
	93.11
	16.64

	% CV
	71
	23
	39


LLOQ: 1.03 ng/mL 
Table 2: Individual plasma concentration-time data of ZD-3-372 in male C57BL/6 mice following a single oral administration (Dose: 150 mg/kg)
	Animal
ID
	Plasma Concentration (ng/mL)

	
	Time (hr)

	
	1
	4
	24

	4
	911.87
	509.77
	1.52

	5
	256.41
	505.33
	4.83

	6
	600.27
	416.77
	1.45

	Mean
	589.52
	477.29
	2.60

	SD
	327.86
	52.46
	1.93

	% CV
	56
	11
	74


LLOQ: 1.03 ng/mL 
.
Table 3: Individual plasma concentration-time data of ZD-3-372 in male C57BL/6 mice following a single oral administration (Dose: 300 mg/kg)
	Animal
ID
	Plasma Concentration (ng/mL)

	
	Time (hr)

	
	1
	4
	24

	7
	1172.63
	1581.90
	2.72

	8
	767.43
	2167.33
	2.57

	9
	926.83
	1355.81
	3.86

	Mean
	955.63
	1701.68
	3.05

	SD
	204.13
	418.81
	0.71

	% CV
	21
	25
	23


LLOQ: 1.03 ng/mL 
CBC Count:

	Dose (mg/kg)
	Animal ID
	WBC (x10^3/uL)
	RBC

(x10^6/uL)
	Hgb

gdL
	Hct

%
	MCV

fL
	MCH

pg
	MCHC

g/dL
	PLT

(x10^3/uL)

	75
	1
	5.2
	3.39
	7.8
	16.4
	48.5
	23.2
	47.7
	413

	
	2
	8.3
	4
	8.2
	17.4
	43.4
	20.5
	47.1
	495

	
	3
	5
	4.17
	8.9
	19.2
	46
	21.4
	46.5
	620

	150
	4
	7.8
	4.26
	8.9
	19.6
	46
	20.8
	45.3
	458

	
	5
	8.9
	3.85
	8.3
	18
	46.8
	21.7
	46.3
	706

	
	6
	7.4
	3.95
	8.3
	18.1
	45.8
	21.2
	46.2
	464

	300


	7
	6.1
	5.20
	10.6
	22.9
	43.9
	20.4
	46.5
	578

	
	8
	10.5
	3.94
	8.2
	18.2
	46.3
	20.8
	45.1
	572

	
	9
	3
	3.61
	7.7
	17
	47.2
	21.4
	45.4
	372

	Vehicle
	10
	3.9
	4.67
	10.9
	24.7
	52.9
	23.4
	44.2
	340

	
	11
	6.8
	5.78
	12.7
	29.4
	50.9
	22
	43.3
	385

	
	12
	4.8
	5.77
	12.3
	28.5
	49.4
	21.2
	43
	628
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