12
12

5.0-2486.0 ng'mL"’
Tomax 22409 2.8+0.8

25 75mg P<0.05 Cuax

ng‘mL'1 AUC.60

AUC. 3522.84735.2  9528.94+2601.1
10.941.9 10340.7 102+1.9h
Comax™  793.5+ 185.1 ngmL"  Cpin™

ng‘mL'1 AUC.40

ti,  10.6£1.8 h DF  2.0%0.3
25~150mg
25-150mg
I
0731 85292098  E-mail ubillow@yeah.net

3440.3 £732.0 9373.6£2555.0

10073.0+ 3257.0ng-h-mL™ AUC.,

1 1,2 1

410011 2. 410001

HPLC
25 75 150mg

75mg

25 75 150 mg
4241.0h 150 mg
350.4+90.8 877.3£285.6  1428.6 +270.2
17621.4+ 2641.7ng-h-mL"
17969.3+2642.2 ng-h-mL™" ;)
29+1.1h

75 mg Tmax

120.7 61.2ng-mL'1 Cav 339.7491.2

10309.743437.4 ng-h-mL"!

75 150mg

24h
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Study on pharmacokinetics of trazodone extended-release tablets in

Chinese healthy volunteers
Zhu Ronghua® ?, Li Huande', Dai Libo" %, Wang Feng', Zhang Mi" ?, Lou Jiang" % Peng
WenXing'

1. Clinical Pharmacy and Pharmacology Research Institute, Second Xiangya Hospital, Central

South University, Changsha 410011
2. School of Pharmacy, Central South University, Changsha 410083

Abstact Objective: To develop a HPLC method for determination of trazodone and
in human plasma, and to study the pharmacokinetics of trazodone in Chinese healthy
volunteers. Methods: For single-dose study, a single oral dose of 25, 75 or 150 mg
trazodone extended-release tablets was given to 12 healthy volunteers in an open
randomized latin design. For multi-dose study, a repeated oral dose of 75 mg
trazodone extended-release tablets was given to 12 healthy volunteers in an open
randomized crossover design. Plasma concentrations of trazodone were determined by
HPLC. Results: The liner range of analysis method was among 5.0-2486.0 ng-mL "' for
trazodone in plasma. The main pharmacokinetic parameters of trazodone after single
25, 75 and 75 mg dose of trazodone were as follows: Ty, was 2.240.9 2.8 £0.8 and
4241.0 h; Cpax was 350.4£90.8 877.3+285.6 and 1428.6 +270.2 ng-mL'l; AUCy-0
was3440.3 £732.0  9373.6£2555.0 and 17621.4% 2641.7ng-h-mL_1 AUCj.. was
3522.847352  9528.9+2601.1 and 17969.3+2642.2 ng-h-mL™'; The steady state
pharmacokinetic parameters of benazeprilat after multi 75 mg dose of benazepril were
as follows: Tmax Was 2.9%1.1 h, Cpax’> was 793.5+ 185.1 ng~mL'1, Crmin”® was 120.71
61.2ngmL", Cu was 339.7491.2 ng-mL", AUCy¢ was 10073.0+ 3257.0ng-h-mL™",
AUCy..was 10309.7+3437.4 ng-h-mL'l, ti, was 10.6x1.8 h, DF was 2.0%0.3.
Conclusion: The established HPLC method was simple, rapid, sensitive and accuracy,
and suit for study of clinical trazodone pharmacokinetics. There was linear
pharmacokinetics of trazodone between 25 and 150 mg single oral doses of trazodone
extended-release tablets in healthy subjects. trazodone extended-release tablets was

well tolerated.

KEY WORDS: trazodone; extended-release tablets; HPLC; pharmacokinetics



5-HT

tin 4.1-6.0
ti2 10
HPLC-

1
1.1 LC-10ADvp LC-10ADvp Class-vp
6.1 Shimadzu SCX 250mmx4.6mm 5.0 pm
SHISEIDO 3-18K SIGMA AG285

METTER-TOLEDO
1.2

100.0% ANGELINI RS 01/09
99.9%

Burdick/Jackson

, 75mg/ 000000297  150mg/ 000000731
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12 6 1
25mg 75mg 150mg
7 12
1 75mg/ 7 10
8:00 4 10h
0 0.5 1.0 2.0 3.0 4.0
50 6.0 8.0 100 12.0 16.0 240 36.0 48.0 60.0
1 0 4 5 6 7
4.0 mL -70
2.2
-HIV
HbsAg
1
1
Tab 1 Description of subjects
index
(male) (female) (male) (female)
n=6 n=6 n=6 n=6
24.440.5 24.1+1.1 23.5+1.4 26.043.5
(age)/year
171.2+5.8 161.7+2.4 168.0+3.9
(Height)/em 159.7+£3.0
(Body 65.2+7.8 52.5+3.8 64.7+4.3 53.543.3
weight)/Kg
BMI 22.24+1.9 20.1+1.5 22.8+1.1 21.0+£1.4

+



2.3

2.3.1
21.0mg 50mL
420.0pg-mL"
382.5ug-mL™ 3
5.0 mg 50mL
100pg-mL™! 2.5mL 500ml
0.5pg-mL"
2.3.2
35 : 80mmol-L™ pH6.0 = 60:40 V/V
1.2 mL-min” EX=320nm EM=440nm
2.3.3
12000 rmin”’  5min  300pL Sml
60 pL 0.5 pg-mL™’ 20 uL 1500 uL
3min 4000 rmin”  5min 1200 pL
5ml 40 300pL 40pL
2.3.4
1 A B C
6.2min

9.5min



Detector A (Ex:320nm, Em:440nm)
M1-12-0
20 Retention Time A
g 10
0 -
T T T T T T T
0 2 4 6 8 10 12 14
Minutes
Detector A (Ex:320nm, Em:440nm)
CURVE-40D-05
20 Retention Time B

6.11

|

ol S /b

mv
E———
T —— 918

Minutes

Detector A (Ex:320nm, Em:440nm)
S2-9-01
20 | Retention Time C

6.15
9.08

10

mv
—

i

Minutes
1 A: B: C:
tr=9.1 min tr=6.1 min
Fig 1 Chromatograms of trazodone and IS. A: blank plasma; B: blank plasma spiked with

trazodone and IS; C: clinical plasma sample trazodone tz=9.1 min, IS tg=6.1min.



2.35
5.0 12.0 31.0 69.0 172.0 421.0 1033.0

2486.0 ng-mL" « ”
X Y
Y=166.952x+0.0281883  1°=0.999762 1/Amount 5.0~2486.0
ng-mL™" 5.0 ng-mL" 98.4% RSD 7.5% n=5
2.3.6
12.0 172.0 2486.0 ng-mL" “
” 40% 12.0 172.0
2486.0 ng-mL™ 100ng-mL"* 1min
40uL
72.6 %~ 88.3%
66.6 %
2.3.7
12.0 172.0 2486.0 ng-mL" «
5 5 3
RSD 2.9 %~ 3.7 % (n=5) RSD  3.4%~ 3.5% (n=15) 98.4%~
104.2 % 2
2

Tab 2 Methodology recovery and precision of trazodone

intra-day n=5 intra-day n=15
(Concentration ) (methodology 0 (methodology  RSD/%
ng-mL'l Recovery ) % RSD/% recovery )% ’
12.0 103.3 2.9 104.2 34
172.0 98.4 3.7 96.7 34
2486.0 98.7 3.2 98.5 3.5

2.3.8
12.0 172.0 2486.0 ng-mL"
10 01 2 6 12h
0 1 2 6 12 24h 0 1



2.3.9
Comax  Tonax t,,=0.693/A, A, AUC
AUC,=AUC + C/A, (Cy )
AUMC=Y(tCi+ti1Ciot )(ti-ti1 )24+ Co(A+1/A,2)  MRT=AUMC/AUC CL/F=D/AUC

V/F=CL/A,

SPSS13.0 P<0.05 AUC

Cmax CL/ F t1/2 MRT

t Tmax
3
3.1
3.2 -

25 75 150mg -
2 75mg -



2000

1600

1200

C (ng-ml'l)

800

400

—A— 150mg
—&—75mg

6 12 18 24 30 36 42 48 54 60
T (h)

2 25 75 150mg
- n=12

Fig2 Mean plasma concentration-time curves of trazodone in healthy volunteers after

single oral administration of 25 75 150mg of trazodone extended-release tablets

n=12

1000 ¢ M
) 800
o
600
400
200
° & S
1 1 1 1 1 0
72 60 48 36 24 12 0 12 24 36 48 60
T (h)
3 75mg

- n=12

Fig 3 Mean plasma concentration-time curves of trazodone in healthy volunteers after multi

oral administration of 75mg of trazodone extended-release tablets

n=12



n=12

Tab 3 Main pharmacokinetic parameters of trazodone in healthy volunteers n=12

(parameter)

25 mg

75mg

150 mg 75 mg

AUC,. (ngh'ml™)

AUC.¢ (ng-h'ml™) 3440.3+732.0

9373.6+2555.0

17621.4 £2641.7

8152.5£2189.2
10073.0+£3257.0

AUC,.., (ng-h'ml™) 3522.847352  9528.942601.1  17969.3+2642.2  10309.7+3437.4
Crnax (ng'ml™) 350.4+90.8  877.3+285.6 1428.6+270.2 793.5+185.1
Coin (ng'ml™) 120.7+61.2
Ca*(ng-mL™) 339.7491.2
DF 2.040.3
Tinax (h) 2.240.9 2.8+0.8 4.2 +1.0% 2.9+1.1
tin (h) 10.91.9 10.3%0.7 10.241.9 10.6 +1.8
CL Lh! 7.4+1.7 8.5+2.7 8.5+1.3 10.0+3.4
vV L 116.6+35.9 126.6+43.8 126.7 +35.3 152.5+59.7
MRT (h) 13.542.6 13.6+2.2 14.842.2
*P<0.05
AUCp0 AUCpo Chax
r’ 0.887 0.8891 0.7875 P<0.05

ti, CL/F  V/F MRT P>0.05

150 mg 25 75mg P<0.05
75mg AUCyp.,  75mg AUCy
P>0.05 Tmax Cmax tiz CL/F V/F
P>0.05
Tmax AUCot AUCy, AUCoo Chax
Cmin Ca tip CL/F V/F MRT P>0.05
4
Tmax 2.2-4.2h Marzo
- 3.6-4.5h Karhu
Tinax 9.0h



[3-6]

24h

75 150mg 25~150mg
4 24h

25~150mg
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