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B -N-(4-38F B ) Wrtg AUC,, = AUC, 53124 110.55 #2122.79 mg + h « L™ 51,,,z F= 1, F 3455 %1 4 3. 71 = 3. 67
h,p 17.49 mg « L7 s N-(4-38 F 25 ) -N-(4-3 F 8L ) Wkt CLz/F 5 4.97 L+ h™' « kg™, Va/F % 26.10 L - kg™' ,MRT,,
6.71 hy &t N-(4-2FE)-N-(4- B F R L) h— A Fe — 2 BEAUMSKXRLAHEFTLE, MAEAR TR, RAZE
AR A4

KRR N-(4-8FK)-N-(4- 8 F 8RR drorme s, RS9 F
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Pharmacokinetics of N-(4-bromobenzyl) -N-(4-bromobenzyloxy ) urea in Rats

TONG Wei'? , MAI Xi'* , FENG Li-hua' , XIANG Jingl , SUN Wen' (1. Department of Pharmacy, Medical College, Nan-
chang University, Nanchang 330006, China; 2. Nanchang First Hospital, Nanchang 330008 , China)

ABSTRACT: OBJECTIVE To characterize the pharmacokinetics of N-(4-bromobenzyl ) -N-(4-bromobenzyloxy ) urea ( BBU) in

rats after oral administration, thus to provide reference for its development. METHODS A single dose of 600 mg « kg ™' of BBU was

orally administered to rats. The concentration of free BBU in rat plasma was determined by HPLC. RESULTS The AUC,, and
AUC,., were 110.55 and 122.79 mg + L - h™", ¢,,, and ¢, were 3. 71 and 3. 67 h, p,. was 17.49 mg + L™, CLz/F and Vz/F were
4.97L-h"" - kg ' and 26.10 L - kg”", and MRT,_, was 6.71 h for free BBU. CONCLUSION

The fitting goodness is between

one-compartment model and two-compartment model. Both models can be chosen, but two-compartment model is better.

KEY WORDS: N-(4-bromobenzyl) -N-(4-bromobenzyloxy) urea; HPLC; rat; pharmacokinetics
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CTO ~ 10ASVP HEA , Class —vp TAEH) , (5 HE:
(Kromasil Cyy: 4.6 mm x 250 mm, 5 um) , 5 4 20
plo WFRT LSS ASERTAIRAR 0.1 mg).

2 ZWHIE
2.1 @ik &t

{35 4E . Kromasil Cjg (4. 6 mm x250 mm, 5 um) ,
B : 257K (73:27) , 3% :0. 8 mL « min ™", A&
?Ezjﬁ/i:225 nm,TJ‘JE‘ZEl::;O C ,ﬂ:ﬁﬁi .20 }LLO
2.2 RV R Y E

KR PRI 15 mg BBU # 10 mL #ifirh, &
WA R R 10 mL, LR E R E R 1.5 mg -
mL ™" A B UBCR R R 10 mg, 100 mL £l
o OB R T RR B E 100 mL, i ik & ok 100
pg - mL T E 4 CURA AR o
2.3 AR A

K2 100 pL iR AE 5 10 mL HZE B0
B, A 20 WL 50 pg - mL ™Y AR, I TE 30
so LA 300 L 2N, W iEdk % 1 min JLRER H, N
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> 10 min, B VS T D) — B 8504, 50 C A
AT, [EAREREH 100 WL 2% F 8 f#, 12 000
v+ min B0 5 min, BT 20 pl BERE
2.4 BBU KRN HZHFHRK
2.4.1 #iZ558ul SD RE 6 H,MEMERS 1, 42l
HI12 h 285 ARk, BRI BBU 3 & & AFER, in
A 80, B S UMK , 5 30 1% SR W RR2F 4 R
W 3 ~ 4 mL T OREK B S BBU Bl IR &
W' 45 600 mg - kg ! (L Ay APk B 5D 00 4
BBU /NilB K Z 4 8 g - kg™ FRSENR AR B
B 80 mg - kg ' I LEA TG ) HE
B, BRET0.5.1.2.3.4.6.8.10,14 h R AEH
JkHI 0. 4 mL, 25 25§ LS (L, & T R Pise s
H1,3 500 r - min "' B0 5 min 43 ES MY, SRS CE
T 40 CHKFARAFZIE
2.4.2 eSOt 0 R R R] Y
BBU AU T AR, T34 o 048 T FRL 5 P9 b 0 T AR LE
B, TR IRTA 7 R4 SR i A A R B2, e J 1)
DAS 2. 1. 1 253fi5# 3 i b E 2282 540

3 LRGSR

3.1 FEEREMER
TEARSRBTHIY HPLC 404 F  BBU 55408

BLIE  BE LRI 7.5 min, PR (9 4% B4 ) g

R E 22 R 2012 4 11 A58 47 555 21 )
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Ifo A EISE 25 s oA BBU 25 (I3 in
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3.2 MrEdL&fEER

s Fm e 100 wL K5 %5 5 B BBU RYREE S
R 20 L, fuff 3R BT s MR RS 4301 0.5.1.2.5.10
2030 pg - mL™'. FFHEPREMA S0 pg -
mL ™ (BRI (AR TR 20 L, 4% 2. 27 TR
PRI, ARE b W T RR 55 PN AR 0 TR 1Y) LUAB R R AR
BBU ¥ & Y\ A b, E 47 £ M 19, L[l 3 )5 72
1y =9.654 1p —0.406 0,77 =0.999 3, LM FEl
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3.3 xR E
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HIG 3 AR TE I 3 VA B ) I SR o (B Wk
541) 4% 2. 27 WUT ARG HERE , LU SRAT i Y U T
FUShRUEVE TR I T AR 2 O T3 4 5 [mT ke, 25 1
WE1,
3.4 BEERFEEHKE

HERGEC TR R 1.5.20 pg - mL7' &
1K 3 AR BE A Il A it VS VR (B VR FE T 5 1)
F542. 27 T AR AL B EREDN 5 AR TR
— H W S W, ESLE 3 d, iH8H H N H R
FEER AR, ZERE 2,

Ll
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E1 N-(4-BmFH)-N-(4-BFE %) (BBU) #y HPLC &
#

A - 2SN B - 45 MK + BBU;C - 25 (UMK + BBU + P45 ;D — ILHEAR G
Fig.1 HPLC Chromatograms of BBU

A —blank plasma;B — plasma spiked with BBU;C - plasma spiked with BBU and

internal standard ;D - rat plasma sample
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3.5.1 FERMCE S5 KRR AR AR ETE T
WK O 3 MU EERY BBU I 3ERE SR TR, Bk
JE 10 iy, Horb 5 M FEZE IR T ACE T 24 h J5 %
“2.27 TN AN AR, Il SRR, AR
A5 5 & (95.86 + 5.61)% ., (106.46 =
2.59)% .(101.15 £0.60) % ,3 ¥k BE 1 RSD 43 5]
$75.85% 2.44% 0.59% , HANS HHET —40 C
UKFATRARAEARAT | B, B2, 27 i ab 3 oF
FER I, JF 90 85 R, 250 B A S o A R
(99.47 +5.24)% . (102.18 +3.45)% . (99.29 =+
4.82)% ,3 MNURER RSD 43058 5.27% 3. 37%
4. 85% , 25 AL Il HR A ot A A IR UK R DR A
ST B B ARG R T

3.5.2  URERAER SRR AR EME  BCwE
%3 ANMREE R BBU Il 3 AT S i W, A — 40 C oK
v, B URRL 3 G, $542. 37 TR Ab RS SRR

4.85% o ZERIR , VRl S A0 XoF IS i (A DN 2
RBA A
3.6 BBU kKR KNW Gz 2# %

FH HPLC 52 BBU ()1 24 4% 5, i 15 45 25 1) R
I Fof [ L 24 e 3 50 L3¢ 3, - 35 245 -1 gl 4 LI 2,
F DAS2. 1.1 25l 5-A Je 2 s 280 3% 4.

%1 BBU 4xfE k%
Tab.1 Absolute recoveries of BBU

Concentration/pg + mL ™! Absolute recovery/%n =5 RSD/%
1.0 107.42 +1.97 1.83
5.0 102.29 +2.83 2.77
20.0 99.41 1. 64 1. 65

*2 BBU 7B ESREE
Tab.2 Relative recovery and precision of the HPLC method for
BBU

Concentration  Relative recovery  Intra-assay precision Inter-assay precision

WA B E S U, 2R A g gy Lt ey Sl S
1.0 98. 60 4. 88 4.94 5.18
(102.99 +0.28)% , (100.35 £2.70)% ., (98.60 + 5.0 101.68 +1. 83 1.80 0.98
4.78)% ,3 MR EER RSD 4358 0.27% 2. 69% | 20.0 102.50=1.19 L. 16 0.62
%3 AFFEH BBU thin 25 3% . pg - mL™'
Tab.3 Plasma concentrations of BBU at different time. pg + mL ™'
t/h
Rat number
0.5 1 2 3 4 6 8 10 14
1 5.93 8.72 13.15 17.74 15.77 8.42 6. 69 4.84 3.24
2 5.59 8.23 15.14 17.74 18.74 10. 71 5.79 3.90 1. 66
3 5.88 8.98 12.51 16. 14 18. 80 10. 16 5.57 3.45 1.29
4 4.02 7.80 10. 94 15.90 21.73 14. 81 6. 06 4.62 2.92
5 4.19 6.34 8.87 11. 46 11.97 9.54 6.76 4.50 2.38
6 4.22 7. 66 10. 57 15.94 12.76 7.95 5.39 3.02 2.59
mean 4.97 7.96 11. 86 15.82 16. 63 10. 27 6.04 4.06 2.35
SD 0.92 0.94 2.20 2.30 3.81 2.46 0.57 0.72 0.75

25

20

pfmg-L!

2 4 6 8 10 12 14 16
t/h

B2 BBU W -FH 2GR E-H L. n=61x%s
Fig.2  Mean plasma concentration-time profile of BBU in

rats. n =6 ,x s
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F=4 Kk H o4 7 BBU 600 mg - kg ™' 49 % 3 % 5 %
n==6
Tab. 4 Pharmacokinetic parameters of BBU 600 mg - kg™’

after oral administration in rats. n =6

Pharmacokinetic parameter Mean SD
AUCy/mg - L="+h 110. 55 13.27
AUCo/mg - L=1 - h 122.79 17.79
11,2,/ 3.71 1.10
CLz/F/L « h - kg~! 4.97 0.73
Va/F/L « kg ! 26. 10 5.94
Imay/h 3.67 0.52
Pray’mg + L1 17.49 3.29
MRT,_/h 5.30 0.32
MRT,_.,/h 6.71 1. 206
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