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, 3099310;

; : Waters
OASIS HLB(500 mg/6mL); (pH6.5):
(Na,HPO412H,0)9.702 g
(NaH,P0O42H,0)10.686 g 500 mL
1.3
Waters , (ESI);
Suppcol ;
Waters ;
Associate ; : ACE ;

Sigma

Organomation

1.4
14.1 : UPLC Acquity BEH
: 10 uL; 140

20 mmol

(50 mmx2. Immx1.7 pm);
; A , B
(A B 1:19, V:1); s

0.25 mL-min""

1.4.2 ESI ,
, 3.5 kV,
0.5V, 110
50 L'h,

40V,
, 800 L-h™",
1

1.5
18 4 4

s 10 cm

, 25 mgkg
1, 4h ;

0.25h 05h 1h
12h 24h 48h 72h 96h
h 360h 432h

1.5h 2h 4h 6h 8h
168h 240h 312

, -20C
1.6
2.0g,
2.0 mL, 50 mL , 20 mL
(pH6.5 +5% ;
V:r=1:1), 1h, 15 min
(3500¢g,4 ), , 2mL 0.2
mol-L™!
: 5 mL 5 mL
(20 mmol-L™") HLB ,
, 1.0 mL-min"" , SmL ,
, 6 mL10% 1 mL-min”"
, 40C 1.0 mL
(20 mmol-L™") , 022
pum
1.7
1.0 mL 20¢g (
),
0.1 mg‘Lf1 0.5 mg-Lf1 1.0 mg-Lfl(mg'kgfl)
, 30 min, 1.6 ,
3 , 5
1.8
18.1 1.0 mL 50 mL
, 0.05 mg'Lf1 0.1 mg'Lf1 0.2 mg‘Lf1
0.5mgL" 1.0mgL"' 50mgL" (n=
4); 20g ( )
50 mL ,

, 0.05 mg'kg™" 0.1 mgkg™

* 1 WERHERFULEN & H
Tab. 1 Mass spectrometry detection condition of neomycin sulfate

/min /(mz™")
Drug Retention time Qualitative ion

615.30 160.80

0.96 615.30 293.10

Neomycin sulfate

/(m-z™") A% eV
Quantitative ion Cone voltages Collision energy
70.00 30.00
615.30 160.80 70.00 25.00




1360

17

02mgkg' 05mgkg’ 1.0mgkg' 5.0mgkg’

(n=4), 30 min 1.6
),
),
()
1.8.2 1.0 mL 20¢g
( )»
0.005 mg'L' 0.0l mgL' 002 mgL' 0.05
mg'L™" 0.075mgL™" 0.1 mg' L (mgkg™)
, 4 1.6 ,
3 , 10
1.9
3P97 ;
Microsoft
Excel 2000
C=Coe™,
3P97

2

WT1.4
2
2.1
r 0.99,
2
2.2
(28+2)C ,  25mgkg’!
3 b
: C=
0.000 9¢ 7773 5413.995 7¢ 2 ¥_13.996 6e 217"
) T30
0.089 2, , Ting
25.776 4 h, 312 h
2.3
25 mgkg ,

®?2 MBRHERETESTIEEME. A, FREESEPRRERZ. FHEKE, LNREESR
Tab. 2 Calibration, average recovery, LOD and LOQ of neomycin sulfate in plasma, muscle, liver and kidney of tilapia (GIFT)

(n=4) . () 1% . .
Sample Calibration Rang::nff.liigne;rity Relavent coefficient Average recovery /(rrig(-)kg ) /(rrig(-)kg )
Plasma »=126.68x-16581 0.05~5.0 0.9928 88.16+3.95 0.002 0.005
Muscle y=25.418x+116.6 0.05~5.0 0.9969 87.63+3.42 0.005 0.01
Liver y=1.2149x+2753.9 0.05~5.0 0.9924 72.37£2.63 0.005 0.01
Kidney »=7.0216x+3609.3 0.05~5.0 0.9956 80.26+3.29 0.005 0.01

%3 FEFTHEBFNENERBIFBE(25 mg-kg™ BW)HMEHREH HESH
Tab.3 Pharmacokinetics in plasma following single oral administration of 25 mg-kg™ (BW) of neomycin sulfate to tilapia (GIFT)

Parameter Unit Value Parameter Unit Value
A pg-mL™! 0.001 AUC pg-h-mL™! 456.225

a h! 7.774 T112ka h 3.181

B pg-mL™ 13.996 K h! 7.794

s h! 0.027 Ko h! 0.027

K, h! 0.218 K, h! 0.020
T2 h 0.089 Cnax pg-mL™! 16.138
T\op h 25.776 Tnax h 1.299
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, 240 2.4
0.18 mgkg ™ ; 312 (CAC)
0.39 mg-kg™'; , (MRL),
360 0.32 mgkg; ,
432 235 ,
(C) 0.5 mgkg' (MRL),
) ) ,
(T11) 4 (MRL) 0.74 mg-kg™'
WT1.4
35
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Fig.1 Residue of neomycin sulfate in tissues of tilapia (GIFT)
after oral administration
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Fig.2 Elimination curve of neomycin sulfate in tilapia (GIFT)
after single oral administration

*4 HEFEEOEHSHREMRMALUHMRMET
BREH
Tab.4 Equation of elimination curve and parameters of
neomycin sulfate in plasma and tissues after oral admini-
stration in tilapia (GIFT)

. . /h
Tissue Equation 2 Tin
Plasma  C =13.736¢ %" 0.992 25.935
Muscle C =8.371e " 0.999 31.802
Liver C =25.52¢700% 0.999 34917

Kidney  C =17.096¢ """ 0.999 45.175

Tivpg 25776 4 h,

>

,Ziv U0 20 mgkg™!
) Tipp  (3.25+0.86)
h; Black ™ 12 mgkg™ ,
Tinp  (2.776+0.792) h; Shaikh 1'%
22 mgkg ,
Tl/zﬁ (661:&314) h
(28+2) , 28 ,
, 37.5
C-T
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Pharmacokinetics and withdrawal period of neomycin sulfate in
tilapia (GIFT)

SONG Jie'?, WANG Xianyu', WANG Weili', JIANG Lan', LUO Li'

(1. Pearl River Fisheries Research Institute, Chinese Academy of Fishery Sciences, Guangzhou 510380, China; 2. Shanghai
Ocean University, Shanghai 201306, China)

Abstract: The pharmacokinetics and elimination of neomycin sulfate were investigated after single oral administra-
tion(25 mg-kg™' BW) in tilapia (Genetically improved farmed tilapia, GIFT) at (28+2)°C. The concentration of neomy-
cin sulfate in tissues of tilapia were determined by UPLC-MS/MS. The results demonstrated that concentration—time
data of neomycin sulfate of plasma was best defined as two-compartmental open model. The maximal concentration,
peak time and elimination half-life of plasma were 9.138 ug-mL™", 10.998 h and 25.776 4 h, respectively.The elimina-
tion speed from fast to slow were muscle, liver, kidney with the elimination half-life of 31.802 h,34.917 h, 45.175 h,
respectively. According to the People’s Republic of China Announcement No.235, the maximum residue limit of 0.5
mg-kg™' in muscle of avian, the withdrawal period should not be less than 6 d under this experiment condition. [Journal
of Fishery Sciences of China, 2010, 17(6): 1358-1363]
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