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D etermination of the M etabolites of Nimetazepan and N itrazepan in
Rat U rine U sing Gas Chramatogragphy and M ass Soectrametry
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Abstract The metabolic passvays of nimetazepan and nitrazepam in rat were studied by comparing
the metabolites of them. W istar ratswere administered with nimetazepam and nitrazepan, regective-
ly, and urine ssmpleswinthin 24 hwere collected A fterP -glucuronidase hydmolysis, the urine sm-
pleswere extracted by 3 cc Oasi§ HLB ®lid-phase colunn and analyzed by gas chramatogrgphy -
mass pectrametry with DB-35M S column  7-acetylaminonitrazepam, 7-aminonitrazepan and 2-ami-
no-5-nitrophenylphenyimethanone were identified asmetabolites of nitrazepan. 7-acetylaminonimetaz-
epan, 7-acetylaminonitrazepam, 7-aminonimetazepam, 2-anino-5-nitrophenylphenyimethanone were
identified asmetabolitesof nimetazepam and a little nimetazepan was detected in rat urine  Themeta-
bolic passways of 2 drugs in ratwere confimed

Key words. nimetazepam; nitrazepan; uring metabolite, lid phase extraction; gas chromatog-
raphy - mass gpectrametry
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1
1.1
QP2010 ( ); 3-18R ( Tomos ) (
Supelco ); WD900CS. 23-2 ( )
B- Signa pH 4.8 - 5000 U/
mL; Oasi%§ HLB3cc W aters ; Wistar ;
( ) ( )
W istar ( 400 g) , 4 ,
24 h ,
1.2 GC-MS
: J&W DB-3GM S (30 m x0.25 mm x0. 254 m) ; : 180 1
min, 15  /min 280 35 min; 280 . He 44
an/s
ElI ; 70 eV : 0.95 kv; 250
200 ; S ; : 40 500 u
1.3
1.3.1 10 mL 250 mL , pH , 5mL pH 4.8 -
0.5mLB - , 57 30 min, (4000 r- min"*, 10 min),
1.3.2 OasS HLB 2mlL 2 mL 2mL pH 4.8 -
, , 2mL 5% ( ) , 5 000
r- min ' 5 min, , 3mL - 3mL ( 9 1)
1.3.3 Oasis HLB , N OH pH 9
. 2mL 5% ( ) ., 5000r min*' 5min,
3mL 3mL - ( 9 1) , ,
, 65 , 100p L , GC-MS
2
2.1
2- -5- 7- 7- 3
, 2- -5- 7-
7- 7- 4 ,
1, 1
1

Tablel Main characteristic ions and their relative abundance of nimetazepan, nitrazepan and their metabolites

m/z(lg /%)

ons Nitrazepan _ 7-Acetylaninonitrazepan _ 7-Acetylaninonimetazepan  7-Aminonitrazepan __ 7-Aminonimetazepan
M* 295(75) 293(100) 307 (100) 251(100) 265 (100)
[M-001* 267 (100) 265(87) 279(96) 223(60) 237(74)

[M - Q- CH,00] " 223(39) 237(27)
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Fig 1 Mass gectra of nitrazepan, nimetazepan and their metabolites
A. nitrazepan ( ); B. nimetazepam ( ); C. 7-aminonimetazepam (7- ); D. 7-aminonitrazepan
(7- ); E. 7-acetylaminonimetazepam (7- ); F. 7-acetylaninonitrazepan
(7- ); G. 2-amino-5-nitrophenylphenyimethanone (2- 5- )
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Fig. 2 M etabolic passvays of nimetazepan in rat
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