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Nitrazepam Oral Suspension
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Nitrazep

The or.
requirements.
Content of nitrazepam, C,;H,,N,O,

90.0 to 105.0% of the stated amount.

uspension is a suspension of Nitrazepam in a suitable vehicle.

ension complies with the requirements stated under Oral Liquids and with the following



IDENTIFICATION

A. Carry out the method for thin-layer chromatography, Appendix Il A, using the following solutions.
(1) Shake a quantity of the oral suspension containing 2.5 mg of Nitrazepam with 10 mL of

acetonitrile, centrifuge and use the supernatant liquid.
(2) 0.025% wl/v of nitrazepam BPCRS in methanol.
(3) 0.025% wi/v each of nitrazepam BPCRS and diazepam BPCRS in methanol.

CHROMATOGRAPHIC CONDITIONS

(a) Use as the coating silica gel.
(b) Use the mobile phase as described below.
(c) Apply 10 uL of each solution.

(d) Develop the plate to 15 cm.

(e) After removal of the plate, dry in air, spray with dilute pota muthate
examine in daylight.

MOBILE PHASE ;

5 volumes of concentrated ammonia, 10 volumes ol and 8 s of ethyl acetate.
SYSTEM SUITABILITY

The test is not valid unless the chro atogra obtained s ion (3) shows two clearly separated
spots. &
CONFIRMATION
The principal spet’in t hromatogram with solution (1) corresponds in position and colour
to that in th togram obtained with solutio

e chrom d with solution (1) shows a peak with the same retention
EZ in aI pealii togram obtained with solution (2).

Carry out following tests protected from light.

Relate tances

Carry out the method for liquid chromatography, Appendix Ill D, using the following solutions.

(1) Shake a quantity of the oral suspension containing 5 mg of Nitrazepam with 60 mL of
acetonitrile, add sufficient acetonitrile to produce 100 mL and filter.

(2) Dilute 1 volume of solution (1) to 100 volumes with acetonitrile.

(3) 0.01% wilv of nitrazepam BPCRS and 0.0002% w/v of clonazepam BPCRS in acetonitrile.




(4) Dilute 1 volume of solution (2) to 10 volumes with acetonitrile.

CHROMATOGRAPHIC CONDITIONS

(a) Use a stainless steel column (25 cm x 4.0 mm) packed with octylsilyl silica gel for
chromatography (5 pm) (Licrospher RP8 is suitable) and a stainless steel guard column

(4 mm x 2 mm) packed with octylsilyl silica gel for chromatography (5 um) (Phenomenex C8 is
suitable).

(b) Use gradient elution and the mobile phase described below.
(c) Use a flow rate of 1 mL per minute.

(d) Use a column temperature of 40°.

(e) Use a detection wavelength of 270 nm.

(f) Inject 10 L of each solution.

MOBILE PHASE

Mobile phase A 0.05m sodium dihydrogen orthophosphate, adjls

acid.

Time Moaobile phase ’ ment
(Minutes) A (% v/

03 tic
310 559.% linear gradient
10—20 isocratic
2022 37555 45 linear gradient
2230 55 re-equilibration

¥ &

in the' ch togram obtained with solution (4), the signal-to-noise ratiois at least 20.

LIMITS

Identify any peak corresponding to impurity B in the chromatogram obtained with solution (1) and
multiply the area of this peak by a correction factor of 1.8.

In the chromatogram obtained with solution (1):



the area of any peak corresponding to impurity A is not greater than 1.8 times the area of the principal
peak in the chromatogram obtained with solution (2) (1.8%);

the area of any peak corresponding to impurity B is not greater than 3.2 times the area of the principal
peak in the chromatogram obtained with solution (2) (3.2%);

the area of any other secondary peak is not greater than half of the area of the principal peak in the

chromatogram obtained with solution (2) (0.2%);

the sum of the areas of all secondary peaks is not greater than 6 times the area of the fiincipal peak
in the chromatogram obtained with solution (2) (6.0%).

Disregard any peak with an area less than the area of the principal peak in t atagram
obtained with solution (4) (0.1%).

oY .

Carry out the method for liquid chromatography, Appendi g the followi .

(1) Add a weighed quantity of the oral suspensio i 2.5 mg ef Nit to 25 mL of
water, extract with three 50-mL quantities of chlorafo ering eac t through phase-
separating paper and add sufficient chloro

(2) 0.00625% w/v of nitrazepam BPCRS

CHROMATOGRAPHIC CONDITIONS

(a) Use a stainless steel colum cmx4.6m ack silica gel for chromatography (5 um)

(Lichrosorb or Partisil is sul
(b) Use isocratic elgtion and mobile ph&se described below.

b

(c) Use aflow mL per minute.

(d) Use a column tempebpature of 40°.

(e) Usead on wavelengt o@
f) Inj L ach solution.

O
0

olumes of ab, and 90 volumes of n-hexane.

der the pres itions the retention time of the peak due to nitrazepam is about 8 minutes.

DETERMI CONTENT

Determi e weight per mL of the oral suspension, Appendix V G, and calculate the content of
C,sH;N;O,, weight in volume, using the declared content of C,;H,,N,O, in nitrazepam BPCRS.

STORAGE

Nitrazepam Oral Suspension should be protected from light.








