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the mobile phase. To 2.0 mL of this solution add the mobile
phase to make 50 mL. Perform the test with 20 uL of this so-
lution under the above operating conditions, and calculate
the resolution. Use a column giving elution of cloperastine
and benzophenone in this order with the resolution between
these peaks being not less than 6.

Detection sensitivity: Adjust the detection sensitivity so
that the peak height of cloperastine obtained from 20 uL of
the standard solution is about 30% of the full scale.

Time span of measurement: About 4 times as long as the
retention time of cloperastine, after the solvent peak.

Loss on drying Not more than 0.5% (1 g, 105°C, 3 hours).
Residue on ignition Not more than 0.10% (1 g).

Assay Weigh accurately about 0.5g of Cloperastine
Hydrochloride, previously dried, dissolve in 70 mL of a mix-
ture of acetic anhydride and acetic acid (100) (7:3), and ti-
trate with 0.1 mol/L perchloric acid VS (potentiometric
titration). Perform a blank determination, and make any
necessary correction.

Each mL of 0.1 mol/L perchlbric acid VS
= 36.633 mg of CoHCINO.HCl

Containers and storage Containers—Tight containers.
Storage—Light-resistant.
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5-(2-Chlorophenyl)-7-ethyl-1,3-dihydro-1-methyl-2H-
thieno[2,3-e]-1,4-diazepin-2-one [33671-46-4]

Clotiazepam, when dried, contains not less than
985% of C15H15C1NZOS.

Deseription Clotiazepam occurs as white to light yellowish
white crystals or crystalline powder. It is odorless, and has a
slightly bitter taste.

It is very soluble in chloroform, freely soluble in
methanol, in ethanol (95), in acetone, in acetic acid (100)
and in ethyl acetate, soluble in diethyl ether, and practically
insoluble in water.

It dissolves in 0.1 mol/L hydrochloric acid TS.

It is gradually colored by light.

Identification (1) Dissolve 0.01 g of Clotiazepam in 3 mL
of sulfuric acid: the solution shows a light yellow fluores-
cence under ultraviolet light (main wavelength: 365 nm).
(2) Determine the absorption spectrum of a solution of
Clotiazepam in 0.1 mol/L hydrochrolic acid TS (1 in
100,000) as directed under the Ultraviolet-visible Spec-
trophotometry, and compare the spectrum with the Refer-
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ence Spectrum: both spectra exhibit similar intensities of ab-
sorption at the same wavelengths.

(3) Prepare the test solution with 0.01 g of Clotiazepam
as directed under the Oxygen Flask Combustion Method, us-
ing 10 mL of diluted hydrogen peroxide (30) (1 in 5) as the
absorbing liquid. Apply a small amount of water to the up-
per part of the Apparatus A, pull out C carefully, wash C, B
and the inner side of A with 15 mL of methanol, and use the
obtained solution as the test solution. Add 0.5 mL of dilute
nitric acid to 15mL of the test solution: this solution
responds to the Qualitative Tests (2) for chloride. The
remaining test solution responds to the Qualitative Tests (1)
for sulfate.

Melting point- 106 — 109°C

Purity (1) Clarity and color of solution—Dissolve 1.0 g
of Clotiazepam in 10 mL of ethanol (95): the solution is
clear and has no more color than the following control solu-
tion.

Control solution: To 5 mL of Matching Fluid C add 0.01
mol/L hydrochloric acid TS to make 10 mL.

(2) Chloride—To 1.0 g of Clotiazepam add 50 mL of
water, shake for 30 minutes, and filter. To 30 mL of the
filtrate add 6 mL of dilute nitric acid and water to make 50
mL. Perform the test using this solution as the test solution.
Prepare the control solution with 0.25 mL of 0.01 mol/L
hydrochloric acid VS (not more than 0.015%).

(3) Heavy metals—Proceed with 2.0 g of Clotiazepam
according to Method 4, and perform the test. Prepare the
control solution with 2.0 mL of Standard Lead Solution
(not more than 10 ppm).

(4) Arsenic—Prepare the test solution with 1.0g of
Clotiazepam, according to Method 3, and perform the test
using Apparatus B (not more than 2 ppm).

(5) Related substances—Dissolve 0.25 g of Clotiazepam
in 10 mL of acetone, and use this solution as the sample solu-
tion. Pipet 1 mL of the sample solution, add acetone to
make exactly 20 mL, pipet 2 mL of this solution, add ace-
tone to make exactly 50 mL, and use this solution as the stan-
dard solution. Perform the test with these solutions as direct-
ed under the Thin-layer Chromatography. Spot 10 L each
of the sample solution and the standard solution on a plate
of silica gel with fluorescent indicator for thin-layer chro-
matography. Develop the plate with a mixture of chlo-
roform and acetone (5:1) to a distance of about 10 cm, and
air-dry the plate. Examine under ultraviolet light (main
wavelength: 254 nm): the spots other than the principal spot
from the sample solution are not more intense than the spot
from the standard solution. ’

Loss on drying Not more than 0.5% (1 g, 80°C, 3 hours).
Residue on ignition not more than 0.10% (1 g).

Assay Weigh accurately about 0.5 g of Clotiazepam, previ-
ously dried, dissolve in 80 mL of acetic acid (100), and ti-
trate with 0.1 mol/L perchloric acid (potentiometric titra-
tion). Perform a blank determination in, and make any
necessary correction.

Each mL of 0.1 mol/L perchloric acid VS
= 31.883 mg of C16H15C1NZOS

Containers and storage Containers—Tight containers.
Storage—Light-resistant.



