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pH Dissolve 1.0 g of Mexiletine Hydrochloride in 10 mL
of water: the pH of this solution is between 3.8 and 5.8.

Melting point 200 - 204°C

Purity (1) Clarity and color of solution—Dissolve 1.0 g
of Mexiletine Hydrochloride in 10 mL of water: the solution
is clear and colorless.

(2) Heavy Metals—Proceed with 2.0 g of Mexiletine
Hydrochloride according to Method 1, and perform the
test. Prepare the control solution with 2.0 mL of Standard
Lead Solution (not more than 10 ppm).

(3) Related substances—Dissolve 0.020 g of Mexiletine
Hydrochloride in 20 mL of the mobile phase, and use this so-
lution as the sample solution. Pipet 1 mL of the sample solu-
tion, add the mobile phase to make exactly 250 mL, and use
this solution as the standard solution. Perform the test with
20 uL each of the sample solution and the standard solution
as directed under the Liquid Chromatography according to
the following conditions. Determine each peak area of both
solutions by the automatic integration method: each peak
area of the peaks other than the peak of mexiletine from the
sample solution is not larger than the peak area of mexile-
tine from the standard solution.

Operating conditions—

Detector, column, column temperature, mobile phase,
flow rate, and selection of column: Proceed as directed in
the operating conditions in the Assay.

Detection sensitivity: Adjust the detection sensitivity so
that the peak height of mexiletine obtained from 20 uL of
the standard solution is between 5 mm and 10 mm.

Time span of measurement: About 3 times as long as the
retention time of mexiletine after peaks of the solvent.

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 0.02 g each of Mexiletine
Hydrochloride and Mexiletine Hydrochloride Reference
Standard, each previously dried, and dissolve each in the
mobile phase to make exactly 20 mL. Pipet 5 mL each of
these solutions, add exactly 5 mL of the internal standard so-
lution, then add the mobile phase to make 100 mL, and use
these solutions as the sample solution and the standard solu-
tion, respectively. Perform the test with 20 uL. each of the
sample solution and the standard solution as directed under
the Liquid Chromatography according to the following con-
ditions, and calculate the ratios, Q1 and Qs, of the peak
area of mexiletine to that of the internal standard, respective-
ly.
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Internal standard solution—A solution of phenetylamine
hydrochloride in the mobile phase (3 in 5000).
Operating conditions—
Detector: An ultraviolet
(wavelength: 210 nm).
Column: A stainless steel column about 4 mm in inside di-
ameter and about 15cm in length, packed with octyl-
silanized silica gel for liquid chromatography (about 7 um in
particle diameter).

absorption photometer
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Column temperature: A constant temperature of about
30°C.

Mobile phase: Dissolve 2.5 g of sodium lauryl sulfate and
3 g of sodium dihydrogenphosphate dihydrate in 600 mL of
water, and add 420 mL of acetonitrile.

Flow rate: Adjust the flow rate so that the retention time
of mexiletine is about 6 minutes.

Selection of column: Proceed with 20 uL of the standard
solution under the above conditions, and calculate the reso-
lution. Use a column giving elution of the internal standard
and mexiletine in this order with the resolution between
these peaks being not less than 9.

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

Miconazole
IafFy—1L
Ct
¢ o H C

N
Cl
N and enantiomer

C1sH14Cl4N0O: 416.13
1-[(RS)-2-(2,4-Dichlorobenzyloxy)-2-(2,4-
dichlorophenyl)ethyl]-1H-imidazole [22916-47-8]

Miconazole, when dried, contains not less than
985% of C18H14C14N20.

Description Miconazole occurs as a white to pale yellowish
white, crystalline powder.

It is freely soluble in methanol, in ethanol (95) and in acet-
ic acid (100), soluble in diethyl ether, and practically insolu-
ble in water.

A solution of Miconazole in methanol (1 in 20) shows no
optical rotation.

Identification (1) Determine the absorption spectrum of
a solution of Miconazole in methanol (1 in 2500) as directed
under the Ultraviolet-visible Spectrophotometry, and com-
pare the spectrum with the Reference Spectrum: both spec-
tra exhibit similar intensities of absorption at the same
wavelengths.

(2) Determine the infrared absorption spectrum of
Miconazole, previously dried, as directed in the potassium
bromide disk method under the Infrared Spectrophotomet-
ry, and compare the spectrum with the Reference Spectum:
both spectra exhibit similar intensities of absorption at the
same wave numbers.

Melting point 84 - 87°C

Purity (1) Heavy metals—Proceed with 1.0 g of Micona-
zole according to Method 2, and perform the test. Prepare
the control solution with 1.0 mL of Standard Lead Solution

(not more than 10 ppm).
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(2) Arsenic—Prepare the test solution with 1.0g of
Miconazole according to Method 3, and perform the test us-
ing Apparatus B (not more than 2 ppm).

(3) Related substances—Dissolve 0.10 g of Miconazole
in 10 mL of methanol, and use this solution as the sample so-
lution. Pipet 1 mL of the sample solution, add methanol to
make exactly 20 mL. Pipet 1 mL of this solution, add
methanol to make exactly 20 mL, and use this solution as
the standard solution. Perform the test with these solutions
as directed under the Thin-layer Chromatography. Spot 50
uL each of the sample solution and the standard solution
on a plate of silica gel for thin-layer chromatography. De-
velop the plate with a mixture of hexane, chloroform,
methanol and ammonia solution (28) (60:30:10:1) to a dis-
tance of about 12 cm, and air-dry the plate. Allow the plate
to stand in iodine vapor for 20 minutes: the spots other than
the principal spot from the sample solution are not more in-
tense than the spot from the standard solution.

Loss on drying Not more than 0.5% (1 g, in vacuum, silica
gel, 60%, 3 hours).

Residue on ignition Not more than 0.10% (1 g).

Assay Weigh accurately about 0.3 g of Miconazole, previ-
ously dried, dissolve in 40 mL of acetic acid (100), and ti-
trate with 0.1 mol/L perchloric acid VS (indicator: 3 drops
of p-naphtholbenzein TS) until the color of the solution
changes from light yellow-brown to light yellow-green. Per-
form a blank determination, and make any necessary correc-
tion.

Each mL of 0.1 mol/L perchloric acid VS
= 41.61 mg of CISH14C14N20

Containers and storage - Containers—Tight containers.
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C18H14CI4N20.HN03: 479.14
1-[(RS)-2-(2,4-Dichlorobenzyloxy)-2-(2,4-
dichlorophenyl)ethyl]-1H-imidazole mononitrate
[22832-87-7]

and enantiomer

Miconazole Nitrate, when dried, contains not less
than 985% of C18H14CI4N20.HN03.

Description Miconazole Nitrate occurs as a white crystal-
line powder.

It is freely soluble in N, N-dimethylformamide, sparingly
soluble in methanol, slightly soluble in ethanol (95), in ace-
tone and in acetic acid (100), and very slightly soluble in
water and in diethyl ether.
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Melting point: about 180°C (with decomposition).

Identification (1) To 2 mL of a solution of Miconazole
Nitrate in methanol (1 in 100) add 2 mL of Reinecke salt TS:
a light red precipitate is formed.

(2) Determine the absorption spectrum of a solution of
Miconazole Nitrate in methanol (1 in 2500) as directed un-
der the Ultraviolet-visible Spectrophotometry, and compare
the spectrum with the Reference Spectrum: both spectra ex-
hibit similar intensities of absorption at the same
wavelengths.

(3) Perform the test with a solution of Miconazole Ni-
trate in methanol (1 in 100) as directed under the Flame
Coloration Test (2): a green color appears.

(4) A solution of Miconazole Nitrate in methanol (1 in
100) responds to the Qualitative Tests for nitrate.

Purity (1) Clarity and color of solution—Dissolve 1.0 g
of Miconazole Nitrate in 100 mL of methanol: the solution
is clear and colorless.

(2) Chloride—Dissolve 0.10 g of Miconazole Nitrate in
6 mL of dilute nitric acid and N, N-dimethylformamide to
make 50 mL. Perform the test using this solution as the test
solution. Prepare the control solution as follows: to 0.25
mL of 0.01 mol/L hydrochloric acid VS add 6 mL of dilute
nitric acid and N,N-dimethylformamide to make 50 mL
(not more than 0.09%).

(3) Heavy metals—Proceed with 1.0 g of Miconazole Ni-
trate according to Method 2, and perform the test. Prepare
the control solution with 1.0 mL of Standard Lead Solution
(not more than 10 ppm).

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

(5) Related substances—Dissolve 0.10 g of Miconazole
Nitrate in 10 mL of methanol, and use this solution as the
sample solution. Pipet 1 mL of the sample solution, add
methanol to make exactly 20 mL, pipet 1 mL of this solu-
tion, add methanol to make exactly 20 mL, and use this solu-
tion as the standard solution. Perform the test with these so-
lutions as directed under the Thin-layer Chromatography.
Spot 50 uL each of the sample solution and the standard so-
lution on a plate of silica gel for thin-layer chromatography.
Develop the plate with a mixture of n-hexane, chloroform,
methanol and ammonia solution (28) (60:30:10:1) to a dis-
tance of about 12 cm, and air-dry the plate. Allow the plate
in iodine vapor for 20 minutes: the spots other than the prin-
cipal 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, in vacuum, silica
gel, 60°C, 3 hours).

Residue on ignition Not more than 0.10% (1 g).

Assay Weigh accurately about 0.35 g of Miconazole Ni-
trate, previously dried, dissolve in 50 mL of acetic acid (100)
by warming, cool, and titrate with 0.1 mol/L perchloric
acid VS (potentiometric titration). Perform a blank determi-
nation, and make any necessary correction.

Each mL of 0.1 mol/L perchloric acid VS
=47.92 mg of C18H14C14N20.HN03

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



