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Related substances. Determine by liquid chromatography

(2.4.14).

Test solution. Dissolve 0.5

g of the substance under
examination in 10.0 ml of water. ‘

Reference solution (c). Dissolve 0.5 g of myo-inositol RS in
10.0 ml of water.

Reference solution (D). Dilute 2.0 ml of test solution to
100.0 ml with water and dilute 5.0 ml of this solution to
100.0 ml with water.

Reference solution (c). Dissolve 0.5 g of myo-inositol RS and
0.5 g of mannitol RS in 10.0 ml of water.

Chromatographic system
a stainless steel column 30 cm x 7.8 mm, packed with
strong cation-exchange resin (calcium form) (9 pm),
column temperature: 85°,
mobile phase: water,
flow rate: 0.5 ml per minute,
refractometer at a constant temperature,

—injection volume: 20 pl.

Name Relative
retention time

myo-inositol impurity Al 1.3

myo-inositol impurity B? 1.4

myo-inositol (Retention time: about 17.5 minutes) -

' D- mannitol,

* propane-1,2,3-triol (glycerol).

Inject reference solution (c). The test is not valid unless the
resolution between the peaks due to myo-inositol impurity A
and myo-inositol is not less than 4.0.

Inject reference solution (b) and the test solution. The area of
the peak corresponding to each impurity A and B is not more
than 3 times the arca of the principal peak in the chromatogram
obtained with reference solution (b) (0.3 per cent). The area of
any other secondary peak is not more than the area of the
principal peak in the chromatogram obtained with reference
solution (b) (0.1 per cent). The sum of the areas of the
secondary peaks is not more than 10 times the area of the
principal peak in the chromatogram obtained with reference
solution (b) (1.0 per cent). Ignore any peak with an area less
than 0.5 times the arca of the principal peak in the chromatogram
obtained with reference solution (b) (0.05 per cent).

Barium. To 10 ml of solution Aadd 1.0 ml of dilute sulphuric
acid. When examined after 1 hour, the solution is not more
opalescent than a mixture of 1.0 ml of distilled water and 10.0
ml of solution A.

Lead (2.3.15). Not more than 0.5 ppm, d
following method.
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Prepare the test solution by dissolving 20.0 g ol the substance
to be examined in 100 ml of water; heat if necessary. and dilute
to 200.0 ml with dilute acetic acid.

Water (2.3.43). Not more than 0.5 per cent.

Assay. Determine by liquid chromatography (2.4.14) as
described under Related substances.

Inject reference solution (a) and the test solution.

Calculate the content of CeHpOs.

Iron Dextran Injection

Usual strengths. 250 mg per il contains 50 mg elemental iron.

Dose. All species: 5to 10 mlin large animals and 1 to 2 ml in
small animals.

For Identification and Tests refer to IP Volume I1.

[soflupredone Acetate

Cy3HyoFOg Mol Wt. 420.5

Isoflupredone Acetate is Pregna-1, 4-diene-3, 20-dione, 21-
(acetyloxy)-9-fluoro-11, 17-dihydroxy-(113)-.

9-Fluoro-11p, 17,2 1-trihydroxypregna- 1, 4-diene-3, 20-dione
21-acetate.

Isoflupredone Acetate contains not less than 97.0 per cent
and not more than 103.0 per cent of Cy3HyF O, calculated on
the dried basis.

Category. Antiinflammatory; immunosuppressive.

Description. A white to pale yellow crystalline powder.
Identification

A. Determine by infrared absorption spectrophotometry (2.4.6).
Compare the spectrum with that obtained with isoflupredone
acetate RS or with the reference spectrum of isoflupredone

cetate
ofa 0.00125 per cent w/v solution in ethanol
40 nm (2.4.7) is 0.440 to 0.480.
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Specific optical rotation (2.4.22). +110°to +120°, determined
in a 1.0 per cent w/v solution in dioxane.

Related substances. Determine by liquid chromatography
(2.4.14).

Solution A. a mixture of 500 volumes of water, 350 volumes of
methanol, 150 volumes of acetonitrile and 3 volumes of
glacial acetic acid.

Solution B. a mixture of 500 volumes of acetonitrile, 500
volumes of methanol and 3 volumes of water.

Test solution. A 0.03 per cent w/v solution of substance under
examination in solution A.
NOTE—Use this solution within same day.
Reference solution. Dissolve a quantity of isoflupredone
acetate RS and prednisolone acetate RS in the Solution A by
shaking and mixing if necessary, with the aid of ultrasound
and dilute to obtain a solution of 0.003 per cent of each.
Chromatographic system
a stainless steel column 25 cm x 4.6 mm, packed with
octadecylsilanc bonded to porous silica particles (1.5
to 10 pm).
mobile phasec: a mixture of Solution A and B,
a gradient programme using the conditions given below,
flow rate: | ml per minute,
spectrophotometer set at 254 nm,
injection volume: 50 pl.

Time Solution A Solution B
(inmin.) (per cent v/v) (per cent v/v)

0 100 0

325 100 0

475 0 ) 100

50.5 0 100

51.5 100 0

61.5 100 0

Inject the reference solution. The test is not valid unless the
resolution between the peaks due to isoflupredone acetate
and prednisolone acetate is not less than 1.2 and the column
efficiency determined from isoflupredone is not less than 6000
theoretical plates. The retention time for isoflupredone acetate
is between 21 and 26 minutes and the relative retention time
for prednisolone acetate is 1.1 and for isoflupredone acetate
is 1.0,

[nject the reference solution and the test solution. In the
chromatogram obtained with the test solution, the area of any
secondary peak is not more than 0.1 times the area of the
principle peak in the chromatogram obtained with reference

solution (1.0 per cent). The sum of areas of @1&%@\5@ JreRiRiE
e e

peaks is not more than 0.2 times the area of th
in the chromatogram obtained with reference3d:
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cent). lgnore any peak the arca is 0.005 tmes the arca ol the
principle peak in the chromatogram obtained with the reference
solution (0.05 per cent).

Sulphated ash (2.3.18). Not more than 0.5 per cent.

Loss on drying (2.4.19). Not more than 1.0 per cent, determined
on 1.0 g by drying in an oven at 105° for 4 hours.

Assay. Determine by liquid chromatography (2.4.14).

Internal Standard Solution. Dissolve a quantity of

Sfluoxymesterone in water-saturated chloroform to obtain a

solution having a known concentration of about 0.9 mg per
ml.

Test solution. Dissolve 4 mg of substance under examination
in 8.0 ml of internal standard solution and 32.0 ml of water-
saturated chloroform, centrifuge and use the clear chloroform
portion.

Reference solution. Dissolve 4 mg of isoflupredone acetate
RS in 8.0 ml of internal standard solution and 32.0 ml of water-
saturated chloroform.

Chromatographic system

— a stainless steel column 30 cm x 4.0 mm, packed with
octadecylsilane bonded to porous micro silica particles
(1.5to 10 pm),

- mobile phase: a mixture of 475 volumes of n-buty!
chloride, 475 volumes of water-saturated n-butyl
chloride, 70 volumes of tetrahydrofuran, 35 volumes
of methanol and 30 volumes of g/uc")a/ acetic acid,

— flow rate: 0.7 ml per minute,

— spectrophotometer set at 254 nm,

~ injection volume: 12 pl.

Inject the reference solution. The test is not valid unless the
resolution between the peaks due to isoflupredone acctate
and fluoxymesterone is not less than 2.0, and the relative
standard deviation for the replicate injection is not more than
2.0 per cent. The relative retention time for isoflupredone
acetate is 1.0 and for fluoxymesterone is 1.2.

Inject the reference solution and the test solution.

Calculate the content of Cy3H,0FOq.

Isoflupredone Acetate intended for use in the manufacture of

parenteral preparations without a further appropriate
procedure for removal of bacterial endotoxin complies with
the following additional requirements.

Bacterial endotoxins (2.2.3). Not more than 125 Endotoxin
units per mg of isoflupredone acetate.

Isoflupredone Acetate intended for use in the manufacture of

parenteral preparations without a further appropriate




