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Clocortolone Pivalate Cream

DEFINITION
Clocortolone Pivalate Cream contains NLT 90.0% and NMT 110.0% of the labeled amount of clocortolone pivalate (C H ClFO ) in a suitable

cream base. It may contain suitable preservatives.

IDENTIFICATION

Delete the following:

▲• Thin-Layer Chromatography

Standard solution: 0.5 mg/mL of USP Clocortolone Pivalate RS in chloroform

Sample solution: Transfer the equivalent to 1 mg of clocortolone pivalate from Cream into a suitable separator. Add 5 mL of water, and

extract with 10 mL of chloroform. Evaporate the chloroform layer to dryness, and dissolve the residue in 2 mL of methanol.

Adsorbent: 0.25-mm layer of chromatographic silica gel mixture

Application volume: 20 µL

Developing solvent system: Cyclohexane and ethyl acetate (2:1)

Analysis

Samples: Standard solution and Sample solution

Proceed as directed for Chromatography 〈621〉, Thin-Layer Chromatography. Apply 20 μL of the Standard solution and Sample solution

about 1.5 cm from the bottom of the chromatographic plate. Allow the spots to dry and develop the chromatogram in the Developing

solvent system until the solvent front has moved three-fourths of the length of the plate. Remove the plate from the developing

chamber, mark the solvent front, and allow the solvent to evaporate. Locate the spots on the plate by viewing under short-wavelength

UV light.

Acceptance criteria: The R  value of the principal spot obtained from the Sample solution corresponds to that obtained from the Standard

solution.▲ (USP 1-Aug-2022)

Add the following:

▲• A. The retention time of the major peak of the Sample solution corresponds to that of the Standard solution, as obtained in the Assay.▲ (USP

1-Aug-2022)

Add the following:

▲• B. The UV spectrum of the major peak of the Sample solution corresponds to that of the Standard solution, as obtained in the Assay.▲ (USP 1-

Aug-2022)

ASSAY

Change to read:

• Procedure

▲Mobile phase: Acetonitrile and water (60:40)

Standard solution: 0.04 mg/mL of USP Clocortolone Pivalate RS in acetonitrile

Sample solution: Nominally 0.04 mg/mL of clocortolone pivalate from Cream in acetonitrile prepared as follows. Transfer a suitable amount

of Cream to a suitable volumetric flask, add acetonitrile to 40% of the flask volume, and heat over a water bath at 60° for NLT 20 min to

disperse the Cream. Cool to room temperature and dilute with acetonitrile to volume. Centrifuge to obtain a clear solution. [Note—A

centrifuge speed of 4000 rpm for 10 min may be suitable.] Pass through a suitable filter of 0.2-µm pore size and use the filtrate.

Chromatographic system

(See Chromatography 〈621〉, System Suitability.)

Mode: LC

Detector: UV 240 nm. For Identification B, use a diode array detector in the range of 200–400 nm.

Column: 4-mm × 25-cm; 5-µm packing L1

27 36 5

F

OF
FI
CI
AL

2/14/25, 10:09 AM USP-NF Clocortolone Pivalate Cream

Full document details: Clocortolone Pivalate Cream

https://store.usp.org/product/1138507
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-4BE35CFC-C8C0-4ABC-90B4-AC569A7E7826_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-DE15A571-4522-44A6-BF66-843E342ABB5D_1_en-US
https://store.usp.org/product/1138507
https://online.uspnf.com/uspnf/current-document/1_GUID-4BE35CFC-C8C0-4ABC-90B4-AC569A7E7826_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-4BE35CFC-C8C0-4ABC-90B4-AC569A7E7826_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-4BE35CFC-C8C0-4ABC-90B4-AC569A7E7826_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-4BE35CFC-C8C0-4ABC-90B4-AC569A7E7826_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US#C621S12
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US#C621S12
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US#C621S12
https://online.uspnf.com/uspnf/current-document/1_GUID-6EF9AE5D-609E-4754-95B4-F634B9753BB9_2_en-US
http://www.avadocuments.com/doc/clocortolone-pivalate-cream
http://www.avadocuments.com/doc/clocortolone-pivalate-cream


Column temperature: 30°

Flow rate: 1 mL/min

Injection volume: 5 µL

Run time: NLT 1.7 times the retention time of clocortolone pivalate

System suitability

Sample: Standard solution

Suitability requirements

Tailing factor: NMT 1.5

Relative standard deviation: NMT 1.0%

Analysis

Samples: Standard solution and Sample solution

Calculate the percentage of the labeled amount of clocortolone pivalate (C H ClFO ) in the portion of Cream taken:

Result = (r /r ) × (C /C ) × 100

r = peak response of clocortolone pivalate from the Sample solution

r = peak response of clocortolone pivalate from the Standard solution

C = concentration of USP Clocortolone Pivalate RS in the Standard solution (mg/mL)

C = nominal concentration of clocortolone pivalate in the Sample solution (mg/mL)▲ (USP 1-Aug-2022)

Acceptance criteria: 90.0%–110.0%

PERFORMANCE TESTS

• Minimum Fill 〈755〉: Meets the requirements

Add the following:

▲IMPURITIES

• Organic Impurities

Mobile phase: Prepare as directed in the Assay.

System suitability solution: 0.15 mg/mL of USP Propylparaben RS and 1.6 μg/mL of USP Clocortolone RS in acetonitrile

Sensitivity solution: 0.16 μg/mL each of USP Clocortolone Pivalate RS and USP Clocortolone RS in acetonitrile

Standard solution: 0.32 μg/mL of USP Clocortolone Pivalate RS in acetonitrile

Sample solution: Nominally 0.16 mg/mL of clocortolone pivalate from Cream prepared as follows. Transfer a suitable amount of Cream to a

suitable volumetric flask, add acetonitrile to 40% of the flask volume, and heat over a water bath at 60° for NLT 20 min to disperse the

Cream. Cool to room temperature and dilute with acetonitrile to volume. Centrifuge to obtain a clear solution. [Note—A centrifuge speed of

4000 rpm for 10 min may be suitable.] Pass through a suitable filter of 0.2-µm pore size and use filtrate.

Chromatographic system: Proceed as directed in the Assay except for the Injection volume and Run time.

Injection volume: 10 µL

Run time: NLT 2.8 times the retention time of clocortolone pivalate

System suitability

Samples: System suitability solution and Sensitivity solution

[Note—See Table 1 for the relative retention times.]

Suitability requirements

Resolution: NLT 1.5 between propylparaben and clocortolone, System suitability solution

Relative standard deviation: NMT 5.0% each for clocortolone pivalate and clocortolone, Sensitivity solution

Signal-to-noise ratio: NLT 10 each for clocortolone pivalate and clocortolone, Sensitivity solution

Analysis

Samples: Standard solution and Sample solution

Calculate the percentage of each impurity in the portion of Cream taken:

Result = (r /r ) × (C /C ) × 100

r = peak response of each impurity from the Sample solution

r = peak response of clocortolone pivalate from the Standard solution
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