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DEFINITION
Diphenhydramine Hydrochloride and Ibuprofen Capsules contain NLT 95.0% and NMT 105.0% of the labeled amounts of diphenhydramine

hydrochloride (C,,H,,NO - HCI) and ibuprofen (C, ,H,0,).

IDENTIFICATION

* A. The retention times of the diphenhydramine and ibuprofen peaks of the Sample solution correspond to those of the Standard solution, as
obtained in the Assay.

* B. The UV absorption spectra of the diphenhydramine and ibuprofen peaks of the Sample solution and those of the Standard solution exhibit
maxima at the same wavelengths of 265 and 273 nm, as obtained in the Assay.

ASSAY
* PROCEDURE
Buffer: 6.8 g/L of monobasic potassium phosphate in water. Adjust with phosphoric acid to a pH of 3.0.
Mobile phase: Acetonitrile and Buffer (38:62)
Standard solution: 0.05 mg/mL of USP Diphenhydramine Hydrochloride RS and 0.4 mg/mL of USP Ibuprofen RS in Mobile phase

Sample stock solution: Nominally 0.25 mg/mL of diphenhydramine hydrochloride and 2.0 mg/mL of ibuprofen, prepared as follows. Transfer
NLT 5 Capsules (including shells) to a suitable volumetric flask, add 4% of the final volume of water, and sonicate for 20 min. Dissolve and
dilute with Mobile phase to volume. Pass a portion through a suitable filter of 0.45-um pore size.

Sample solution: Nominally 0.05 mg/mL of diphenhydramine hydrochloride and 0.4 mg/mL of ibuprofen in Mobile phase from Sample stock
solution

Chromatographic system

(See Chromatography (621), System Suitability.)

Mode: LC
Detectors

Assay: UV 220 nm

Identification B: Diode array, UV 200-400 nm
Column: 4.6-mm x 10-cm; 3-pm packing L11
Column temperature: 25°

Flow rate: 1.0 mL/min
Injection volume: 5 pL
Run time: NLT 4 times the retention time of diphenhydramine
System suitability
Sample: Standard solution
Suitability requirements
Tailing factor: NMT 2.0 for both diphenhydramine and ibuprofen
Relative standard deviation: NMT 2.0% for both diphenhydramine and ibuprofen
Analysis
Samples: Standard solution and Sample solution

Calculate the percentage of the labeled amounts of diphenhydramine hydrochloride (C17H21NO - HCI) and ibuprofen (C13H1802) in the

portion of Capsules taken:
Result = (r,/rg) x (C/C ) x 100

r, = peakresponse of diphenhydramine or ibuprofen from the Sample solution

ry = peak response of diphenhydramine or ibuprofen from the Standard solution

C, = concentration of USP Diphenhydramine Hydrochloride RS or USP Ibuprofen RS in the Standard solutioD@@“ ments
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C, =nominal concentration of diphenhydramine hydrochloride or ibuprofen in the Sample solution (mg/mL)

Acceptance criteria: 95.0%-105.0%

PERFORMANCE TESTS
Change to read:

* DissoLution (711),

ATest1, (RB 1-May-2020)

Medium: Phosphate buffer, pH 7.2 (27.22 mg/mL of monobasic potassium phosphate in water and adjust with 100 mg/mL of sodium
hydroxide to a pH of 7.2); 900 mL

Apparatus 1: 100 rpm

Time: 45 min

Buffer: 6.8 g/L of monobasic potassium phosphate in water. Adjust with 100 mg/mL of sodium hydroxide to a pH of 6.6.

Mobile phase: Methanol and Buffer (65:35)

Standard stock solution: 0.27 mg/mL of USP Diphenhydramine Hydrochloride RS and 2.2 mg/mL of USP Ibuprofen RS, prepared as follows.
Transfer known amounts of USP Diphenhydramine Hydrochloride RS and USP Ibuprofen RS to a suitable volumetric flask. Add 5% of the
final volume of methanol and sonicate to dissolve. Dilute with Medium to volume.

Standard solution: 0.027 mg/mL of USP Diphenhydramine Hydrochloride RS and 0.22 mg/mL of USP Ibuprofen RS in Medium from
Standard stock solution

Sample solution: Pass a portion of the solution under test through a suitable filter of 0.45-um pore size and discard the first few mL of the
filtrate.

Chromatographic system
(See Chromatography (621), System Suitability.)

Mode: LC
Detector: UV 220 nm
Column: 4.6-mm x 15-cm; 5-um packing L7

Column temperature: 35°
Flow rate: 1.0 mL/min
Injection volume: 5 pL
Run time: NLT 2.3 times the retention time of ibuprofen
System suitability
Sample: Standard solution
Suitability requirements
Tailing factor: NMT 2.0 for both diphenhydramine and ibuprofen
Relative standard deviation: NMT 2.0% for both diphenhydramine and ibuprofen
Analysis
Samples: Standard solution and Sample solution

Calculate the percentage of the labeled amounts of diphenhydramine hydrochloride (C17H21NO - HCI) and ibuprofen (C13H1802)

dissolved:
Result = (r,/r)) x Co x V x (1/L) x 100
r = peak response of diphenhydramine or ibuprofen from the Sample solution

u

ry = peak response of diphenhydramine or ibuprofen from the Standard solution

C, = concentration of USP Diphenhydramine Hydrochloride RS or USP Ibuprofen RS in the Standard solution (mg/mL)

vV =volume of Medium, 900 mL
L =label claim of diphenhydramine or ibuprofen (mg/Capsule)

Tolerances: NLT 75% (Q) of the labeled amounts of diphenhydramine hydrochloride (C NO - HCI) and ibuprofen (C 0,) is dissolved.

17H21 13H18

ATest 2: If the product complies with this test, the labeling indicates that it meets USP Dissolution Test 2.
Tier 1
0.2 M phosphate buffer pH 7.2: Dissolve 27.22 g/L of potassium phosphate, monobasic in water and add 5.52 g/L of sodium hydroxide
pellets, and mix. Adjust with 0.2 N sodium hydroxide or 0.2 N hydrochloric acid to a pH of 7.2
Medium: 0.2 M phosphate buffer pH 7.2; 900 mL
Apparatus 1: 100 rpm

Time: 30 min

Tier 2
0.2 M phosphate buffer pH 7.2 with pancreatin: 160 mg/L of pancreatin in 0.2 M phosphate buffer pH 7.2 DOC uments
Medium A: 0.2 M phosphate buffer pH 7.2 with pancreatin; 450 mL Document Sharing Hub

Full document details: Diphenhydramine Hydrochloride and Ibuprofen Capsules


https://online.uspnf.com/uspnf/current-document/1_GUID-AC788D41-90A2-4F36-A6E7-769954A9ED09_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-AC788D41-90A2-4F36-A6E7-769954A9ED09_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-AC788D41-90A2-4F36-A6E7-769954A9ED09_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-AC788D41-90A2-4F36-A6E7-769954A9ED09_3_en-US
https://store.usp.org/product/1218005
https://store.usp.org/product/1335508
https://store.usp.org/product/1218005
https://store.usp.org/product/1335508
https://store.usp.org/product/1218005
https://store.usp.org/product/1335508
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-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://store.usp.org/product/1218005
https://store.usp.org/product/1335508
https://online.uspnf.com/uspnf/current-document/1_GUID-D774BE2A-B09A-4921-A753-C16D7C9D2438_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-32745524-1141-4BE6-A3B6-A96B3368461D_4_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-354C6103-A4CE-4821-B9EE-026D7032768D_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-FD5E93EA-456B-4116-9620-7AD2469B084D_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-79A4172F-544E-4450-946F-F2DC69364F8A_1_en-US
http://avadocuments2026.com/doc/diphenhydramine-hydrochloride-and-ibuprofen-capsules
http://avadocuments2026.com/doc/diphenhydramine-hydrochloride-and-ibuprofen-capsules

