42 Acetaminophen / Official Monographs

Analysis | '
Samples: Standard solution and Sample solution

Calculate individually the percentage of the labeled
amount of acetaminophen (CsHoNG;) and aspirin
(CoHsO4) in the portion of Tablets taken:

Result = (Ry/Rs) x (C/Cy) x 100

Ry = peak response ratio of acetaminophen or
aspirin to benzoic acid from the Sample
solution

Rs = peak response ratic of acetaminophen or
aspirin to benzoic acid from the Standard
solution

Cs = concentration of USP Acetaminophen RS or
USP Aspirin RS in the Standard solution
(mg/mL)

Cu = nominal concentration of acetaminophen or
aspirin in the Sample solution (mg/mL)

Acceptance criteria: 90.0%-110.0% of the labeled

amount of acetaminophen (CgHoNO,) and aspirin

(CoHsOy4)

ISSOLUTION (717)
Procedure for a pooied sample

Medium: Water; 900 mL

Apparatus 2: 50 rpm

Time: 45 min

Solution A, Mobile phase, and Chromatographic sys-
tem (except for Injection volume): Proceed as directed
in the Assay.

Injection volume: 20 ul

Internal standard solution: 1 mg/mL of benzoic acid
in methanol

Standard stock solution A: 70 ug/mL of USP Salicylic
Acid RS in Solution A

Standard solution A: Combine 4.0 mL of Standard
stock solution A and 1.0 mL of Internal standard
solution.

Standard stock solution B: 360 ug/mL each of USP
Acetaminophen RS and USP Aspirin RS in Solution A

Standard solution B: Combine 4.0 mL of Standard
stock solution B and 1.0 mL of Internal standard
solution.

Sample stock solution: Filtered portions of sample
suitably diluted with Medium to a concentration that is
similar to that of Standard stock solution A or Standard
stock solution B

Sample solution: Combine 4.0 mlL of the Sample stock
solution and 1.0 mL of Internal standard solution.

Analysis

Samples: Standard solution A, Standard solution B, and
Sample solution

INOTE—The relative retention times for acetaminophen,

salicylic acid, aspirin, and benzoic acid are about 0.3,

0.4, 0.6, and 1.0, respectively.]

Calculate the percentage of the labeled amount of
acetaminophen (CsHoNO») dissolved:

Result = (Ry/Rs) x (C/W) x 90

Ry = relative peak response ratio of acetaminophen
to the internal standard from the Sample
solution

Rs = relative peak response ratio of acetaminophen
to the internal standard from Standard
solution B

C = concentration of USP Acetaminophen RS in
Standard solution B (ug/mL)

W = labeled amount of acetaminophen (mg)
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Caiculate the percentage of the labeled amount of
aspirin (CoHgO4) aissolved:

Resuit = {[QOC;f X (RU?/RS?)] + EQOC;! bet (Runggz) X

1.30441 /W

C = concentration of USP Aspirin RS in Standard
solution B (ug/mL)

Rui = relative peak response ratio of aspirin to the
internal standard from the Sample solution

R = relative peak response ratio of aspirin to the
internal standard from Standard solution B

o = concentration of USP Salicylic Acid RS in
Standard solution A (Lug/mL)

Ri> = relative peak response ratio of salicylic acid to
the internal standard from the Sample
solution

R = relative peak response ratio of salicylic acid to
the internal standard from Standard solution
A

W = labeled amount of aspirin (mg)

Tolerances: NLT 75% (Q) of the labeled amount of
acetaminophen (CsHsNG;) and aspirin (CoHgOy) s
dissolved.

o UNIFORMITY OF DOSAGE UNITS (905), Content Uniformity:
Meet the requirements with respect to acetaminophen
and to aspirin

IMPURITIES
e LIMIT OF SALICYLIC ACID
Solution A, Mobile phase, internal stancard solution,
Sample solution, Chromatographic system, and Sys-
tem suitability: Proceed as directed in the Assoy.
Standard stock solution: 1.0 mg/mL of USP Salicylic
Acid RS in Solution A
Standard solutions: Transfer 1.0-, 5.0-, and 10.0-mL
portions of Standard stock solution 10 separate 100-mL
volumetric flasks. Add 10.0 mbL of Internal standard solu-
tion to each flask, and dilute with Solution A to volume.
Analysis
Samples: Sample solution and Standard solutions

Plot the ratios of the peak responses for salicylic acid
and benzoic acid for each of the Standard solutions
versus concentrations, in mg/mL, of salicylic acid, and
draw the straight line best fitting the three plotted
points. From the graph so obtained, and from the
ratio of the peak responses for salicylic acid and ben-
zoic acid from the Sample solution as obtained in the
Assay, determine the concentration, in mg/mL, of sai-
icylic acid (C;HeO3) in the Sample solution.

Calculate the percentage of salicylic acid in relation to
the concentration of aspirin in the Sample solution, as
obtained in the Assay.

Acceptance criteria: NMT 3.0%
o 4-AMINOPHENOL IN ACETAMINOPHEN-CONTAINING DRUG
PRODUCTS (227): Meet the requirements

o PACKAGING AN ORAGE: Preserve in tight containers,
and store at controlled room temperature.
o {JSP REFERENCE STANDARDS (11)
USP Acetaminophen RS
USP Aspirin RS
USP Salicylic Acia RS

DEFINITION
Acetaminophen, Aspirin, and Caffeine Tablets contain NLT
90.0% and NMT 110.0% of the labeled amount of acet-





