2/14/25, 9:55 AM USP-NF Clavulanate Potassium

Status: Currently Official on 14-Feb-2025

Official Date: Official as of 01-May-2018

Document Type: USP Monographs

Docld: GUID-A984DC58-903F-4577-B7E4-A108B988F1E0_3_en-US
DOI: https://doi.org/10.31003/USPNF_M18000_03_01

DOI Ref: 94sn9

© 2025 USPC
Do not distribute

Clavulanate Potassium
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4-Oxa-1-azabicyclo[3.2.0]heptane-2-carboxylic acid, 3-(2-hydroxyethylidene)-7-oxo-, monopotassium salt, 2R-(20,3Z,5x)-;
Potassium (2)-(2R,5R)-3-(2-hydroxyethylidene)-7-oxo-4-oxa-1-azabicyclo[3.2.0]heptane-2-carboxylate  CAS RN®: 61177-45-5; UNII:
Q420MW3ATS.

DEFINITION
Clavulanate Potassium contains the equivalent of NLT 75.5% and NMT 92.0% of clavulanic acid (CngNOS), calculated on the anhydrous basis.

IDENTIFICATION
* A. The retention time of the major peak for clavulanic acid of the Sample solution corresponds to that of the Standard solution, as obtained in
the Assay.

* B. lpenTiFicaTion Tests—GeneraL (191), Chemical Identification Tests, Potassium: Meets the requirements

ASSAY
* PROCEDURE
Solution A: 7.8 mg/mL of monobasic sodium phosphate in water. Adjust with phosphoric acid or 10 N sodium hydroxide to a pH of 4.4 + 0.1

before final dilution.
Mobile phase: Methanol and Solution A (1:19)
Standard solution: 0.25 mg/mL of USP Clavulanate Lithium RS in water

System suitability solution: 0.5 mg/mL of amoxicillin dissolved in Standard solution
Sample solution: 0.25 mg/mL of Clavulanate Potassium in water
Chromatographic system
(See Chromatography (621), System Suitability.)
Mode: LC
Detector: UV 220 nm
Column: 4-mm x 30-cm; 3- to 10-uym packing L1

Flow rate: 2 mL/min
Injection volume: 20 pL
System suitability
Samples: Standard solution and System suitability solution
[Note—The relative retention times for clavulanic acid and amoxicillin are about 0.5 and 1.0, respectively.]
Suitability requirements
Resolution: NLT 3.5 between the amoxicillin and clavulanic acid peaks, System suitability solution
Tailing factor: NMT 1.5, Standard solution
Relative standard deviation: NMT 2.0%, Standard solution
Analysis
Samples: Standard solution and Sample solution
Calculate the percentage of clavulanic acid (CBHQNOS) in each mg of Clavulanate Potassium taken:
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r, = peakresponse from the Sample solution

rg = peak response from the Standard solution

C, = concentration of USP Clavulanate Lithium RS in the Standard solution (mg/mL)

C, = concentration of Clavulanate Potassium in the Sample solution (mg/mL)

P =designated potency of USP Clavulanate Lithium RS, in pg/mg of clavulanic acid

F  =unit conversion factor, 0.001 mg/ug

Acceptance criteria: 75.5%—92.0% on the anhydrous basis

IMPURITIES

* Procebure 1
Solution A: 0.05 M monobasic sodium phosphate. Adjust with phosphoric acid to a pH of 4.0 + 0.1.
Solution B: Methanol and Solution A (1:1)
System suitability solution: 0.1 mg/mL each of USP Clavulanate Lithium RS and amoxicillin in Solution A
Mobile phase: See Table 1.

[Note—The system is equilibrated for 15 min with 100% Solution A.]

Table 1

Time Solution A Solution B
(min) (%) (%)

0 100 0

4 100 0

15 50 50

18 50 50

24 100 0

Standard solution: 0.1 mg/mL of USP Clavulanate Lithium RS in Solution A
Sample solution: 10.0 mg/mL of Clavulanate Potassium in Solution A

Chromatographic system

(See Chromatography (621), System Suitability.)
Mode: LC
Detector: UV 230 nm
Column: 4.6-mm x 10-cm; 5-ym packing L1

Column temperature: 40°
Flow rate: 1 mL/min
Injection volume: 20 pL
System suitability
Samples: Standard solution and System suitability solution
[Note—The relative retention times for clavulanic acid and amoxicillin are about 1.0 and 2.5, respectively.]
Suitability requirements
Resolution: NLT 13 between the clavulanic acid and amoxicillin peaks, System suitability solution
Tailing factor: NMT 2.0 for the clavulanic acid peak, System suitability solution
Relative standard deviation: NMT 2%, Standard solution
Analysis
Samples: Standard solution and Sample solution
Calculate the percentage of each individual impurity in the Clavulanate Potassium taken:

Result = (r /r,) x (C/C,) x (M, /M ) x 100 Documents
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