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Fluconazole in Sodium Chloride Injection

(Title for this monograph—not to change until November 1, 2018)

(Prior to November 1, 2018, the current practice of labeling the article of commerce with the name Fluconazole Injection may be continued. Use
of the name Fluconazole in Sodium Chloride Injection will be permitted as of May 1, 2016; however, the use of this name will not be
mandatory until November 1, 2018. The 30-month extension will provide the time needed by manufacturers and users to make necessary

changes.)

DEFINITION

Fluconazole in Sodium Chloride Injection is a sterile solution containing Fluconazole and Sodium Chloride. It contains NLT 90.0% and NMT

110.0% of the labeled amount of fluconazole (C, H,,F,N,0).

IDENTIFICATION

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

ASSAY
* PROCEDURE

Buffer: 0.82 g/L of anhydrous sodium acetate in water. Adjust with 1 N acetic acid solution to a pH of 5.0.

Diluent: Methanol and Buffer (20:80)
Solution A: Methanol and Buffer (5:95)
Solution B: Acetonitrile and methanol (60:40)
Mobile phase: See Table 1.

Table 1
Time Solution A Solution B
(min) (%) (%)
0 80 20
9 80 20
15 15 85
18 80 20
25 80 20
System suitability solution: 0.04 mg/mL each of benzyl alcohol and USP Fluconazole RS in Diluent
Standard solution: 0.2 mg/mL of USP Fluconazole RS in Diluent
Sample solution: Nominally 0.2 mg/mL of fluconazole from Injection in Diluent
Chromatographic system
(See Chromatography (621), System Suitability.)
Mode: LC
Detector: UV 261 nm
Column: 4.0-mm x 10-cm; 3-um packing L1
Flow rate: 1 mL/min
Injection volume: 100 pL DOC um entS

System suitability
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2/15/25, 12:35 AM USP-NF Fluconazole in Sodium Chloride Injection
Samples: System suitability solution and Standard solution
[Note—The relative retention times for benzyl alcohol and fluconazole are about 0.8 and 1.0, respectively, System suitability solution.]
Suitability requirements
Resolution: NLT 1.8 between benzyl alcohol and fluconazole, System suitability solution
Tailing factor: NMT 1.5 for the fluconazole peak, System suitability solution
Relative standard deviation: NMT 2.0%, Standard solution
Analysis
Samples: Standard solution and Sample solution

Calculate the percentage of the labeled amount of fluconazole (C13H12F2N60) in the portion of Injection taken:

Result = (r,/r;) x (C/C ) x 100

r, = peak response from the Sample solution

ry = peak response from the Standard solution

C, = concentration of the Standard solution (mg/mL)

C, =nominal concentration of fluconazole in the Sample solution (mg/mL)

Acceptance criteria: 90.0%-110.0%

OTHER COMPONENTS

* Sopium CHLORIDE CONTENT
Solution A: 2 g/L of polyvinyl alcohol in water
Solution B: Transfer 25 mL of 65% nitric acid to a 100-mL volumetric flask and dilute with water to volume.
Sample solution: Transfer 5 mL of Injection to a suitable container, and add 40 mL of water, 1 mL of Solution A, and 1 mL of Solution B.
Titrant: 0.1 N silver nitrate
Analysis: Perform potentiometric titration with Titrant. Each mL of Titrant is equivalent to 5.844 mg of sodium chloride (NaCl).
Acceptance criteria: 95%-105% of the labeled amount of sodium chloride (NaCl)

IMPURITIES

* OrGANIC IMPuRITIES, PROCEDURE 1: ForR NONPOLAR IMPURITIES

[Note—On the basis of the synthetic route, perform either (a) Procedure 1 and Procedure 2, or (b) Procedure 3, or (c) Procedure 4. Procedure 3 is
recommended if bistriazole ketone and epoxyfluconazole (see Table 4) are potential impurities. Procedure 4 is recommended if fluconazole
bromohydrine and epoxyfluconazole (see Table 5) are potential impurities.]

Buffer, Diluent, Solution A, and Solution B: Prepare as directed in the Assay.
Mobile phase: See Table 2.

Table 2

Time Solution A Solution B
(min) (%) (%)
0 77 23
5 77 23
30 40 60
43 77 23
50 77 23

System suitability solution: 2.4 pg/mL of 1,4-benzoquinone and 20 pg/mL of USP Fluconazole RS in Diluent
Standard solution: 2 pg/mL of USP Fluconazole RS in Diluent
Sample solution: Nominally 1.0 mg/mL of fluconazole from Injection in Diluent

Chromatographic system DOC ume ntS

(See Chromatography (621), System Suitability.)
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2/15/25, 12:35 AM USP-NF Fluconazole in Sodium Chloride Injection

Mode: LC

Detector: UV 261 nm

Column: 4.0-mm x 10-cm; 3-ym packing L1

Flow rate: 1 mL/min

Injection volume: 100 pL

System suitability

Samples: System suitability solution and Standard solution

[Note—The relative retention times for 1,4-benzoquinone and fluconazole are about 0.5 and 1.0, respectively, System suitability solution.]

Suitability requirements
Resolution: NLT 5.0 between 1,4-benzoquinone and fluconazole, System suitability solution
Tailing factor: NMT 1.5 for the fluconazole peak, System suitability solution
Relative standard deviation: NMT 5.0%, Standard solution

Analysis

Samples: Standard solution and Sample solution

[Note—For the following calculations, do not include peaks eluting before fluconazole and do not include impurities at relative retention
times of 2.00-2.12 and 3.14-3.26. The disregarded impurities at the specified relative retention times are process impurities monitored
in the drug substance. Furthermore, disregard any peak due to an excipient or any peak less than 0.02%. This test is for determination of
the late-eluting peaks, and hence the early-eluting peaks are not quantitated using this procedure.]
Calculate the percentage of the largest unknown nonpolar impurity in the portion of Injection taken:

Result = (r /rg) x (C/C) x 100
r, = peakresponse of the largest unknown nonpolar impurity from the Sample solution
ry = peakresponse of fluconazole from the Standard solution

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

C, =nominal concentration of fluconazole in the Sample solution (mg/mL)

Calculate the percentage of total unknown nonpolar impurities in the portion of Injection taken:
Result = (r/r)) x (C/C) x 100
r, =sum of the peak responses of all the unknown nonpolar impurities from the Sample solution

ry = peak response of fluconazole from the Standard solution

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

C, =nominal concentration of fluconazole in the Sample solution (mg/mL)

Acceptance criteria
Largest unknown nonpolar impurity: NMT 0.1%
Total unknown nonpolar impurities: NMT 0.5%

* OreaNic IMpuriTIES, PROCEDURE 2: For PoLAR IMPURITIES

Buffer, Diluent, Solution A, Solution B, Mobile phase, System suitability solution, and Chromatographic system: Proceed as directed in the
Assay.

Standard solution: 2 pg/mL of USP Fluconazole RS in Diluent

Sample solution: Nominally 0.2 mg/mL of fluconazole from Injection in Diluent

System suitability
Samples: System suitability solution and Standard solution
[Note—The relative retention times for benzyl alcohol and fluconazole are about 0.8 and 1.0, respectively, System suitability solution.]
Suitability requirements
Resolution: NLT 1.8 between benzyl alcohol and fluconazole, System suitability solution
Tailing factor: NMT 1.5 for the fluconazole peak, System suitability solution
Relative standard deviation: NMT 5.0%, Standard solution

Analysis Documents

Samples: Standard solution and Sample solution Document Sharing Hub
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