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Rizatriptan Benzoate
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1H-Indole-3-ethanamine, N,N-dimethyl-5-(1H-1,2,4-triazol-1-ylmethyl)-, monobenzoate;

3-[2-(Dimethylamino)ethyl]-5-(1H-1,2,4-triazol-1-ylmethyl)indole monobenzoate CAS RN®: 145202-66-0; UNII: WR978S7QHH.

DEFINITION

Rizatriptan Benzoate contains NLT 98.0% and NMT 102.0% of C,,H,_N_O,, calculated on the anhydrous basis.

IDENTIFICATION
Change to read:

* A. ASpecTrRoscopic IoenTiFicaTion TesTs (197), Infrared Spectroscopy: 197A, 197K, or 197M A (CN 1-May-2020)

[Note—If the spectra obtained show differences, dissolve the substance to be examined and the Reference Standard separately in methanol,
evaporate to dryness, and record the new spectra using the residues.]
* B. The retention times of the major peaks of the Sample solution correspond to those of the Standard solution, as obtained in the Assay.

ASSAY

* PROCEDURE

[Note—Use silanized autosampler vials and freshly prepared solutions.]
Solution A: Add 1.0 mL of trifluroacetic acid to 1 L of a solution of acetonitrile and water (4:21), and mix.
Solution B: Acetonitrile and trifluroacetic acid (1000:1)

Standard solution: 1 mg/mL of USP Rizatriptan Benzoate RS in Solution A

Sample solution: 1 mg/mL of Rizatriptan Benzoate in Solution A
Mobile phase: See the gradient table below.

Time Solution A Solution B
(min) (%) (%)
0 100 0
8.0 100 0
17.0 70 30
20.0 70 30
20.1 100 0
23.0 100 0
Chromatographic system DOC uments

(See Chromatography (621), System Suitability.)
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Mode: LC
Detector: UV 280 nm
Column: 4.6-mm x 25-cm; 5-pm packing L11
Column temperature: 40°
Flow rate: 1.5 mL/min
Injection size: 20 pL
System suitability
Sample: Standard solution

[Note—The relative retention times for rizatriptan and benzoic acid are 1.0 and about 2.1, respectively.]

Suitability requirements
Tailing factor: NMT 3.5 for rizatriptan
Relative standard deviation: NMT 0.73% for the rizatriptan peak
Analysis
Samples: Standard solution and Sample solution

Calculate the percentage of C, H,,

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

r, = Ppeakresponse of rizatriptan from the Sample solution

rs = Ppeakresponse of rizatriptan from the Standard solution

S

V)
Acceptance criteria: 98.0%—102.0% on the anhydrous basis

IMPURITIES
INorGANIC IMPURITIES

* Resipue on leniTion (281): NMT 0.1%
ORGANIC IMPURITIES

* PROCEDURE

Solution A, Solution B, and Mobile phase: Proceed as directed in the Assay.

Sample solution: 1 mg/mL of Rizatriptan Benzoate in Solution A

System suitability solution: 1 mg/mL of USP Rizatriptan Benzoate System Suitability Mixture RS in Solution A

N,O, in the portion of Rizatriptan Benzoate taken:

C. =concentration of USP Rizatriptan Benzoate RS in the Standard solution (mg/mL)

C, =concentration of Rizatriptan Benzoate in the Sample solution (mg/mL)

Sensitivity solution: 0.5 pg/mL of Rizatriptan Benzoate obtained by suitable dilution of the Sample solution with Solution A

Chromatographic system: Prepare as directed in the Assay.
System suitability
Sample: System suitability solution and Sensitivity solution

[Note—The relative retention times for rizatriptan, rizatriptan impurity C, and benzoic acid are 1.0, about 1.3, and about 2.1, respectively.]

Suitability requirements

Resolution: NLT 2.0 between rizatriptan and rizatriptan impurity C, System suitability solution
Signal-to-noise ratio: NLT 10 for the rizatriptain peak, Sensitivity solution

Analysis
Sample: Sample solution

Calculate the percentage of each impurity in the portion of Rizatriptan Benzoate taken:

Result = [ru/(rT - rBA)] x 100

r, = peakresponse of each impurity from the Sample solution
r.  =sum of the areas of all the peaks from the Sample solution
r_ = area of the benzoic acid peak from the Sample solution

BA

Acceptance criteria
Any individual impurity: NMT 0.10%
Total: NMT 0.3%. [Note—Disregard any impurity that is less than 0.05%.]
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