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Ramipril Capsules

DEFINITION

Ramipril Capsules contain NLT 90.0% and NMT 110.0% of the labeled amount of C,,H, N,O..

IDENTIFICATION
Change to read:

+ A. ASpectroscopic IoenTiFicaTion TesTs (197), Ultraviolet-Visible Spectroscopy: 197U, (CN 1-Mav-2020)

Phosphoric acid solution: 30 mL/L of phosphoric acid in water

Diluent: Acetonitrile and Phosphoric acid solution (2:3)

Standard solution: 0.2 mg/mL of USP Ramipril RS in Diluent. Sonicate for 1 min, if necessary, for complete dissolution.
Sample solution: Use the Sample solution prepared as directed in the Assay.

Wavelength range: 200-400 nm
Path length: 0.1-cm cell
» B. 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: Dissolve 17 g of monobasic potassium phosphate and 11.2 g of sodium perchlorate in 750 mL of water in a 1-L flask. Dilute with
water to volume. Adjust with phosphoric acid to a pH of 2.3.
Solution A: Acetonitrile, Buffer, and water (1:2:2). [Note—Do not filter Solution A.]
Solution B: Acetonitrile, Buffer, and water (9:10:6). [Note—Do not filter Solution B.]
Phosphoric acid solution and Diluent: Prepare as directed in Identification test A.
Mobile phase: Use the gradient table below.

Time Solution A Solution B
(min) (%) (%)
0 100 0
5 100 0
50 0 100
51 0 100
51.1 100 0
60 100 0

Standard solution: 0.2 mg/mL of USP Ramipril RS and 0.002 mg/mL of USP Ramipril Related Compound A RS in Diluent
Sample stock solution: Transfer the contents of 8 Capsules into each of the flasks as described in Table 1. Add Capsule shells into the flasks.
Add acetonitrile per Table 1, and swirl to agitate the contents. Sonicate for 15 min, and mechanically shake for 10 min. Dilute with

acetonitrile to volume for Capsule strengths 5.0 and 10 mg only. For 1.25- and 2.5-mg Capsules, use the solution as is without further
dilution. [Note—Extracts from the vial cap may result in extraneous peaks.]

Table 1
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Strength Volumetric Acetonitrile
of Capsule (mg) Flask Size (mL) (mL)
1.25 50 25
2.5 100 50
5.0 100 70
10 200 140

Sample solution: Nominally 0.2 mg/mL of ramipril in Phosphoric acid solution from the Sample stock solution. Pass through a nylon filter of

0.20-pum pore size, and discard the first 2 mL of filtrate.

Chromatographic system

(See Chromatography (621), System Suitability.)

Mode: LC

Detector: UV 215 nm
Column: 4.6-mm x 15-cm; 5-ym packing L1 with a guard column, packing L1

Temperature: 60°

Flow rate: 1.5 mL/min

Injection size: 50 pL

System suitability

Sample: Standard solution
Suitability requirements

Resolution: NLT 2.5 between ramipril and ramipril related compound A

Tailing factor: NMT 2.5 for the ramipril peak

Relative standard deviation: NMT 2.0% for the ramipril peak

Analysis

Samples: Standard solution and Sample solution
Calculate the percentage of C,,H,,N,0,, based on the label claim, in the portion of Capsules taken:

u

S

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

r = peak response of ramipril from the Sample solution

r. = peak response of ramipril from the Standard solution

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

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

Acceptance criteria: 90.0%-110.0%

PERFORMANCE TESTS

* DissoLution (711),

Medium: 0.1 N hydrochloric acid; 500 mL

Apparatus 2: 50 rpm, with sinkers. [Note—A suitable sinker is catalog number CAPWHT-02 available from www.QLA-LLC.com.]

Time: 30 min

Standard solution: 0.01 mg/mL of USP Ramipril RS in Medium

Sample solution: Pass a portion of the solution under test through a suitable filter of 0.45-um pore size.

Phosphoric acid solution: Prepare as directed in Identification test A.

Mobile phase: Acetonitrile and Phosphoric acid solution (2:3)
Chromatographic system

(See Chromatography (621), System Suitability.)

Mode: LC

Detector: UV 215 nm

Column: 4.6-mm x 15-cm; 5-um packing L1

Temperature: 30°
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