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I Enantiomers identification

The migration order of amlodipine enantiomers was identified using (S)-amlodipine as a single
compound and standard addition of (S)-amlodipine into (RS)-amlodipine. The stock solutions of

(S)-amlodipine and (RS)-amlodipine were prepared in MeOH. (RS)-amlodipine (240 ug/mL), (S)-
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amlodipine (120 pg/mL), and a mixture of (RS)-amlodipine and (S)-amlodipine (2:1) in 100 mM
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Figure S1.  Enantioseparation profiles of amlodipine at the experimental condition MD 10% w/v
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II. Enantiomers determination
A. Preparation
Calibration curve

Stock solution of (RS)-amlodipine was prepared in MeOH and diluted in 100 mM phosphate buffer
to 5 final concentrations (180-600 ug/mL).

Tablet samples

Two commercially available amlodipine tablets (5 mg/tablet and 10 mg/tablet) were selected as the
samples. Tablets (10) from each strength were weighed and ground into fine powder. Each sample,
which was equal to the average weight of one tablet, was dissolved in MeOH with 15 min
ultrasonication at room temperature. Samples were filtered using a 0.22 um filter membrane and
diluted in 100 mM phosphate buffer to a certain concentration (= 230 pg/mL - 270 pg/mL amlodi-

pine).
B. Analysis

Table S1. Method validation

Parameter S R
Range (ug/mL) 180 - 600 180 - 600
Linearity 0.9970 0.9842
LOD* (ug/mL) 30 69
LOQ** (ug/mL) 91 209
Accuracy (%) 90 -96 104-111
Precision*** (% RSD) 0.9 1.8

The values correspond to the analyte concentration in a racemic mixture.
*3.3 RMSE/slope; **10 RMSE/slope; RMSE: root mean square error.

***Precision of enantiomer fraction with a standard addition (2:1) (1 = 6).

Table S2. Amlodipine determination in tablet matrices

A B
Content (mg/tablet)* 5.32 +0.02 10.18 +0.13
Recovery (%)** 106.4 + 0.4 101.8+1.3

The determination correspond to the first eluted peak.
Experiment in triplicate injections; A: amlodipine 5 mg/tablet; B: amlodipine 10 mg/tablet
*Tablet weight (mg) (¥ +SD, n=10): 220.1 +1.7 (A) and 223.1 + 1.7 (B)

**Based on amlodipine strength in the label claim (product specification).
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Figure S2. Enantioseparation profile of amlodipine in tablet matrices at the experimental condi-
tion MD 10% w/v (high), pH 2.0 (low), and voltage 15 kV (330 V/cm)™ (low).

‘E of the capillary 45.5 cm™
I1l.  Enantiomeric fraction

Determination of enantiomeric fraction was performed using (S)-amlodipine, (RS)-amlodipine, and
a standard addition [a mixture of (RS)-amlodipine and (S)-amlodipine (2:1)]. The samples were

prepared as described in section I.

Table S3. Determination of enantiomeric fraction

Fraction (%)

Analyte S R
(S)-amlodipine 91.8+0.9 8.2+0.9*
(RS)-amlodipine 50.1+0.1 499+0.1
Standard addition** 65.2+0.4 348+04

Experiment in triplicate injections.
*assign as enantiomeric impurity.
**mixture of (RS)-amlodipine and (S)-amlodipine at a final concentration (2:1).



