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Abstract: The electrochel vior and surface characterization of MnO, containing TiS; as a cathode in agueous LiOH
electrolyte battery have been studied. The electrode reaction of MnO, in this electrolyte is Li insertion rather than the usual
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Patent Information

Patent Number
WO02008087666

Chavan, Sun

Preparative process for ether derivative of artemisinin

is

Abstract: A process was disclosed for the preparation of therapeutically useful antimalarial artemisinin ether derivatives, such as | [R1%2
=H, R'% = alkyloxy], and comprised reducing artemisinin | [R %R'®=0]10 dibydroartemisinin | [R'® = H, R'%® = OH] using a mixture of
sodium borohydride and a dihydroxy compound, followed by etherification in presence of an acid catalyst and an alc. o/B-Arteether |

{R1% = 4, R'%° = OFr) was prepared with 92% overall yield using sodium borohydride, HOCH;CH{OH)Me and Me;CHOH in hexane for the

Publication Date
2008-07-24

e
Application Number
WO02008-IN32

Application Date

2008-01-21
5 AN
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Al
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Almet Corporation, Indla
E Patent Family
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Publication Date

reduction of artemisinin and H350; and ExOH in hexane for the etherification of the intermediate a/f-dihydroartemisinin.

Applicaton Number  Application Date
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2008-07-24

WQ2008-IN39

2008-01-21

Database Information IN2007MUQ0122  English A
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(x) persons suffering from hypothyroidism;
(xi) persons suffering from muscle disorders;

(xii) persons having encountered previous muscular problems during treatment with
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« Author RP-HPLC Method for Simultaneous Determination of Sofosbuvir and Ledipasvir in Tablet =

Dosage Form and Its Application to In Vitro Dissolution Studies

v Organization By: Zaman, Bakht; Siddique, Faisal; Hassan, Waseem
Chromatographia (2016), 79(23-24), 1605-1613 | Language: English, Database: CAplus

v Publication Name View Reference Detail | MethodsNow: Analysis

v Concept Abstract: A reversed-phase high-performance liq atog. method was developed for the simultaneous determination of

S sofosbuvir and ledipasvir in tablet dosage form. The anal. was performed on Luna anal. column 250 x 4.6 mm, 5 pm, octyl silica
~ CAS Solutions

packing (Si-[CH;];-CH3) C8, using ammonium acetate buffer solution pH 7.0 and acetonitrile 35:65 % volume/volume as mobile
MethodsNow: Analysis (4,278) phase at flow rate of 0 7 mL min’! for isocratic elution. De(ectlon of sofosbuvir and ledipasvir was performed on a UV detector
AR ey The rar roe of ERITERTIE and lerinar 1 AED & 0 013 min and 8947 + 0 N1
v Database View More v
v Search Within Results Full Text » © Substances (3) €6 Cited By (7) @® Citation Map
A UHPLC-MS/MS method for the quantification of direct antiviral agents simeprevir,
daclatasvir, ledipasvir, sofosbuvir/GS-331007, dasabuvir, ombitasvir and paritaprevir, @

together with ritonavir, in human plasma

By: Ariaudo, Alessandra; Favata, Fabio; De Nicolo, Amedeo; Simiele, Marco; Paglietti, Luca; Boglione, Lucio; Cardellino, Chiara
Simona; Carcieri, Chiara; Di Perri, Giovanni; D'Avolio, Antonio

Journal of Pharmaceutical and Biomedical Analysis (2016), 125, 369-375 | Language: English, Database: CAplus
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RP-HPLC Method for Simultaneous Determination of Sofosbuvir and Ledipasvir in

Journal Tablet Dosage Form and Its Application to In Vitro Dissolution Studies

Source . By: Zaman, Bakht; Siddique, Faisal; Hassan, Waseem

Chromatographia

Volume: 79 Abstract: A reversed-phase high-performance liquid chromatog. method was developed for the simultaneous determination of

Issue: 23-24 sofosbuvir and ledipasvir in tablet dosage form. The anal. was performed on Luna anal. column 250 x 4.6 mm, 5 um, octyl silica packing
Pages: 1605-1613 (Si-{CH,];-CH3) €8, using ammonium acetate buffer solution pH 7.0 and acetonitrile 35:65 % volume/volume as mobile phase at flow
Journal rate of 0.7 mL min"' for isocratic elution. Detection of sofosbuvir and ledipasvir was performed on a UV detector at 245 nm. The

2016 retention times of sofosbuvir and ledipasvir were 4.468 + 0.013 min and 8.242 + 0.012 min, resp., and the total run time was 20 min.

DOI: 10.1007/s10337-016-3179-9 The method was validated according to the requirements of the USP (category |). The overall recovery of both analytes was 100 + 1 %;
the relative standard deviation for precision and intraday precision was less than 2.0 %. The method was linear with correlation

Database Information coefficient (r) >0.9999, limits of detection 0.485 and 0.175 pg mL"', and limits of quantification was 1.619 and 0.586 pg mL"" for
AN: 2016:1599543 sofosbuvir and ledipasvir, resp. The method was successfully applied to the assay and in vitro dissolution studies of sofosbuvir and
CAN: 165:581014 ledipasvir in tablet dosage form.
CAplus
Full Text »

Company/Organization
Institute of Chemical Sciences
University of Peshawar
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Analysis of Sofosbuvir in Pharmaceutical tablets by Reversed-phase HPLC

CAS MN: 1-101-CAS5-288134

Method Category: Active Pharmaceutical Ingredient and Metabolite Analysis
Technigue: UV-visible spectroscopy; Reversed-phase HPLC

Ma Role

Ledipasvir analyte View Structure 1256388-51-8
Sofosbuvir analyte View Structure 1190307-88-0
Pharmaceutical tablets matrix

0.45 pm nylon filter paper material

Luna analytical column 250 x 4.6 mm, 5 pm, ectyl silica packing (SI-[CHz]7- material

CH3z) Cg

Wacuum filtration assembly, material

0.2 pm nylen membrane fitter material

Monopotassium phosphate reagent View Structure 7778-77-0
2,6-Di-tert-butyl-d-methylphenol reagent View Structure 128-37-0
Polyaxyethylene sorbitan monooleate reagent 9005-65-6
Source
RP-HPLC Method for Simultaneous Determination of Sofosbuvir and Ledipasvir in Tablet Dosage Form and Its Application to In Vitro Dissolution
Studies

Zaman, Bakht; Siddigue, Faisal; Hassan, Waseem
Chromatographia (2016), 74 (23-24), 1605 - 1613, Springer
CODEN: CHRGB7  ISSN: 00095893 DOI: 10.1007/510337-016-3179-9

Full Text~

Abstract~

A reversed-phase high-performance liquid chromatog. method was developed for the simultaneous determination of sofosbuvir and ledipasvir in tablet
dosage form. The anal. was performed on Luna anal. column 250 = 4.6 mm, 5 pm, octyl silica packing (Si-[CH,l5-CHz) C8, using ammeonium acetate buffer
solution pH 7.0 and acetonitrile 35:65 % volumervolume as mobile phase at flow rate of 0.7 mL min'! for isocratic elution. Detection of sofosbuvir and

Equipment Used

HPLC system

Pump, Adept CE-4104, Cedil Instruments Limited, UK

UV detector, Adept CE 4200, Cecil Instruments Limited, UK
Electronic balance, AW220, Shimadzu, Japan

Ultrasonic bath, SONOREX, Bandelin, Germany

Conditions

Instrument

Ceolumn: Luna analytical column 250 x 4.6 mm, 5 pm, cctyl silica packing (Si-[CH;1;-CHz) Cg: mebile phase: ammonium acetate buffer pH 7.0 and
acetonitrile in the ratio 35:65% v/v ; flow rate: 0.7 mL/min

wavelength: 245 nm

Instructions

Preparation of dissolution medium

1. Prepare potassium dihydrogen orthophosphate 0.01 M solution by dissolving 8.16 g in about 4.0 L purified water using a 6.0-L volumetric flask,

2. Add 90 g of polysorbate 20 to the solution and dissolve by mechanical shaking and heat to 37 °C

3. Adjust the pH of the solution to 6.0 + 0.5 by using 0.0075 mg/mL solution of butylated hydrexytoluene (BHT) and adjust the volume to 6.0 L using
purified water.

Preparation of pharmaceutical tablets

1. Prepare sample solution of tablet dosage form by dissolution of 10 tablets in 1 L dissolution medium.

2. Dilute ten milliliters of the solution with ammonium acetate buffer pH 7.0 and acetonitrile in the ratio 35:65% w/v to a composite sample stock solution
containing scfesbuvir 0.4 mg/mL and ledipasvir 0.09 mg/mL using 100 mL amber-colored volumetric flasks and filter through 0.45 pm nylon filter paper
from Millipore.

Preparation of stock solutions

1. Prepare the stock solutiens by dissolving equivalent to 20.0 mg of sofosbuvir (SOF) and 4.5 mg ledipasvir (LED) separately in 30 mL of acetonitrile in 50-
mL amber-colered volumetric flasks and dilute to volume with ammonium acetate buffer pH 7.0,

2. Store the reference and sample stock solutions at 2 - 8 °C, protect from light and further dilute.

Reversed phase high-performance liquid chromatography (RP-HPLC)

1. Use the HPLC system consisting of a Cecil Adept CE-4104 low pressure quaternary gradient pump, Adept CE 4200 variable wavelength UV detector
(Cecil Instruments Limited UK), contrclled by PowerStream chromatography manager software version 4.2.

2. Carry out the separation on Luna analytical column (Phenomenex USA) 250 = 4.6 mm, 5 pm, octyl silica packing (Si-{CH2]7-CHz) Cz.

3. Prepare the mobile phase by mixing ammonium acetate buffer pH 7.0 and acetonitrile in the ratio 35:65% v/v and filter through a 0.2 pm nylon
membrane filter using 3 Millipore vacuum filtration aszembly.

4. set the flow rate at 0.7 mL/min.

5. Set the detector at 245 nm.
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Validation

Limit of Detection 0.485 pg/mL. Scfosbuvir

0.175 pg/mL, Ledipasvir

Limit of Quantitation 1.619 pg/mL, Sofosbuvir
0.586 pg/mL. Ledipasvir

Recovery 99.67 + 0.40, 100.05 + 0.65, 99.39 £ 0.55, 99.71 £ 0.58,99.31 £ 0.41 and 98.95 £ 0.61% in 120, 100, 80, 60, 40 and
20% concentrations, respectively, Sofosbuvir
00.88 + 0.69, 99.76 £ 0.59, 99.04 £ 0.78, 99.19 + 0.54, 100.08 £ 0.4 and 99.33 £ 0.51% in 120, 100, 80, 60, 40 and
20% concentrations, respectively, Ledipasvir

Accuracy 0.33, -0.05, 0.61, 0.29, 0.69 and 1.05% (RE) in 120, 100, 80, 60, 40 and 20% concentrations, respectively,
Sofosbuvir

0.12,0.24, 0.96, 0.81, -0.08 and 0.67% (RE) in 120, 100, 80, 60, 40 and 20% concentrations, respectively, Ledipasvir

Precision 0.669, 0.727 and 0.872% (RSD, peak area) in 96 pg/mL concentration, Sofosbuvir
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