Revision Bulletin
Official August 1, 2011

Add the following:

®Mefloquine Hydrochloride Tablets

DEFINITION

Mefloquine Hydrochloride Tablets contain NLT 90.0% and
NMT 110.0% of the labeled amount of mefloquine hy-
drochloride (C17H16F6N20 . HCl)

IDENTIFICATION

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

e B. ULTRAVIOLET ABSORPTION (197U)
Diluent, Standard solution, and Sample solution: Pro-
ceed as directed in the Assay.
Blank: Diluent

ASSAY
¢ PROCEDURE
Buffer: 2.7 g/L of monobasic potassium phosphate. Ad-
just with phosphoric acid to a pH of 3.0 £0.1.
Diluent: Methanol and water (23:27)
Mobile phase: Methanol, acetonitrile, and Buffer
(13:10:27)
Standard solution: 0.05 mg/mL of USP Mefloquine Hy-
drochloride RS in Diluent
Sensitivity solution: 0.025 pg/mL of USP Mefloquine
Hydrochloride RS in Diluent
Sample stock solution: Transfer a suitable number of
Tablets to a volumetric flask, dilute with methanol (ap-
proximately 80% of the total volume), shake for 30
min, allow to sit for 1 h, and dilute with methanol to
volume to obtain a solution having a concentration of
2.5 mg/mL of mefloquine hydrochloride.
Sample solution: Nominally 0.05 mg/mL of mefloquine
hydrochloride in Diluent from the Sample stock solution
Chromatographic system
(See Chromatography (621), System Suitability.)
Mode: LC
Detector: UV 222 nm
Column: 4.6-mm x 15-cm; 5-um packing L68
Flow rate: 1 mL/min
Injection size: 10 uL
System suitability
Samples: Standard solution and Sensitivity solution
Suitability requirements
Column efficiency: NLT 4000 theoretical plates,
Standard solution
Tailing factor: NMT 1.5, Standard solution
Signal-to-noise ratio: NLT 5, Sensitivity solution
Relative standard deviation: NMT 2.0%, Standard
solution
Analysis
Samples: Standard solution and Sample solution
Calculate the percentage of mefloquine hydrochloride
(Ci7H16F6N2O - HCI) in the portion of Tablets taken:

Result = (ru/rs) x (Cs/Cy) x 100

Iy = peak response from the Sample solution

rs = peak response from the Standard solution

G = concentration of USP Mefloquine Hydrochlo-
ride RS in the Standard solution (mg/mL)

Cy = nominal concentration of mefloquine hydro-

chloride in the Sample solution (mg/mL)

Mefloquine

Acceptance criteria: 90.0%-110.0%
PERFORMANCE TESTS

Change to read:

o DISSOLUTION (711)
®Test 1o (RB 1-Aug-2011)
Medium: 0.1 N hydrochloric acid; 900 mL
Apparatus 2: 50 rpm
Time: 30 min
Standard stock solution: 0.2 mg/mL of USP Meflo-

1

quine Hydrochloride RS in Medium. A small amount of
methanol, not exceeding 5% of the final volume, may

be used to help solubilize mefloquine.

Standard solution: 0.04 mg/mL of USP Mefloquine
Hydrochloride RS in Medium from the Standard stock
solution

Sample solution: Dilute a portion of the solution
under test with Medium (1:5), and pass a portion
through a suitable filter of 0.8-um pore size.

Instrumental conditions
(See Spectrophotometry and Light-Scattering (851).)

Mode: UV
Analytical wavelength: 285 nm
Cell length: 1 cm
Blank: Medium
Analysis
Samples: Standard solution and Sample solution

Calculate the percentage of mefloquine hydrochloride

(C]7H1(,F(,Nzo . HCl) dissolved:
Result = (Au/As) x (Cs/L) x D x V x 100

Au = absorbance from the Sample solution

As = absorbance from the Standard solution

G = concentration of USP Mefloquine Hydrochlo-
ride RS in the Standard solution (mg/mL)

L = label claim (mg/Tablet)

D = dilution factor of the Sample solution

% = volume of Medium, 900 mL

Tolerances: NLT 80% (Q) of the labeled amount of
mefloquine hydrochloride (Ci7H16FsNO - HCI) is
dissolved.

®Test 2: If the product complies with this test, the la-

beling indicates that it meets USP Dissolution Test 2.

Medium: 0.01 N hydrochloric acid; 900 mL

Apparatus 2: 50 rpm

Time: 30 min

Standard solution: 0.278 mg/mL of USP Mefloquine

Hydrochloride RS in Medium. A small amount of meth-
anol, not exceeding 2.5% of the final volume, may be

used to help solubilize mefloquine.

Sample solution: Pass a portion of the solution under

test through a suitable filter.
Instrumental conditions
(See jpectrophotometry and Light-Scattering (851).)
Mode:
Analytical wavelength: 284 nm
Cell length: 0.2 cm
Blank: Medium
Analysis
Samples: Standard solution and Sample solution

Calculate the percentage of mefloquine hydrochloride

(C17H16F6N20 0 HC') dissolved:
Result = (Au/As) x (Cs/L) x V x 100

Ay = absorbance from the Sample solution
As = absorbance from the Standard solution
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Gs = concentration of USP Mefloquine Hydrochlo- Table 1
ride RS in the Standard solution (mg/mL) Relative Acceptance
L =label claim (mg/Tablet) Retention | - Criverin
v = volume of Medium, 900 mL Name Time NMT (%;
Tolerances: NLT 75% (Q) of the labeled amount of — —
mefloquine hydrochloride (C;7H16FsN>O - HCI) is dis- Specified (unidentified) 0.67 0.15
solved. e s 1-aug-2011) Specified (unidentified) 0.70 0.15
o UNIFORMITY OF DOSAGE UNITS (905): Meet the threo-Mefloquine (bL-threo-o-2-
requirements piperidyl-2,8-bis(trifluoromethyl)-4- —
quinolinemethanol) 0.75
'M(;’ UR'T'EIS Specified (unidentified) 0.84 0.25
* ORGANIC .MPURITIES . . Mefloquine hydrochloride 1.0 —
Buffer, Diluent, Mobile phase, Standard solution, Sen- — -
sitivity solution, Sample stock solution, Sample solu- Any other unknown individual im- _
tion, Chromatographic system, and System suitabil- purity 0.15
ity: Proceed as directed in the Assay. Total impurities — 0.50
Analysis ‘ ‘
Samples: Standad souionand Sarple ol ADDITIONAL REQUIREMENTS
d p ag purnty p o PACKAGING AND STORAGE: Preserve in tight, light-resistant
tion of Tablets taken ; 9 9
: containers. Store at controlled room temperature.
Result = (ru/rs) x (Cs/Cy) x 100
. . Add the following:
ry = peak response of each impurity from the Sam-
ple solution : ) ®e LABELING: When more than one Dissolution test is
fs = peak response of mefloquine hydrochloride given, the labeling states the Dissolution test used only if
C C(];rr?crgnttkr]aetif)tr? rZ)(;flalrJ(éliol\ljllé?I)gquine Hydrochlo Jest 1is not used.e @ tagom)
s =0 h . - o USP REFERENCE STANDARDS (11)
ride RS in the Standard solution (mg/mL) USP Mefloquine Hydrochloride RSmis (use34
Cu = nominal concentration of mefloquine hydro-

chloride in the Sample solution (mg/mL)
Acceptance criteria: See Table 1.

[NOoTE—Do not include the threo isomer, a process im-
purity monitored in the drug substance, in the calcu-
lation of total impurities. Disregard any peak less than
0.05%.]
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