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xate for Injection

Jjection is a sterile, freeze-dried preparation of methotrexate sodium with or without suitable added substances, buffers,

It contains NLT 95.0% and NMT 115.0% of the labeled amount of methotrexate (C20H22N805).

should be taken to prevent inhaling particles of methotrexate sodium and exposure to skin.]

+ IenTiFicaTion Tests (197), Infrared Spectroscopy: 197K, (cN 1-Mav-2020)

mL of methotrexate in water from Methotrexate for Injection. Adjust with 0.1 N hydrochloric acid to a pH of 4.0. Place the
1L centrifuge tube, and centrifuge. Decant the supernatant, add 25 mL of acetone, shake, and pass through a solvent-

brane filter of 0.45-um pore size. Air-dry the filtered precipitate.
ria: Meets the requirements

n time of the major peak of the Sample solution corresponds to that of the Standard solution, as obtained in the Assay. 4 (usp

asic sodium phosphate and 0.1 M citric acid (63:37); adjusted, if necessary, with 0.1 M citric acid or 0.2 M dibasic sodium
1 pH of 6.0

setonitrile and Buffer A(892)A (USP 1-Aug-2019)

n: 0.1 mg/mL of USP Methotrexate RS in Mobile phase

 Nominally equivalent to 0.1 mg/mL of methotrexate from 1 container of Methotrexate for Injection in Mobile phase
> system

aphy (621), System Suitability.)

02 nm

m x 25-cm; 45-um s (usp 1-Aug-2019) Packing L1
temperature: 5+ 3°4 (Usp 1-Aug-2019)

nL/min

1e: 10 L

y

dard SOIUTiOﬂA (USP 1-Aug-2019)

lirements

or: NMT 2.0, (usp 1-Aug-2019)

dard deviation: NMT A1 'O%A (USP 1-Aug-2019)

dard solution and Sample solution

: percentage of the labeled amount of methotrexate (C,H,,N,0,) in the portion of Methotrexate for Injection taken:
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sncentration of USP Methotrexate RS in the Standard solution (mg/mL)

>minal concentration of methotrexate in the Sample solution (mg/mL)
ria: 95.0%-115.0%

ESTS
«6E Units (905): Meets the requirements

S

andard solution, and Chromatographic system: Proceed as directed in the Assay.

'y stock solution: 0.05 mg/mL each of USP Methotrexate Related Compound B RS and USP Methotrexate Related

'S prepared as follows. Transfer USP Methotrexate Related Compound B RS and USP Methotrexate Related Compound C RS
volumetric flask, add ammonium hydroxide equivalent to 2.5% of the final volume, and sonicate for 5 min. Add Mobile phase

0% of the final volume and continue to sonicate until completely dissolved. Dilute with Mobile phase to volume.
'y solution: 2.5 pg/mL each of USP Methotrexate Related Compound B RS and USP Methotrexate Related Compound C RS in
rom System suitability stock solution

on: 0.25 pg/mL of USP Methotrexate RS in Mobile phase from Standard solution
 Nominally equivalent to 0.5 mg/mL of methotrexate from 1 container of Methotrexate for Injection in Mobile phase

y

>m suitability solution and Sensitivity solution

lirements

ILT 1.2 between the methotrexate related compound B and methotrexate related compound C peaks, System suitability

ise ratio: NLT 10, Sensitivity solution

le solution
: percentage of each individual impurity in the portion of Methotrexate for Injection taken:

Result =r /{Z[r, x (1/F) +r,} x (1/F) x 100
sak area of each individual impurity from the Sample solution

lative response factor for each individual impurity (see Table 1)

2ak area of methotrexate from the Sample solution

Table 1
Relative Relative
Retention Response
Name Time Factor
ite related compound B 0.36 0.72
ite related compound C 0.42 1.0
ite 1.0 -
ndividual
1.0

ria: See Table 2. The reporting threshold is 0.05%.

Table 2
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