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Estradiol Cypionate

C26H3603 396.56
Estra-1,3,5(10)-triene-3,17-diol, (17B)-, 17-cyclopentanepropanoate;

Estradiol 17-cyclopentanepropionate CAS RN®: 313-06-4; UNII: 7E1DV054LO.

DEFINITION

Estradiol Cypionate contains NLT 97.0% and NMT 103.0% of estradiol cypionate (C25H3503)' calculated on the dried basis.

IDENTIFICATION
Change to read:

« A. ASpecTroscoric IpenTiFication Tests (197), Infrared Spectroscopy: 197K A (CN 1-Mar-2020)

* 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

Solution A: Acetonitrile
Solution B: Water
Mobile phase: See Table 1.

Table 1
Time Solution A Solution B
(min) (%) (%)
0 70 30
25 70 30
30 100 0
40 100 0
41 70 30
50 70 30

System suitability solution: 1 mg/mL of USP Estradiol Cypionate System Suitability Mixture RS in acetonitrile
Standard solution: 1 mg/mL of USP Estradiol Cypionate RS in acetonitrile

Sample solution: 1 mg/mL of Estradiol Cypionate in acetonitrile
Chromatographic system
(See Chromatography (621), System Suitability.)

Mode: LC

Detector: UV 280 nm

Column: 4.6-mm x 25-cm; 5-um packing L26

Flow rate: 1 mL/min DOCU ments

Injection volume: 25 pL
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System suitability
Samples: System suitability solution and Standard solution
[NoTe—See Table 2 for the relative retention times.]
Suitability requirements
Resolution: NLT 1.5 between estradiol-9-ene cypionate and estradiol cypionate, System suitability solution
Relative standard deviation: NMT 1.10%, Standard solution
Analysis
Samples: Standard solution and Sample solution

Calculate the percentage of estradiol cypionate (C26H3603) in the portion of Estradiol Cypionate taken:

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

r, = peakresponse from the Sample solution

rg = peak response from the Standard solution

C, = concentration of USP Estradiol Cypionate RS in the Standard solution (mg/mL)

C, =concentration of Estradiol Cypionate in the Sample solution (mg/mL)

Acceptance criteria: 97.0%-103.0% on the dried basis

IMPURITIES
* ResIDUE oN leniTion (281): NMT 0.2%

* OrGANIC IMPURITIES
Solution A, Solution B, Mobile phase, and Chromatographic system: Proceed as directed in the Assay.
System suitability solution: 1 mg/mL of USP Estradiol Cypionate System Suitability Mixture RS and 2 pg/mL USP Estradiol RS in acetonitrile

Sensitivity solution: 0.5 pg/mL of USP Estradiol Cypionate RS in acetonitrile
Sample solution: 1 mg/mL of Estradiol Cypionate in acetonitrile
System suitability
Samples: System suitability solution and Sensitivity solution
Suitability requirements
[Note—See Table 2 for the relative retention times.]
Resolution: NLT 1.5 between estradiol-9-ene cypionate and estradiol cypionate, System suitability solution

Signal-to-noise ratio: NLT 10, Sensitivity solution
Analysis
Sample: Sample solution
Calculate the percentage of each impurity in the portion of Estradiol Cypionate taken:

Result = (r,/r,) x (1/F) x 100
r, = peakresponse for each impurity
r. =sum of the responses of all the peaks

F = relative response factor (see Table 2)

Acceptance criteria: See Table 2. Disregard peaks that are less than 0.05% of the estradiol cypionate peak.

Table 2
Relative Relative Acceptance
Retention Response Criteria,
Name Time Factor NMT (%)
Estradiol 0.22 1.0 0.15
Estradiol-9-ene
cypionate? 0.93 2.5 0.15
Estradiol cypionate 1.0 - -
4-Methylestradiol
cypionateD 1.3 1.0 DOC uments
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