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3S,145,155,165,175)-1,3'4',6,6a,7,8,9,10, 11,12,13,14,15,15a,16-Hexadecahydro-10,13-dimethylspiro-[17H-
5,16]cyclopentala]phenanthrene-17,2'(5'H)-furan]-3,5'(2H)-dione;
15B,16B-dimethylene-3-oxo-17 a-pregn-4-ene-21-carboxylic acid, y-lactone CAS RN®: 67392-87-4; UNII: N295J34A25.

ains NLT 98.0% and NMT 102.0% of C,,H, O,, calculated on the anhydrous and solvent-free basis.

tIpenmiFicaTion Tests (197), Infrared Spectroscopy: 197M, (cN 1-Mar-2020)

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

r

Jnitrile
2e Table 1.
Table 1
Time Solution A Solution B
(min) (%) (%)
0 63 37
2.0 63 37
16.0 52 48
23.0 52 48
31.0 20 80
39.0 20 80
39.1 63 37
AQ N AR 7
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aphy (621), System Suitability.)

45 nm

m x 25-cm; 3-um packing L1

rature: 35°

_/min

10 uL

y

>m suitability solution and Standard solution
lirements

LT 5.0 between drospirenone and drospirenone related compound A, System suitability solution
' Between 0.8 and 1.5, Standard solution
dard deviation: NMT 2.0%, Standard solution

dard solution and Sample solution

: percentage of drospirenone (C,,H, O,) in the portion of Drospirenone taken:

Result = (r,/r)) x (C/C ) x 100
aak response from the Sample solution
2ak response from the Standard solution

»ncentration of USP Drospirenone RS in the Standard solution (mg/mL)

sncentration of drospirenone in the Sample solution (mg/mL)

ria: 98.0%—-102.0%

N (281): NMT 0.1%

iT of 1,2-DimeTHoXYETHANE AND DuisopropyL ETHer (if present)

ion: 0.1 mg/mL of 1,2-dimethoxyethane and 0.05 mg/mL of diisopropyl ether in dimethylformamide
n: 50 mg/mL of Drospirenone in dimethylformamide

hic system

tography (621), System Suitability.)

me ionization
-mm x 30-m; 1.4-ym coating of phase G43

60°
250°
ee Table 2.
Table 2
- . Hold Time at
Initial Temperature Final Final
ina
Temperature Ramp Temperature
o s . Temperature
) (*/min) ) .
(min)
40 0 40 10
40 5 70 0
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ility
'dard solution
lative retention times for diisopropyl ether and 1,2-dimethoxyethane are about 0.6 and 1.0, respectively.]
guirements
andard deviation: NMT 4.0%

ndard solution and Sample solution
he percentage of 1,2-dimethoxyethane and diisopropyl ether in the portion of Drospirenone taken:

Result = (r,/ry) x (C/C,) x 100
peak response of 1,2-dimethoxyethane or diisopropyl ether from the Sample solution
peak response of 1,2-dimethoxyethane or diisopropyl ether from the Standard solution
concentration of 1,2-dimethoxyethane or diisopropyl ether in the Standard solution (mg/mL)

concentration of Drospirenone in the Sample solution (mg/mL)

iteria
purities: NMT 0.2% of 1,2-dimethoxyethane and NMT 0.1% of diisopropyl ether

iter
atonitrile
See Table 3.
Table 3
Time Solution A Solution B
(min) (%) (%)
0 63 37
2.0 63 37
16.0 52 48
23.0 52 48
31.0 20 80
39.0 20 80
39.1 63 37
49.0 63 37

vitrile and water (1:1)
ility solution: 60 pg/mL of USP Drospirenone RS and 60 ug/mL of USP Drospirenone Related Compound A RS in Diluent
ion: 0.6 pg/mL of USP Drospirenone RS in Diluent

n: 0.6 mg/mL of Drospirenone in Diluent
hic system

195 nm and 245 nm

mm x 25-cm; 3-pm packing L1
)erature: 35+ 5°

nL/min
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ndard solution and Sample solution
he percentage of each impurity in the portion of Drospirenone taken:

Result = (r,/ry) x (C/C,) x (1/F) x 100
peak response of each individual impurity from the Sample solution

peak response of drospirenone from the Standard solution

concentration of USP Drospirenone RS in the Standard solution (ug/mL)
concentration of Drospirenone in the Sample solution (ug/mL)

relative response factor for each individual impurity (see Table 4)
srrcentage of hydroxydrospirenone is calculated at 195 nm.]

iteria
‘d any peaks that are less than 0.05% of the drospirenone peak.]

purities: See Table 4.

Table 4
Relative Relative Acceptance
Retention Response Criteria,
Name Time Factor NMT (%)
ymethyl drospirenone
0.43 1.9 0.1
2
ydros
b 0.57 0.57 0.1
at 195 nm=
Irospirenone at 245
0.77 1.2 0.1
1one at 245 and 195
1.00 - -
1one 6-ene at 245
1.04 0.30 0.1
one related
1.11 1.0 0.1
d A at 245 nm¢
)spirenone at 245
1.14 1.3 0.1
ethylene
1.18 2.2 0.1
one at 245 nm9
| drospirenone at 245
1.34 0.99 0.1
nethyl drospirenone
i 1.38 1.6 0.1
N
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Relative Relative Acceptance
Retention Response Criteria,
Name Time Factor NMT (%)
ecified impurity at
purity - 1.0 0.1
urities - - 0.4

oxy-7B-hydroxymethyl-15,163-methylene-3-oxo-17a-pregn-4-ene-21-carboxylic acid, y-lactone.
hydroxy-6,7B:15B,16B-dimethylene-3-oxo-17a-pregnan-21-carboxylic acid, y-lactone.
iB,16B-Dimethyleneandrost-4-ene-3,17-dione.
oxy-15B,168-methylene-3-oxo-17a-pregn-4,6-diene-21-carboxylic acid, y-lactone.
oxy-6,7B:15B,16B-dimethylene-3-oxo-17B-pregn-4-ene-21-carboxylic acid, y-lactone; 17-epidrospirenone.
Xy-6a,7a:15B,16B-dimethylene-3-oxo-17a-pregn-4-ene-21-carboxylic acid, y-lactone.
oxy-15B,16B-methylene-3-oxo-17a-pregn-4-ene-21-carboxylic acid, y-lactone.
oxy-15B-methyl-68,7B-methylene-3-oxo-17a-pregn-4-ene-21-carboxylic acid, y-lactone.
1Xy-7B-chloromethyl-158,163-methylene-3-oxo-17a-pregn-4-ene-21-carboxylic acid, y-lactone.
1xy-7B-chloromethyl-15p,16-methylene-3-oxo-173-pregn-4-ene-21-carboxylic acid, y-lactone.
xy-7B-hydroxymethyl-15p,16B-methylene-17a-pregn-3,5(6)-diene-21-carboxylic acid, y-lactone.

Specific Rotation(781S)
10 mg/mL in methanol

ria: -187° to -193° at 20° on the anhydrous and solvent-free basis
TempERATURE, Class 1(741): 198°-203°. [Note—Dry over silica gel for NLT 24 h before testing.]
on, Method [(921): NMT 0.2%

UIREMENTS
RrAGE: Preserve in tight containers, and store at controlled room temperature.

ANDARDS (11)
ated Compound A RS

B:15B,16B-dimethylene-3-oxo-17B-pregn-4-ene-21-carboxylic acid, y-lactone.
366.49

'lease check for your question in the FAQs before contacting USP.

opic/Question Contact Expert Committee

Documentary Standards Support SM52020 Small Molecules 5

:abase Information: Chromatographic Database

red In:
volume No. PF 36(6)
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