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Hydrochloride Capsules

from the Expert Committee that posted in conjunction with this accelerated revision, please click www.uspnf.com/rb-
3-20230224.

yride Capsules contain an amount of Doxepin Hydrochloride equivalent to NLT 90.0% and NMT 110.0% of the labeled amount
1._NO).
21

times of the major peaks for the (E)- and (Z)-isomers of the Sample solution correspond to those of the Standard solution, as
say.

-a of the major peaks for the (E)- and (Z)-isomers of doxepin in the Sample solution correspond to those of the Standard

ad in the Assay.

g/L of monobasic sodium phosphate in water
ethanol and Solution A (30:70). Adjust with diluted phosphoric acid to a pH of 2.5.
n: 0.11 mg/mL of USP Doxepin Hydrochloride RS (equivalent to 0.1 mg/mL of doxepin) in Mobile phase

lution: Nominally 0.57 mg/mL of doxepin hydrochloride (equivalent to 0.5 mg/mL of doxepin) from the contents of NLT 20
»bile phase, prepared as follows. Remove, as completely as possible, the contents of NLT 20 Capsules. Mix the combined
ransfer a suitable quantity of the powder, equivalent to 50 mg of doxepin, to a 100-mL volumetric flask. Add 70 mL of Mobile
ke by mechanical means for 30 min. Dilute with Mobile phase to volume, and filter. Use the filtrate.

: Nominally 0.1 mg/mL of doxepin from Sample stock solution in Mobile phase

3 system

aphy (621), System Suitability.)

54 nm. For Identification B, use a diode array detector in the range of 200—400 nm.
x 12.5-cm; 5-um packing L7

rature: 50°

_/min

1e: 20 L

2 times the retention time of the first peak of doxepin

y

ard solution

tive retention times for the (E)- and (Z)-isomers are 1.0 and 1.1, respectively.]
lirements

ILT 1.5 between the (E)- and (2)-isomers

2 NMT 2.0 each for the (E)- and (2)-isomers

dard deviation: NMT 2.0% each for the (E)- and (2)-isomers

dard solution and Sample solution

: percentage of the labeled amount of doxepin (C NO) in the portion of Capsules taken:

19H21

Result = [(ru(z) + rU(E))/(rS(Z) + rS(E))] x(C/C)x (M_/M_)x100
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soncentration of doxepin hydrochloride in the Standard solution (mg/mL)
rominal concentration of doxepin in the Sample solution (mg/mL)
nolecular weight of doxepin, 279.38

nolecular weight of doxepin hydrochloride, 315.84
ria: 90.0%-110.0%

ESTS

r; 900 mL
0rpm

ion: USP Doxepin Hydrochloride RS in Medium
n: Pass a portion of the solution under test through a suitable filter. Dilute with Medium, if necessary, to the same

n as the Standard solution.
onditions

wvelength: 292 nm

ndard solution and Sample solution

he percentage of the labeled amount of doxepin (CwH21 NO) in the portion of Capsules taken:

Result = (A /A) x C x D x (M_/M ) x Vx (1/L) x 100
- absorbance of the Sample solution
- absorbance of the Standard solution

- concentration of USP Doxepin Hydrochloride RS in the Standard solution (mg/mL)

- dilution factor of the Sample solution, if necessary

-molecular weight of doxepin, 279.38
- molecular weight of doxepin hydrochloride, 315.84

:volume of Medium, 900 mL
- label claim (mg/Capsule)

T 80% (Q) of the labeled amount of doxepin (C, H,,NO) is dissolved.

duct complies with this test, the labeling indicates that it meets USP Dissolution Test 2.
6 w/v pepsin (1:10000 with albumin substrate) in water; 900 mL. [Note—The Medium may appear hazy.]
O0rpm

rric acid: Transfer 6.5 mL of phosphoric acid to a 100-mL volumetric flask and dilute with water to volume.

L of anhydrous dibasic sodium phosphate in water, adjust with dilute phosphoric acid to a pH of 7.7
Acetonitrile and Buffer (60:40)
t solution: 0.63 mg/mL of USP Doxepin Hydrochloride RS (equivalent to 0.6 mg/mL of doxepin) prepared as follows. Transfer

antity of USP Doxepin Hydrochloride RS to an appropriate volumetric flask. Add 70% of the flask volume of Medium. Sonicate

1in and dilute with Medium to volume.

ion: (L/800) mg/mL of USP Doxepin Hydrochloride RS (equivalent to [L/900] mg/mL of doxepin) from Standard stock

re L is the label claim in mg/Capsule, prepared as follows. Transfer a portion of Standard stock solution to an appropriate
ask and dilute with Medium to volume. Pass the resulting solution through a suitable filter discarding the first few milliliters.
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2 mL/min

mme: 10 pL

T 1.5 times the retention time of doxepin
ity

'dard solution

guirements

tor: NMT 2.0

andard deviation: NMT 1.5%

ndard solution and Sample solution

he percentage of the labeled amount of doxepin (C NO) dissolved:

19H21
Result = (r,/r) x Cox Vx (M_/M ) x (1/L) x 100

- peak response of doxepin from the Sample solution

- peak response of doxepin from the Standard solution

- concentration of USP Doxepin Hydrochloride RS in the Standard solution (mg/mL)

:volume of Medium, 900 mL

- molecular weight of doxepin, 279.38
-molecular weight of doxepin hydrochloride, 315.84
- label claim for doxepin (mg/Capsule)

T 80% (Q) of the labeled amount of doxepin (C,,H,,NO) is dissolved.

duct complies with this test, the labeling indicates that it meets USP Dissolution Test 3.
_hydrochloric acid; 500 mL, deaerated if necessary
00 rpm

L of sodium phosphate monobasic in water. Adjust with phosphoric acid to a pH of 2.5.

Methanol and Buffer (50:50). Adjust with phosphoric acid to a pH of 2.5, if necessary.

ion: 0.023 mg/mL of USP Doxepin Hydrochloride RS in Medium. Sonicate, if necessary.

n: Pass a portion of the solution under test through a suitable filter of 0.45-um pore size, discarding the first few milliliters. If
ilute with Medium to a concentration similar to that of the Standard solution.

hic system

tography (621), System Suitability.)

254 nm

mm x 15-cm; 3.5-pm packing L7

)erature: 50°

nL/min

mme: 20 pL

T 1.5 times the retention time of the (Z)-isomer

ility

'dard solution

lative retention times of (E)- and (2)-isomers are 1.00 and 1.08, respectively.]
guirements

12 NLT 1.5 between the (E)- and (2)-isomers

tor: NMT 2.0 each for the (E)- and (2)-isomers

andard deviation: NMT 2.0% for sum of the (E)- and (2)-isomers

ndard solution and Sample solution

he percentage of the labeled amount of doxepin (C NO) dissolved:

19H21
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= peak response of the (E)-isomer from the Standard solution
= peak response of the (2)-isomer from the Standard solution

= concentration of USP Doxepin Hydrochloride RS in the Standard solution (mg/mL)

= dilution factor of the Sample solution
= volume of Medium, 500 mL

= molecular weight of doxepin, 279.38
= molecular weight of doxepin hydrochloride, 315.84

= label claim (mg/Capsule)

T 80% (Q) of the labeled amount of doxepin (C, H,,NO) is dissolved.

'oduct complies with this test, the labeling indicates that it meets USP Dissolution Test 4.
hydrochloric acid; 500 mL
5 rpm, with suitable sinkers

t solution: 1.12 mg/mL of USP Doxepin Hydrochloride RS in water. Sonicate to dissolve.

ion

1dard solution may be stable for 17 h at room temperature.]

labeled to contain 10 mg: 0.0224 mg/mL of USP Doxepin Hydrochloride RS from Standard stock solution in Medium
labeled to contain 25, 50, 75, and 100 mg: 0.056 mg/mL of USP Doxepin Hydrochloride RS from Standard stock solution in

solution: Pass a portion of the solution under test through a suitable filter of 0.22-um pore size, discarding the first 5 mL of

n
ple solution may be stable for 17 h at room temperature.]

labeled to contain 10 and 25 mg: Use Sample stock solution.

labeled to contain 50 mg: Transfer 5.0 mL of Sample stock solution to a 10-mL volumetric flask and dilute with Medium to

labeled to contain 75 mg: Transfer 3.0 mL of Sample stock solution to a 10-mL volumetric flask and dilute with Medium to
labeled to contain 100 mg: Transfer 6.0 mL of Sample stock solution to a 25-mL volumetric flask and dilute with Medium to

onditions

wvelength: 292 nm

ndard solution and Sample solution

he percentage of the labeled amount of doxepin (C19H21NO) in the portion of Capsules taken:

Result = (A /A) x C x VxDx(M_ /M) x(1/L) x 100
- absorbance of the Sample solution
absorbance of the Standard solution

: concentration of USP Doxepin Hydrochloride RS in the Standard solution (mg/mL)

- volume of Medium, 500 mL
- dilution factor for the Sample solution, if necessary

- molecular weight of doxepin, 279.38


https://store.usp.org/product/1225500
https://online.uspnf.com/uspnf/current-document/1_GUID-64A14121-A927-4EA8-BCA3-5C974513CCCE_1_en-US
https://store.usp.org/product/1225500
https://online.uspnf.com/uspnf/current-document/1_GUID-DE15A571-4522-44A6-BF66-843E342ABB5D_1_en-US
https://store.usp.org/product/1225500
https://store.usp.org/product/1225500
https://online.uspnf.com/uspnf/current-document/1_GUID-4C5C1937-524A-4BED-95E7-384EDE3745E0_4_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-4C5C1937-524A-4BED-95E7-384EDE3745E0_4_en-US
https://store.usp.org/product/1225500
https://online.uspnf.com/uspnf/current-document/1_GUID-BA3755E4-77AA-4DEB-8FE2-4FC78C587E9E_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-BA3755E4-77AA-4DEB-8FE2-4FC78C587E9E_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-BA3755E4-77AA-4DEB-8FE2-4FC78C587E9E_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-BA3755E4-77AA-4DEB-8FE2-4FC78C587E9E_3_en-US

https://trungtamthuoc.com/

ntent uniformity
nol and 0.05 M monobasic sodium phosphate TS (50:50). Adjust with 2 N sodium hydroxide TS to a pH of 6.7.

ion: 0.11 mg/mL of USP Doxepin Hydrochloride RS (equivalent to 0.1 mg/mL of doxepin) in Diluent. Filter, and use the
ate.

ns: Nominally 0.1 mg/mL of doxepin from 1 Capsule prepared as follows. Transfer the contents of 1 Capsule into an
rolumetric flask, add 80% of the final flask volume of Diluent, and shake the flask by mechanical means for about 30 min.
iluent to volume. If necessary, transfer a suitable quantity of the resulting solution to another appropriate volumetric flask,
th Diluent to volume. Prepare 10 Sample solutions.

onditions

wvelength: 292 nm

ndard solution and Sample solutions
the amount of active ingredient in each unit of the Sample solution in comparison with the Standard solution.

/L of ammonium formate in water

zetonitrile and Solution A (45:55)

y solution: 570 pug/mL of USP Doxepin Hydrochloride RS (equivalent to 500 ug/mL of doxepin), 0.5 ug/mL of USP Doxepin
»und B RS, and 1 pg/mL of USP Doxepin Related Compound C RS in Mobile phase

n: 5.7 pg/mL of USP Doxepin Hydrochloride RS (equivalent to 5 pg/mL of doxepin) in Mobile phase

on: 0.28 pg/mL of USP Doxepin Hydrochloride RS (equivalent to 0.25 pg/mL of doxepin) from Standard solution in Mobile

 Nominally 500 pg/mL of doxepin from Capsules prepared as follows. Combine the contents of NLT 20 Capsules. Transfer a
sontents, equivalent to 50 mg of doxepin, to a 100-mL volumetric flask. Dilute with Mobile phase to volume and stir for 10
‘esulting solution through a suitable filter of 0.7-um pore size and discard the first 5 mL.

> system

aphy (621), System Suitability.)

20 nm

m x 25-cm; 5-ym packing L1

rature: 30°

nL/min

1e: 20 L

6.3 times the retention time of doxepin

y

>m suitability solution, Standard solution, and Sensitivity solution
le 1 for the relative retention times.]

ltirements

LT 1.5 between doxepin related compound B and doxepin related compound C; NLT 1.5 between doxepin related compound
pin, System suitability solution

dard deviation: NMT 5.0%, Standard solution

ise ratio: NLT 10, Sensitivity solution

dard solution and Sample solution
» percentage of each impurity in the portion of Capsules taken:

Result = (r,/r) x (C/C) x (M_,/M_,) x (1/F) x 100
yeak response of each impurity from the Sample solution
yeak response of doxepin from the Standard solution

soncentration of USP Doxepin Hydrochloride RS in the Standard solution (ug/mL)
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Table 1
Relative Relative Acceptance
Retention Response Criteria,
Name Time Factor NMT (%)
ed compound B2 0.73 - -
ed compound C2 0.88 - -
1.0 - -
ed compound Ab 3.75 1.26 0.2
Il impurity - 1.0 0.2
es - - 0.5

wurity included in the table for identification purposes only. Process impurities are controlled in the drug substance, and are
ted or included in the total impurities for the drug product.

|oxepin-11(6H)-one.

on (921), Method |
s of 1 Capsule
ria: NMT 9.0%

UIREMENTS
race: Preserve in well-closed containers. Store at controlled room temperature.
ore than one Dissolution test is given, the labeling states the Dissolution test used only if Test 7 is not used.
ANDARDS (171)
oride RS
Jompound B RS
thylamino)propyl)-6,11-dihydrodibenzo[b,eJoxepin-11-ol.
297.39
Jompound C RS
b,eloxepin-11(6H)-ylidene)-N-methylpropan-1-amine hydrochloride.
| 301.81

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

opic/Question Contact Expert Committee

JCHLORIDE CAPSULES Documentary Standards Support SM42020 Small Molecules 4

:abase Information: Chromatographic Database

red In:
volume No. PF 44(6)

5UID-544DF197-DCBA-492F-9C76-BD150DAA2B6A_7_en-US
org/10.31003/USPNF_M28120_07_01



https://online.uspnf.com/uspnf/current-document/1_GUID-FBA763E7-E62C-4F19-A3E0-2141FD4EFFE4_2_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-FBA763E7-E62C-4F19-A3E0-2141FD4EFFE4_2_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-FBA763E7-E62C-4F19-A3E0-2141FD4EFFE4_2_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-FBA763E7-E62C-4F19-A3E0-2141FD4EFFE4_2_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-FBA763E7-E62C-4F19-A3E0-2141FD4EFFE4_2_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-FBA763E7-E62C-4F19-A3E0-2141FD4EFFE4_2_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-041BE2C7-30A1-44FA-AC03-6F6997D2F251_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-041BE2C7-30A1-44FA-AC03-6F6997D2F251_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-041BE2C7-30A1-44FA-AC03-6F6997D2F251_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-041BE2C7-30A1-44FA-AC03-6F6997D2F251_3_en-US
https://store.usp.org/product/1225500
https://store.usp.org/product/1225522
https://store.usp.org/product/1225533
https://www.usp.org/frequently-asked-questions
mailto:stdsmonographs@usp.org?subject=Monograph:%20DOXEPIN%20HYDROCHLORIDE%20CAPSULES,%20ID%20:%2028120
https://www.uspchromcolumns.com/
https://doi.org/10.31003/USPNF_M28120_07_01
https://doi.org/10.31003/USPNF_M28120_07_01

