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Doxycycline Hyclate

Change to read:

(C H N O  · HCl)  · C H O · H O ▲1025.88▲ (ERR 1-Jun-2022)

2-Naphthacenecarboxamide, 4-(dimethylamino)-1,4,4a,5,5a,6,11,12a-octahydro-3,5,10,12,12a-pentahydroxy-6-methyl-1,11-dioxo-,

monohydrochloride, compound with ethanol (2:1), monohydrate, [4S-(4α,4aα,5α,5aα,6α,12aα)]-;

(4S,4aR,5S,5aR,6R,12aS)-4-(Dimethylamino)-1,4,4a,5,5a,6,11,12a-octahydro-3,5,10,12,12a-pentahydroxy-6-methyl-1,11-dioxo-2-

naphthacenecarboxamide monohydrochloride, compound with ethyl alcohol (2:1), monohydrate CAS RN®: 24390-14-5; UNII: 19XTS3T51U.

DEFINITION
Doxycycline Hyclate has a potency equivalent to NLT 800 µg/mg and NMT 920 µg/mg of doxycycline (C H N O ).

IDENTIFICATION

• A. Spectroscopic Identification Tests 〈197〉, Infrared Spectroscopy: 197A or 197K

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

• C. Identification Tests—General 〈191〉, Chemical Identification Tests, Chloride: Meets the requirements

ASSAY

• Procedure

Protect solutions containing doxycycline from light.

Solution A: Transfer 3.1 g of monobasic potassium phosphate and 0.5 g of edetate disodium to a 1000-mL volumetric flask. Add about 850

mL of water and 0.5 mL of triethylamine, and mix. Dilute with water to volume and adjust with 1 N sodium hydroxide to a pH of 8.5 ± 0.1.

Solution B: Methanol

Mobile phase: See Table 1.

Table 1

Time

(min)

Solution A

(%)

Solution B

(%)

0 90 10

2.0 90 10

6.0 85 15

8.0 60 40

8.1 90 10

10.0 90 10

Diluent: 0.01 N hydrochloric acid

Standard solution: 0.1 mg/mL of USP Doxycycline Hyclate RS in Diluent. Sonicate as needed to dissolve.

Sample solution: 0.1 mg/mL of Doxycycline Hyclate in Diluent. Sonicate as needed to dissolve.

Chromatographic system

(See Chromatography 〈621〉, System Suitability.)

Mode: LC

22 24 2 8 2 2 6 2

22 24 2 8

OF
FI
CI
AL

2/14/25, 1:10 PM USP-NF Doxycycline Hyclate

Full document details: Doxycycline Hyclate

https://online.uspnf.com/uspnf/current-document/1_GUID-37232E7C-5275-4B7B-9007-9587E166E4C1_5_en-US#C197S6
https://online.uspnf.com/uspnf/current-document/1_GUID-37232E7C-5275-4B7B-9007-9587E166E4C1_5_en-US#C197S6
https://online.uspnf.com/uspnf/current-document/1_GUID-37232E7C-5275-4B7B-9007-9587E166E4C1_5_en-US#C197S6
https://online.uspnf.com/uspnf/current-document/1_GUID-37232E7C-5275-4B7B-9007-9587E166E4C1_5_en-US#C197S6
https://online.uspnf.com/uspnf/current-document/1_GUID-37232E7C-5275-4B7B-9007-9587E166E4C1_5_en-US#C197S6
https://online.uspnf.com/uspnf/current-document/1_GUID-37232E7C-5275-4B7B-9007-9587E166E4C1_5_en-US#C197S6
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-59D76ACA-B77B-4C6E-AC8C-3E12D6CCE9A6_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-D774BE2A-B09A-4921-A753-C16D7C9D2438_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-3A927A83-A8FB-471B-9932-2678CB38BE68_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-DE15A571-4522-44A6-BF66-843E342ABB5D_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-A33EC6F9-A1DB-4873-8C5E-4AAB6EAD85CB_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-DE15A571-4522-44A6-BF66-843E342ABB5D_1_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-DFC3BB39-12A4-45C0-A7A7-1D043A33E43E_3_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-3FCDE41E-1552-4515-B564-E9777B5A39DA_2_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-638BEA23-3636-4FE5-A5BF-CFA1545D5B8B_1_en-US
https://store.usp.org/product/1226003
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
https://online.uspnf.com/uspnf/current-document/1_GUID-6C3DF8B8-D12E-4253-A0E7-6855670CDB7B_9_en-US
http://www.avadocuments.com/doc/doxycycline-hyclate
http://www.avadocuments.com/doc/doxycycline-hyclate


Detector: UV 270 nm

Column: 2.1-mm × 5-cm; 1.7-µm packing L7

Column temperature: 60°

Flow rate: 0.6 mL/min

Injection volume: 5 µL

System suitability

Sample: Standard solution

Suitability requirements

Tailing factor: NMT 1.5

Relative standard deviation: NMT 1.0%

Analysis

Samples: Standard solution and Sample solution

Calculate the quantity of doxycycline (C H N O ), in µg/mg, in the portion of Doxycycline Hyclate taken:

Result = (r /r ) × (C /C ) × P

r = peak response from the Sample solution

r = peak response from the Standard solution

C = concentration of USP Doxycycline Hyclate RS in the Standard solution (mg/mL)

C = concentration of Doxycycline Hyclate in the Sample solution (mg/mL)

P = potency of doxycycline in USP Doxycycline Hyclate RS (µg/mg)

Acceptance criteria: 800–920 µg/mg

IMPURITIES

Change to read:

• Organic Impurities

Mobile phase, Diluent, and Chromatographic system: Proceed as directed in the Assay.

System suitability stock solution 1: 1 mg/mL each of USP Methacycline Hydrochloride RS and USP Doxycycline Related Compound A RS in

Diluent

System suitability stock solution 2: 1.2 mg/mL of USP Doxycycline Hyclate RS in Diluent

System suitability solution: Transfer 5 mL of System suitability stock solution 2 to a 25-mL volumetric flask, heat on a steam bath for 60 min,

and evaporate to dryness on a hot plate, taking care not to char the residue. Dissolve the residue in Diluent, add 0.5 mL of System suitability

stock solution 1, and dilute with Diluent to volume. Pass the solution through a suitable filter and use the filtrate. This solution contains a

mixture of 4-epidoxycycline, methacycline, doxycycline related compound A, and doxycycline. When stored in a refrigerator, this solution

may be used for 14 days.

Sensitivity solution: 0.001 mg/mL of USP Doxycycline Hyclate RS in Diluent

Standard solution: 0.002 mg/mL each of USP Doxycycline Hyclate RS and USP Methacycline Hydrochloride RS in Diluent

Sample solution: 2 mg/mL of Doxycycline Hyclate in Diluent. Sonicate as needed to dissolve.

System suitability

Samples: System suitability solution, Sensitivity solution, and Standard solution

Suitability requirements

Resolution: NLT 1.5 between methacycline and 4-epidoxycycline; NLT 1.5 between 4-epidoxycycline and doxycycline related compound A;

NLT 2.0 between doxycycline related compound A and doxycycline, System suitability solution

Relative standard deviation: NMT 5.0% each for the doxycycline and methacycline peaks, Standard solution

Signal-to-noise ratio: NLT 10, Sensitivity solution

Analysis

Samples: Standard solution and Sample solution

Calculate the percentage of methacycline in the portion of Doxycycline Hyclate taken:

Result = (r /r ) × (C /C ) × P × F × 100

r = peak response of methacycline from the Sample solution

r = peak response of methacycline from the Standard solution

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

C = concentration of Doxycycline Hyclate in the Sample solution (mg/mL)

P = potency of methacycline in USP Methacycline Hydrochloride RS (μg/mL)
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