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The word ‘official’ is used in the Pharmacopoeia
to signify ‘of the Pharmacopoeia’. It applies to any
title, substance, preparation, method or statement
included in the general notices, monographs and
appendices of the Pharmacopoeia. The
abbreviation for British Pharmacopoeia is BP.
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Official Pharmacopoeia
British Pharmacopoeia (B.P) plsei 3 JS dde Byyan daph jaual

United State Pharmacopoeia. (U.S.P) ple JS B dagh jual

European Pharmacopoeia (Eur.Ph.) od 4 JS B dagh jaal

International Pharmacopoeia (I.P)

German Pharmacop. (DAB 16)
plosl 4 JSByaa Ak jualy
Japanese Pharmacopoeia (J.P)
Indian Pharmacopoeia (Ind.P)
Egyptian Pharmacopoeia (Egypt.Ph) 4 ad) 42l aa l)

31 1 cliVana e - J¥ Al

USP  (Saa¥) dg92¥) g o 0
Over time the mnature of United States
Pharmacopeia (USP) changed from being a
compendium of recipes to a compendium of
drug product standards. Its publishing schedule
also changed.

m From 1820 to 1942 the USP was published at 10
year intervals,

m From 1942 to 2000, at 5 year intervals
m Beginning in 2002, annually.
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CHLO, 1802 50-78-2

Action and use

Aspirin Tablets

Dispersible Aspirin Tablets
Effervescent Soluble Aspirin Tablets
Gastro-resistant Aspirin Tablets
Aspirin and Caffeine Tablets
Co-codaprin Tablets

Dispersible Co-codaprin Tablets
Ph Eur

DEFINITION
2-{Acetyloxy)benzoic acid.

Content
99.5 per cent 10 101.0 per cent (dried substance).

CHARACTERS

Appearance
wm.a%lm Wil “l.ﬂ- 2 gl L sdole 1|

Solubility

ightly soluble in water. fr soluble in ethanol cont).
mp: About 143 “C (instantaneous method).
IDENTIFICATION

First identification A, B.
Second identification B, C, D.
A lnllWWWWf???‘}

Ci isalicylic acid CRS.
BToDandd4mloldbf-so¢umhydmxmsohmoﬂﬁandboilor3mhOoolandadd
S mi of dilute acid R. A cry is f Filter, wash the precipitate
and dry at 100-105 *“C. The melting point (2.2.74) is 156 ‘C 1o 161 ‘C.

C. In a test tube mix 0.1 g with 0.5 g of cailci ide R. Heat the mi and to
the fumes produced a piece of filter paper impregnated with 0.05 ml of nitrobenzaldeh;
solution R. A ish-blue or yeliov on the paper. Moisten the
paper with dilute hydrochloric acid A. The colour becomes

D. Dissolve with heating about 20 mg of the ipil i in ifi test Bin 10
mil of water A and cool. The gives jon (a) of icy (2.3.1).

TESTS

Appearance of solution

The solution is clear (2.2.1) and colourless (2.2.2, Method li).

Dissolve 1.0 g in 9 mi of ethanol (96 per cent) A.

Related substances

Liquid chromatography (2.2.29). Prepare the solutions immediately before use.

Test solution Dissolve 0.10 g of the sub to be ined in itrile for
chromatography R and dilute 1o 10.0 ml with the same solvent.

jon (a) Dk 50.0 mg of icylic acid A in the mobile phase and dilute 10
500mlwthmomob-l.ohm Dilute 1.0 mi of this solution 10 100.0 mi with the mobile phase.

Ref lution (bj Dissolve 10.0 mg of salicylic acid A in the mobile phase and dilute 1o
100mlmthlhomobd.phmT 1.0 mi of this solution add 0.2 mil of the test solution and
dilute 10 100.0 mi with the mobile phase.

Column:

—size: . =025m, O =46 mm;

silica gel for chromatography F (5 um).
Mobile pﬁﬁw phosphonc &#Ww s Hebinlbtography . water B (2:400:600 V/V/
V).

2020-2019 (in Ahuiasa
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ad 1 & Very Soluble Iy g

a&10 -1 = Freely Soluble Lolali Jaie

a2 30— 10 ¢» Soluble Jada

a& 100 — 30 c» Sparingly Soluble Sy Jut

ad 1000 — 100 4 Slightly & suas Jaie
a4 10000 — 1000 (s faa YA aa
Very slightly Soluble

a& 10000, i Practically.insoluble dala s

Infection 10 pl.

Run time 7 times the retention time of acetylsalicylic acid.

System suitability Reference solution (b):
— resolution: minimum 6.0 between the 2 principal peaks.

Limits:
— any impurity: for each impurity, not more than the area of the principal peak in the
chromalogram obtained with reference solution (a) (0.1 per cent);
— totai: not more than 2.5 times the area of the principal peak in the chromatogram
obtained with reference solution (a) (0.25 per cent);
— disregard limit: 0.25 times the area of the peak in the cf a ined
with reference solution (a) (0.025 per cent)

Heavy metals (2.4.8)
Maximum 20 ppm.

Dissolve 1.0 g in 12 ml of acefone A and dilute to 20 ml with wafer A. 12 ml of this solution
complies with test B. Prepare the reference solution using lead standard solution (1 ppm Pb)
obtained by diluting lead standard solution (100 ppm Pb) R with a mixture of 6 volumes of
water R and 9 volumes of acetone A.

Loss on drying (2.2.32)
Maximum 0.5 per cent, determined on 1.000 g by drying in vacuo.

Sulphated ash (2.4.14)

Maximum 0.1 per cent, determined on 1.0 g

ASSAY

In a flask with a ground-glass stopper, dissolve 1.000 g in 10 ml of ethanol (96 per cent) A.
Add 50.0 mi of 0.5 M sodium hydroxide. Close the flask and allow to stand for 1 h. Using 0.2

mi of phenolphthalein solution F as indicator, titrate with 0.5 M hydrochloric acid. Carry out a
blank titration.

1 mi of 0.5 M sodium hydroxide is equivalent 10 45.04 mg of C;H,0,

STORAGE
In an airtight container .

IMPURITIES
HOZC R
|
38 1 iVana ke - Y Al
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Aspirin : acetylsalicylic acid

Note the name Aspirin may be used freely in many countries including
the United Kingdom. In countries where exclusive proprietary rights in

this name are claimed, the officinal title is Acetylsalicylic Acid.
COOH

f C0.0.CH3

CyHg0, = 180.2 gr.
Aspirin is : O-acetylsalicylic acid. It contains not less than

99.5 % and not more than 101.0 % of C;H;0,,
calculated with reference to the dried substance.

Characteristics : Colorless crystals or a white, crystalline powder;
odorless or almost odorless. Appendix VA, Method VI.

Solubility : Slightly soluble in water, soluble in 7 parts of
ethanol (96 %), in 17 parts of chloroform and in 20 parts of ether.

1 albiVana ke - Y1 A 39

Aspirin : acetylsalicylic acid

Identification : Test A may be omitted if tests B,C and D are
carried out. Tests C, and D may be omitted if it's A and B are
carried out.

Test A : the infra-red absorption spectrum Appendix II A, is
concordant with the spectrum of acetylsalicylic acid EPCRS.

Test B : heat 0.2 gr. To boiling for 3 minutes with 4 ml of 2M

sodium hydroxide, cool add 5 ml of 1M sulphuric acid and filter.

The melting point of the precipitate, after washing and drying at
100°% to 1059, is 156°% to 161%, Appendix VA, Method I.

Test C : mix 0.1 gr. With 0.5 gr. of Calcium hydroxide and
heat; the fumes produced turn nitrobenzaldehyde paper

yellowish-green or bluish-green. Moisten the paper with 2M
hydrochloric acid; the colour changes to blue.

Test D : heat 20 mg. of the precipitate obtained in the test B
with 10 ml of water and cool. The resulting solution yields
reaction A characterisitic of salicylates, Appendix VI.

1 aliVana ke - Y1 A 40
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Aspirin : acetylsalicylic acid

Clarity and Colour of solution : A solution of 1.0 gr. In 9 ml of
ethanol (96%) is clear, Appendix IV A, and colourless, Appendix IV
B, Method II.

Heavy metals : dissolve 0.75 gr. In 9 ml of acetone and dilute to
15 ml with water. 12 ml of the solution complies with limit test B
for heavy metals, Appendix VII (20ppm). Use a solution
prepared by diluting lead standard solution (100 ppm Pb) with a
mixture of 9 volumes of aceton and 6 volumes of water to contain 1
Mg of Pb per ml as the standard.

Salicylic Acid : dissolve 0.1 gr. In 5 ml of ethanol (96%) and 15
ml of iced Water and add 0.5 ml of a 0.5 % w/v solution of iron
(m) Chloride. After 1 minute the colour of the solution is not more
intense than that of a solution prepared at the same time by adding
a mixture of 4 ml of ethanol (96%), 0,1 ml of 5 M acetic acid, 15 ml
of Water and 0.5 ml of a 0.5 % w/v solution of iron (m) Chloride
to 1 ml of a 0.005 % w/v solution of Salicylic acid in ethanol
(96%).

1 albiVana ke - Y1 A 41

Aspirin : acetylsalicylic acid

Related substances : dissolve 0,15 gr. In 10 ml of 0.1 M of
tetrabutylammonium hydroxide in propan-2-ol and allow to stand
for 10 minutes. Add 8 ml of 0.1 M hydrochloric acid and 20 ml of
a 1,9 % w/v solution of sodium tetraborate and mix. Add with
constant swirling 2 ml of a 1 % w/v solution of
dimethylaminoantipyrine and 2 ml of potassium hexacyanoferrate
(m) solution. After 2 minutes dilute to 100 ml with Water and
allow to stand for 20 minutes. The absorbance at 505 nm. Of a 2-
cm layer of the resulting solution is not more than 0.25, Appendix
II B.

Loss and drying : when dried to constant weight over
phosphorus peroxide at a pressure of 1.5 to 2.5 kPa, loses not
more than 0.5 % of its weight. Use 1 gr.

Sulphated ash : not more than 0.1 %, Appendix IX A, Method II.
Use 1 gr.

1 aliVana ke - Y1 A 42
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Aspirin : acetylsalicylic acid

m Assay : dissolve 1 gr. In 10 ml of ethanol (96%), add 50 ml
of 0.5 M of sodium hydroxide VS, stopper the flask and allow
to stand for 1 hour. Add 0.2 ml of dilute phenolphthalein
solution and titrate with 0.5 M hydrochloric acid VS. Repeat
the operation without the substance being examined. The
difference between the titration represents the amount of
sodium hydroxide required. Each ml of 0.5 M sodium
hydroxide VS, is equivalent to 0.04504 gr. Of C9H804.

m Storage : Aspirin should be kept in a airtight container. It's
stable in dry air but in contact with moisture it's gradually
hydrolysed to acetic and salicylic acids.

= Preparations : Aspirin Tablets, Dispersible Aspirin Tablets,
Soluble Aspirin Tablets, Aspirin and Caffeine Tablets, Co-
codaprin Tablets, Dispersible Co - codaprin Tablets.

s Action and Use : Analgesic; Antipyretic. The title of the
monograph in the European Pharmacopoeia is Acetylsalicylic
AC|d . 1 Y e - ISVl 43

Top Previous Next

Aspirin

o ey o
HSC\\IT_,O
o

Benzoic acid,. 2-(acetyloxy)-.
Salicylic acid acetate ——-[50-78-2].

CiH.O: ====-=180.16

» Aspirin contains not less than 99.5 percent and not more than 100.5
percent of C.H,O., calculated on the dried basis.

Packaging and storage— Preserve in tight containers.
USP Reference standards -~ 117 —

usP Aspirin RS B

Identification—

A: Heat it with water for several minutes, cool, and add 1 or 2 drops of ferric chloride TS: a
violet-red color is produced.

B: /nfrared Absorption * 197K’ .

Loss on drying * 731’ — Dry it over silica gel for 5 hours: it loses not more than 0.5% of its
weight
Readily carbonizable substances < 271’ — Dissolve S00 mg in S mL of sulfuric acid TS: the

solution has no more color than Matching Fluid Q.

Residue on ignition Y 2817 : not more than 0.05%

Substances insoluble in sodium carbonate TS— A solution of SO0 mg in 10 mL of warm
sodium carbonate TS is clear.

LY da Y daud) 44

. 1 ol Sa -
Chiloride “ 2217 — Boil 1.5 g with 75 miL of \«fa)::ar T 5 minutes, cool, add sufficient water to
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restore the original volume, and filter. A 25-mL portion of the filtrate shows no more chloride
than corresponds to 0.10 mL of 0.020 N hydrochloric acid (0.014%).

ulfate — Dissolve 6.0 g in 37 mL of acetone, and add 3 mL of water. Titrate potentiometrically
with 0.02 M lead perchlorate, prepared by dissolving 9.20 g of lead perchlorate in water to
make 1000 mL of solution, using a pH meter capable of a minimum reproducibility of £0.1 mV
(seegH': 791’ ) and equipped with an el o isting of a lead-specific electrode
and a silver—silver chloride reference glass-sleeved electrode containing a solution of
tetraethylammonium perchlorate in glacial acetic acid (1 in 44) (see Titrimetry * 5417 ): not
more than 1.25 mL of 0.02 M lead perchlorate is consumed (0.04%). [NOTE—After use, rinse
the lead-specific electrode with water, drain the reference electrode, flush with water, rinse with
methanol, and allow to dry.]

Heavy metals— Dissolve 2 g in 25 mL of acetone, and add 1 mL of water. Add 1.2 mL of
thioacetamide—glycerin base TS and 2 mL of pH 3.5 Acetate Buffer (see Heavy Metals { 231
). and allow to stand for 5 minutes: any color produced is not darker than that of a control made
with 25 mL of acetone and 2 mL of Standard Lead Solution (see Heavy Metals ¢ 231 ),
treated in the same manner. The limit is 10 ug per g.

Limit of free salicylic acid— Di: ive 2.5 gin ient to make 25.0 mL. To each of
two matched color-comparison tubes add 48 mL of water and 1 mL of a freshly prepared,
diluted ferric ammonium sulfate solution (prepared by adding 1 mL of 1 N hydrochloric acid to 2
mL of ferric ammonium sulfate TS and diluting with water to 100 mL). Into one tube pipet 1 mL
ofa ion of salicylic acid in water, containing 0.10 mg of salicylic acid per mL. Into
the second tube pipet 1 mL of the 1 in 10 solution of Aspirin. Mix the contents of each tube:
after 30 seconds, the color in the second tube is not more intense than that in the tube
containing the salicylic acid (0.1%).

Organic volatile impurities, Method IV ¢ 467 : meets the requirements.
(Official until July 1, 2007)

Assay— Place about 1.5 g of Aspirin, accurately weighed, in a flask, add 500 mLof 0.5 N
sodium hydroxide VS, and boil the mixture gently for 10 minutes. Add phenolphthalein TS. and
titrate the excess sodium hydroxide with 0.5 N sulfuric acid VS. Perform a blank determination
(see Residual Titrations under Titrimetry “ 541 ). Each mL of 0.5 N sodium hydroxide is
equivalent to 45.04 mg of C;H.O..

Auxiliary Information— Staff Liaison : C| yn M. th Ph.D., Scientist

Expert Committee : (MDCCAOS) Monograph Development-Cough Cold and Analgesics
USP30-NF25 Page 1443
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2-(Acetyloxy)benzoic acid; 2-acetoxybenzoic acid; CAS Reg.
No. 50-78-2.
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