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1. INTEODUCTION

This consultative document is the third in a planned series on basic tests
for verification of the identity of pharmaceutical substances in dozage
forms. It contains identity tests for 4% drug substances drawn from the
current revision of the WHO Model List of Essential Drugs. Other tests are
wurrently being developed for other drugs. These will be included in the next
selection that will he issued at a later date.

Each of the tests described has been verified in at least four
laboratories in different countries. Further validation of the tests (see
Annexes} on locally available samples is invited, These results or any other
relevant comments should be forwarded to:

Pharmaceuticals Unit
World Health Organization

1211 Geneva 27, BSwitzerland

2.

aminccaproic acid injection

aminocaproie acid tablets

ampicillin powder for oral
suspension

betamethasone tablets

betamethasone valerate ointment

bupivacaine hydrochloride
injection

caffeine tablets

cefalexin capsules

chloramphenicol zodium succinate

powder for injection
chloroquine phoszphate syrup
cimetidine tablets
cloxaciilin sodium capsules
dexamethasene sodium phosphate
injection
diazepam injection
digoxin injection
digoxin oral solution

This document is not issued to the general public, and
alt rights are reserved by the World Health QOrganization
(WHO)., The dosument may not be reviewed, abstracted,
quoted, reproduced or translated, in part or in whele,
without the prior written permission of WHO. No part
of this dogument rmay be stored in a retrieval system or
transmitted in any form or by any means - electronic,
mechanical or other without the prior written permission
of WHO,

The views expressed in documents by named authors are
solely the responsibility of those authors.

DRUG_TNDEX

dopamine hydrochloride injection

argometrine hydrogen maleate injection

ergometrine hydrogen maleate tablets

erythromycin estolate capsules

erythromycin ztearate tablets

fluorouracil injection

glyceryl trinitrate tablets

haleperidol solutlion

imipramine hydrochloride tablets

izogorbide dinitrate tablets

meprobamate tablets

metronidazole injection

tiicotinic acid tablets

hikethatride injection

tiittazepam tablets

oxytetracyeline hydrochloride capsules

penicillamine capsules

rhenoxymethylpenicillin potassium
tablets

rhenylbutazone tablets

Ce document n'est pas desting a &tre distribué au grand public
et tous les droits v afférents sont réservés par 'Organisation
mondiale de la Santé {OMS), U ne peut dtre commenté, résumeé,
gité, reproduit ou traduit, particllement ou en totalité, sans
une autorization preéalable écrite de |'OMS, Augune partie
ne doit &tre chargée dans un systéme de recherche documen-
taire ou diffusée sous gquelgue forme ou par guelyque moyen
que ce soit - électronique, mécanique, ou autre - sans une auto-
risation préalable écrite de 'OMS.

Les opinipns exprimées dans les documents par des auteurs
cités nommément n'engagent que lesdits auteurs.




WHO/PHARM/88 . 528/A44.2

page 2
phenyteoin sodium tablets sodium fluoride tablets
procainamide hydrochloride spironolactone tablets

injection streptomycin sulfate injection e

propylthiogracil tablets tetracycline hydrochloride ophthalmie
pyrantel embonate tablets ointment |
quinine sulfate tablets tetracyecline hydrochloride tablets
galbutamel) sulfate pessaries thiopental sodium powder for
salbutamol sulfate syrup injection

verapamil hydrochloride tablets
vincristine sulfate powder for
injection

3. TEST PROCEDURES

AMINOCAPRQIC ACID INJECTLON

Description. The injection iz a zsterile solution usually containing
200- 400 mg of aminocaproiec aeid in 1.0 m] of a suitable vehicle.

frepatation of the sample

1. Pool the contents of the ampoules equivalent to 0.5 g of aminocaproie acid
and use it directly as the test solution,

2. Place 3 strips of filter-paper inkto the test golution and allow the
solubtion to ascend for about 4 ecm. Take out the strips, cut away the
lower dipped porl.ion as well as the part that has not been wetted by the
solution and dry the vemaining part of the strips it air at room
Lemperatuve (test-papers).

IDENTITY TESTS

Calour and other reactions

1. Place onto 1 test-paper 1 drop of copper(II) sulfate (160 g/1)TS: a
blue-green spot is produced.

2. Place onto 1 test-paper 1 drop of triketohydrindene/athanel T8, and allow
to react for a few minutes at room temperature: a purple spot is produced.

3. Place onto 1 test-paper 1 drop of ferriec chloride (25 g/1)TS; an
orange red spot is produced.

AMINOCAPROIC ACLD TARBLETS
Deseription. Hach tablet wusually contains 500 mg of aminogaproic acid.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 0.5 g of
aminocaproic acid.

2. Grind the tablets, weigh out the above equivalent amount to aminocaproic
acid az powdered material and suspend it in 5 ml of water. Place 3 gheips
of filter-paper into the suspension and allow the solution to ascend for
about 4 em, Take out the strips, cut away the lower dipped portion as
well as the part that has not been wetted by the solution and dry the
renatning part of the strips in air at room temperature (test-papers).

Ll
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IDENTITY TESTS

Golour and other reactions

1. Place ento 1 test-paper 1 drop of copper{II) sulfate (160 g/l)T8; a blue
green spot is produced.

2. Place onto 1 test.paper 1 drop of triketohydrindene/ethanol TS, and allow
to react for a few minutes at room temperature; a purple spot iz produced.

3. Place onto 1 test-paper 1 drop of ferric chloride (25 g/1)T8; an
orange-red spot is produced.
AMPICILLIN POWDER FOR ORAL SUSPENSION

Deseription. The reconstituted suspension usually containsg 25 mg of anhydrous
awmpieillin in 1.0 ml of a suitable vehicle.

Preparation of the sample

1. weigh the contents of 1 vial and calculate the amounts equivalent to 10 mg
and 0.10 g of anhydrous ampicillin.

2, FEmpty the vials, weigh out the above calculated equivalent amounts to
anhydrous ampicillin and use them directly: 10 mg for test substance 1;
0.10 g for test substance 2,

3. Suspend test substance 2 in 5 ml of ethanol (~750 g/1)TS8. Place 2
strips of filter-paper into the suspension and allow the solution to
ascend for about 4 em. Take out the strips, cut away the lower dipped
portion as well as the part that has not been wetted by the solution and
dry the remaining part of the strips in air at room temperature
{test—papers) .

IDENTETY TESTE

Colour and other reactiong

1. FPlace onto 1 test-paper 1 drop of hydroxylamine hydrochloride (10 g/1)73,
followed hy a small drop of sodium hydroxide {~80 g/l)TS and allow to react
for 5 minutes., At the place of application of the reagents on the test-paper
superimpose 1 drop of hydrochloric acid (~70 g/1)TS and 1 drop of ferrie
chloride (25 g/1)T8: a viclet ring is produced.

2. Place onto 1 test-paper 1 drop of a solution composed of 1.0 ml of
potassio—cuprie tartrate TS and 6 ml of water; =a faint violet spot is
produced.

3. To test substance 1 add 2.0 ml of hydrechloric acid (~ 70 g/1)T8 and

boil the mixture for 2 minutes, Cool and add a few drops of triketohydrindene/
ethanol TS; an intense orange-red colour iz produced (the presence of
eolouring agents in certain formulations may interfere with the reaction to
varying degrees).
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BETAMETHASONE TABLETS

Bescription. Each tablet usually contains 250-600 ng of hetamethasone,

Preparation of the sample

1. Weigh 1 tablet and calculste the amount equivalent to 30 mg of
betamethasone .

Grind the tablets, weigh out the above calaulated amount to betamethasone
38 powdered material, shake it with 10 m! of chloroform R, filter,

evaporate the filtrate to dryness on a water-bath, and use the residue as
the test subztsnce.

LDENTITY TESTS

Colour and other reactions

1. To 5 mg of the test substance add 1 drop of a mixture compoged of 2 drops
of formaldehyde TS in about 1 ml of sulfurie acid (~1760 g/1)T8; an orange

colour is produced. Heat on a2 water—bath For 1 minute; the colour changes to
brown,

2. Dissolve 5 mp of the test substance in 0.5 ml of methanol R, add 1.0 ml of
hot potassio-cupric tartrate TS5, and filter. wWash the filter with water; a
red precipitate remains on the filter.

3. Mix 3 drops of potassium dichromate (100 £/1)T8 with about 0.5 ml of
sulfuric acid (~1760 g/1)T5 and heat in a water-bath for 5 minutes; the
golution wets the sides of the tube, Add 15 mg of the test substance, shake
well and heat apgain in a water-bath for & minutes: a violet-hlack colour is
cbtained and the solution no longer wets the sides of the tube.

BETAMETHASONE VALERATE OINTMENT

The ointment contains betamethaszone valerate usually equivalent
to 1 mg of betamethasone in 1.0 g of a suitable ointment bace.

Pre¢paration of the sample

Withdraw an amount equivalent to 10 mg of betamethasone, add 30 ml of
methanol R and 20 ml of eyelohexane E. and shake well. Separate the upper
methanol layer and wash it with two 10-ml portions of eyclohexane R,
Filter the methanel layer, evaporate the filtrate on 3 water-bath to a
volume of 10 ml and use it as the tost solution.

LRENTITY TESTS

Colour and cther reactions

L. Evaporate 2-3 drops of the test solution from s porcelain dish to dryness
on & water-bath and add 1 drop of a mixture composed of 2 drops of
formaldehyde TS5 in about 1 ml of sulfuric acid (~1760 g/1)T%; an orange

colour is produced. Heat on a watepr-bath for 1 minute; the colour chanpges= to
hrown.
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2. Add 0.5 ml of hot potassio-cupric tartrate TS to 2.0 ml of the test
solution; the slightly yellowish colour of the initial test solutien turns to
nlue. Heat the solution for 10-15 minutes: the colour of the solution
changes to greenish and a reddish precipitate is produced.

3, Mix 3 drops of potassium dichromate (~100 g/1)TS with about 0.5 ml of
sulfuric acid (~1760 g/1)T8% and heat in a water-bath for 5 minutes; the
golution wets the sides of the tube. GCool and add carefully, drop by drop.

3 ml of the test solution; a green coloration appears. Shake well and heat
again for 15 minutes; the ceolour of the golution turns to vieolet-black and it
no longer wets the sides of the tube.

BUPIVACAINE HYDROCHLORIDE INJECTION

Description. The injecticn is a sterile solution usually containing
2.5-5.0 mg of bupivacaine hydrochloride in 1.0 ml of a suitable
vehicla.

Preparation of the sample
Pool the contents of the ampoules equivalent to 20 mg of bupivacaine

hydrochloride and use it directly as the test solutiom. Divide the test
solution into four equal volumes.

TDENTITY TESTS

Colour and other reactions

1. To 1 part of the test solution add 1.0 ml of pyridine R, 0.5 ml of sodium
hydroxide (~BO g/1)T8 and 5 drops of benzenesulfonyl chloride R; a charry
red colour is produced. .
2. Evaporate 1 part of the test szolution to dryness on a water-bath. To the
residuec add a mixture of 1.0 ml of sulfuric acid (~1760 g/1)TS and 2 drops

of formaldehyde TS, and warm on a water-bath for 1 minute; a reddish brown to
red colour is produced.

3. To 1 part of the test solution add about 0.5 ml of sulfurie acid
(~1760 £/1)TS, boil for 1 minute, cool and add 0.5 ml of sodium nitrite
{10 g/1)TS. Allow to stand for 1 minute, then add 2.5 ml of =sodium hydroxide

{(~B0 g/1)T8 and 1-2 drops of Z-maphthol TS; an orange to red colour is
produced.

4, To 1 part of the test seolution add 0.5 ml of nitric acid (~130 g/l)TS
and 5 drops of silver nitrate (40 g/1)T8; a white, curdy precipitata is
produced, which is soluble in an excess of ammonia (~100 g/1)TE,

CAFFEINE TABLETS
Degeription. Each tablet usually contains 50-200 mg of anhydrous caffeine.

Preparation of the sample

1. Weigh 1 tablet and caculate the amount eguivalent to 0.30 g of anhydrous
caffeine.
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2. Grind the tablets, weigh out the above caleulated eguivalent amount to
anhydrous caffeine az powdered material, shake it twice with 10 ml of
chloroform R and filter, evaporate the combined filtrate to dryness on a
water-bath, and use the regidue asz the test gubstance.

TDENTITY TESTS

Melting point. The test substance melts at about 23§ °C,

Colour and gther reactionsz

1. Place 10 mg of the test substance in a porcelain dish, add 1 drop of
hydrogen peroxide (~330 g/1)TS, 5 drops of hydrochloric acid (~250 g/1)TS,
and evaporate to dryness on a water-bath. To the yellow—red coloured residue
add 1 drop of ammonia (~100 g/1)T8 and 1 drop of sodium hydroxide

(~80 g/13T8; a violet-ved colour is produced,

2. Dissolve about 2 mg of the test substance in 1.0 ml of hot water and add a
few drops of silver nitrate (40 g/1)15; no turbidity is produced.

3. Shake 0.20 g of the test zubstance with 2.0 ml of ammonia (~100 g/l)TS:
the test substance remaing undissolved.

CEFALEXIN CAPSULES
Degeription. Each capsule usually contains 250-500 mg of cefalexin.

Preparation of the sample

L. Weigh the contents of 1 capsule and calculate the amounts equivalent to
0.10 g and 2.0 mg of cefalexin.

2. Empty the capsules, weigh out the above caleulated equivalent amounts to
cefalexin and use them directly: 2.0 mg as the test substance; for the
test solution, shake 0,10 g with 10 ml of water, filter and use the
filtrate.

IDENTITY TESTS

Colour and other reactions

1. To 2.0 ml of the test solution add 1 ml of water, 0.10 g of hydroxylamine
hydrochloride R, 1.0 ml of zodium hydroxide (~80 g/1)TS and allow to stand

for 5 minutes. Then add 1.3 ml of hydrochloric acid {~70 g/l)TZ and 0.5 ml

of ferric chloride (25 g/1)TS; a violet-red colour is produced which fades to
light yellow within seconds.

2. To 2.0 ml of the test solution add 2.0 ml of a mixture composed of 2.0 ml
of potagsio-cupric tartrate T3 and & wl of water: an olive-green colour is
immediately produced which changes to yellow—brown after 30 seconds.

3. To 10 mg of paraformaldehyde R dissolved in 1.0 ml of sulfuric acid
{(~1760 g/Ll)T8 add the test substance; a vellow colour 1s produced. Heat
the mixture in a water-bath for 2 minutes, cool and dilute with 10 ml of
water; the yellow colour of the solution remains.
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CHLORAMPHENTCOL SODIUM SUCCINATE POWDER FOR INJECTION

beseription. Each vial contains a sterile powder of chloramphenicol sodium
succinate usually equivalent to 1.0 g of chloramphenicol.

Preparation of the sample

1. Weigh the contents of 1 vial and calculate the amount equivalent to 1.0 g
of chleramphenicol.

2. Empty the wvial, weigh out the above calculated edquivalent amount to
chleramphenicol, dissolve it in 5 ml of water and use it directly as the
test solution.

IDENTITY TESTS
Colour and other reactions

1. To 1 drop of the test solution add 5 wml of ethanol (~750 g/1)T8, 0.2 g

of zine R powder, 1.0 ml of sulfuriec acid (~100 g/1)TS and allow to stand

for 10 minutes. Filter, to the filtrate add 0.5 ml of sodium nitrite

(10 g/L)TS and allow to stand for 2 minutes. Following this add 1.0 g of urea
R and a solution containing 10 mg of 2-naphthcol R in 2 ml of sodium hydroxide
(~B0 g/1)T8; & red colour is produced.

2. FRepeat test 1 but omitting the zinec R powder; mno red colour is produced,
3. Heat carefully 1 drop of the test solution with 10 mg of resorcinel R and
3 drops of sulfurie acid (~1760 g/1)TS, cool and add ? ml of water. (ool
again and pour the solution into a mixture of 100 ml of water and ] m}l of
sodium hydroxide (~400 g/1)TS8; a yellow-green fluorescence appears, which
digappears on the addition of 1.0 ml of hydrochloriec acid (~250 g/1)TS.

4. Introduce the test solution from a nicrome or platinum wire sealed to a
glass rod into a nonluminous flame; a strong yellow colour is observed.

CHLORCQUINE PHOSPHATE SYRUFR

Pescription. The syrup contains chloroguine phosphate usually equivalent to
10 mg of chloroquine in 1.0 ml of a suitable vehicle.

Preparation of the sample

1. Pool the well-homogenized contents of the containers equivalent to 50 mg
of chloroquine, and use it directly ags the test solution.

2, Transfer the test solution to a separating funnel, add 25 ml of water and
2.0 ml of ammonia (~100 g/1l)TS. Extract twice with 25 ml volumes of
c¢hleoreform R. Separate the chloroform layers, evaporate to reduce the
volume to about 5 ml and use it as test solution 1, dividing it into two
equal volumes. Filter the aqueous layer through a filter-paper and use
the filtrate as test solution 2.
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IDENTITY TESTS

Colour and other reactions

1. To 1 volume of test solution 1 add 2.0 ml of hydrochloric acid
(=70 g/1)T8 and 5 drops of potassio-mercuric iodide TS; = white or light
yellow precipitate is produced.

2. Evaporate 1 volume of test solution to dryness, use the regidue with

1 pellet of potassium hydroxide R. Disgsolve the fused masg in 2.0 ml of
water, filter, acidify the filtrate with 1.0 ml of nitric acid (~130 B/L)TE
and add 5 drop2 of silver nitrate (40 g/1)TS; an off-white curdy pracipitate

iz produced. Add an excess of ammonia (~100 g/1)TS; thae precipitate
dissolves.

3. Te 2.0 ml of test solution 2 add 1.0 ml of silver nitrate (40 g/1)TS; a
yellow precipitate is produced. To a portion of the precipitate add a few
drops of nitric acid (~130 g/1)T8; a clear solution is obtained. To
another portion of the precipitate add a few dropsz of ammonia (~100 g/1)TE
and shake; the precipitate dissclves.

4. To 2.0 ml of test solution 2 add 1.0 ml of nitrie aecid (~130 g£/1)7T5 and
1.0 ml of ammotiium molybdate (95 g/1)TS: a yellow precipitate is obtained.
CIMETIDINE TABLEYTS

Description. Rach tablet usually containg 200 mg of cimetidine.

Preparation of the zample

1. Weigh 1 tablet and ¢aleulate the amount equivalent to 60 mg of cimetidine.
2. Grind the tablets, weigh out the above calculated equivalent amount to
cimetidine as powdered material and use it directly as the test
substance. Divide the test substance into three equal parts.

IDENTITY TESTS

Colour and gthet reactions

1. 1Ignite a small quantity of the test substance; the vapours evolved darken
lead nitrate paper R.

2. To 1 part of the test substance add 10 ml of water, shake well and
filter. To the filtrate add 1 drop of ammonia (~100 g/1)T% and 1 drop of
copper(II) sulfate (160 g/1)T8H; a green precipitate is produced which turng
greyish on shaking and is soluble in an excess of ammonia (~100 g/1)Ts.

3. To 1 part of the test substance add 10 ml of water, 2 ml of diazobenzena—
sulfonic acid T% and 2-3 drops of sodium hydroxide (~80 g/1)TE; a yellowish
etrange colour is produced,

CLOXACILLIN SODIUM CAPSULES

Description. Each capsule contains cloxacillin sodium usually eguivalent to
500 mg of ¢loxacillin.
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Preparation of the sample

1. Weigh the contents of 1 capsule and caleulate the amount equivalent to
25 mg of cloxacillin.

2. Empty the capsules, weigh out the above calculated equivalent amount to
¢loxacillin and use it direetly as the test subsgtance. Divide the test
substance into five equal parts.

IDENTITY TESTS

Colour and other reactions

1. To 1 part of the test substance add 3 ml of water, shake and filter. 7o
the filtrate add 0.10 g of hydroxylamine hydrochloride R, 1.0 ml of sodium
hydroxide (~80 g/1)T8 and allow to stand for 5 wminutes. Then add 1.3 ml of
hydrochlorie acid (~70 g/1)TS and 0, 5 m)l of ferric chloride (25 g/l)Ts, a
viclet~red colour iz produced.

Z. To 2 parts of the test substance add 5 ml of ethanol (~750 g/1)TE, shake
and filter. Evaporate the filtrate uzing a stream of air at room
temperature. Dissolve the residue in 2.0 ml of water and add 2.0 ml of 2
mixture composed of 2.0 ml of potassio-cupric tartrate T3 and & ml of water;
a light blue solution is immediately produced.

3. To 1 part of the test substance add 1.0 ml ¢f water, shake and filter., To
the filtrate add 1 drop of ferric chloride (25 g/l)T8; a yellow-greenish
precipitate is produced.

4. To 10 mg of paraformaldehyde R dissolved in about 1 ml of sulfurie acid
(~1760 g/1)T8 add & trace of the test substance; a light yellow colour is
produced. Heat the mixture in a water-bath for 2 minutes and cool; the
colour of the solution changes to brownish.

5. Moisten a small amount of the test substance with a few drops of
hydrochloric acid (~250 g/1)TS and introduce it from a nichrome or plabtinum
wire sealed to a glass rod into a nonluminous flame; a bright yellow coleour
appears in the flame.

DEXAMETHASONE S0DIUM PHOSPHATE INJECTION
Description. The injection is a sterile sclution of dexamethasone sodium

phogphate usually containing the equivalent of 4.0 mg of
dexanethasone in 1.0 ml of a suitable vehicle.

Preparation of the sample

Fool the contents of the ampoules equivalent teo 50 mg of dexamethasone,
evaporate to dryne=s on a water-bath, and use the white to pale yellow,
waxy residue as the test substance.

IDENTITY TESTS

Celour and other reactions

1. Dissolve 2.0 mg of the test substance in about 2 ml of sulfurie acid
{(~1760 g/1)TS, and allow to stand for a few minutes; a yellow or pale
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orange coloured solution is produced. Pour the solution into 10 ml of water:
the coleur of the solution fades and a yellow flocculent precipitate may occur.

2. Place about 0.5 ml of chromic acid T& in a amall test-tube and heat in a
waler-bath for 5 minutes; the solution wets the gides of the tube but there
iz no greasiness. Add about 3 mg of the test substance and again heat in a

water-bath for 5 minutes; the solution no longer wets the sides of the tube
and does not pour easily from the tube.

3. Heat carefully 0.04 g with about 2 ml of sulfurie acid (~1760 g/l)TS

until white fumes are evolved; 2ad4 nitrie acid (~1000 g/1)TS drop by drop
until oxidation is complete, and cool. Add 2.0 ml of water, heat until white
funies are again evolved, cool, add 10 ml of water, and neutralize with ammonia
(~-100 g/1)T8 using pH-indicator paper R. Use this solution for reactions

(a) and (b).

{(a) Introduce the solution inte a2 nenluminous £lame using a magnesia
stick, or a nichrome or platinum wire sealed to a glazs rod: the flame
scquires a bright yellow colour.

(k) To the remaining solution add 5 ml of ammonium molybdate (95 g/1)TS,
acidify with nitric acid (~130 g/1)TS, and heat; a yellow-brown precipitate
is produced which is readily soluble in ammonia (~100 g/1)TS (about 15 ml}.

DIAZEPAM INJECTION

Degeription. The injection is a sterile solution usually containing 5.0 mg of
digzepam in 1.0 mi of a suitable vehicle.

Preparation of the sample

Pool the contents of the ampoules equivalent to 60 mg of diazepam and use
it directly as the test solution.

IDENTITY TESTS

Coloutr and other reactions

1. Te¢ one fifth of the velume of the test zolution add about 1 ml of
hydrochloric acid (~250 g/1)T5 and heat on & water-bath for 30 minutes; a
yellow golution is produced. Cool and dilute with about 10 ml of ice-water;
a yellow, crystalline precipitate is formed.

2. To the remaining test solution add 5 ml of sodium carbonate (50 g/1)T8,
10 ml of water, and shake with 10 ml of chloroform R. Separate the
chloveform—layver, and reduce it by evaporation on a water-bath teo about 2 mi.
Add 10 mg of triketohydrindene hydrate R and 5 drops of ethanol

(~750 g/1)T5. Heat on a water-bath for 2 minutes and add 3.0 ml of ethanol
(~750 g/1)TS; a blue colour 1z produced. To thiz golution add 2 drops of a
mixture composed of 2 drops of copper(ll) sulfate (160 g/1)TS, and 3.0 ml of
water; an orange-red colour is produced.

DIGOXIN INJECTION

Description., The injection is 2 sterile solution usually eeontaining 250 ug
of digoxin in 1.0 ml of a suitable vehicle,
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Freparation of the sample

Pocl the contents of the ampoules equivalent o 1.5 mg of digoxin and use
it directly as the test solution. Divide the test solution inte three
equal volumes.

THBENTITY TESTS

Colour and other reactions

1. Evaporate 2 volumes of the test solution to dryness on a water-bath. To
the residue add 2.0 ml of a solution prepared by wmixing 0.5 ml of ferric
chloride {25 g/1)TS with 100 ml of glacial acetic acid R, and shake.
Superimpose this solution onto 1 ml of sulfuric acid (~1760 g/1)T5; a brown
ring, but no red colour is produced at the junction of the two liquids and
after some time the acetic acid-layer acquires a bluish green colour.

2. To L valume of the test zolution add 5 ml of ethanol (~750 g/1)TS and
2 ml of alkaline trinitrophenol T8; a yellow coclour is produced, which

darkens with time,
DIGOXIN ORAL SOLUTION

Deseription. The solution usually contains 50 ug of digoxin in 1.0 ml of a
suitable vehicle.

Preparation of the sample

Pool the contents of the containers agquivalent to 0.25 mg of digoxin and

wse it direcktly as the test solubion. Divide the test solution into two
equal volumes.

IDENTITY TESTS

Colour and other reactions

1. To 1 volume of the test solution add 2.0 ml of a solution prepared by
mixing 0.5 nl of fercic chlovide (25 g/L)TS with 100 ml of glacial acetic acid
R, and shake. Superimpose thisz solution onte 1 ml of sulfurie acid

{~1760 g/1)TS; a brown ring, but no red colour is produced at the junction
of the two liquids.

2. To 1 volume of the test solution add 5 ml of ethanol (~750 g/1)T5 and
3 nl of alkaline trinitrophencol TS; a yellow colour is produced, which
darkens with time.

DOPAMINE HYDROCHLORIDE INJECTION

Description. The injection is a sterile solution usually containing 40 mg of
dopamine hydrochloride in 1.0 ml of a suitable vehicle,

Preparation of the sample

L]
1. Pool the contents of the ampoules equivalent to 100 mg of dopamine
hydrochloride and use it directly as the test solution 1. Divide it into
two equal volumes.
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2. Dilute, if necessary, 1 volume of test solution 1 to 5 ml with water for
test solution 2.

3. Evaporate 1.0 ml of test sclution 2 to dryness on a water—bath and use the

residue as the test substance. Divide the test subgtance into two equal
parts,

IDENTITY TESTS

Colour and other peactions

1. Dilute 0.5 ml of test solution 2 with water to 2.0 ml and add 5 drops of
ferric chloride (25 g/1)1S: =& green colour is produced.

2. Add 1| part of the test substance to 1 ml of formaldehyde/sulfuric acid
T8: an intense violet colour is produced immediately.

3. Disszolve 1 pact of the test substance in 2.0 ml of sodium hydroxide
(~80 g/1)T8; +the solution turns orange. Heat to boiling: vapours are
evolved, TInsert moistened pH-indicater paper R into the vapours; its
coloration is changed to an alkaline range and the colour of the solution
turns to dark brown.

4. Dilute 0.5 ml of test solution 2 with water to 2.0 ml, add 2 drops of
nitrie acid (~130 g/1)TS and 0.5 ml of silver nitrate (40 g/l)TS; a white,
curdy precipitate is produced.

3. To 1 volume of test solution 1 add 10 ml of a saturated solution of
trinitrophenol R in water and mix. Filter the precipitate, wash first with
water, then with a small quantity of ethanol {~750 g/l)T5, and dry at

105 *C; melting temperature, about 202 °C with decomposzition,

ERGOMETRINE HYDROGEN MALEATE INJECTION

Deseription. The injection is a sterile solution usually containing 200 g
of ergometrine hydrogen maleate in 1.0 ml of a suitable vehicle.

Preparation of the sample
Pool the contents of the ampoules equivalent to 1.0 mg of ergometrine
hydrogen maleate and use it directly as the test solution. Divide the
test solution into five equal volumes.

IDENTITY TESTS

Colour and other reactions

1. The test solution showz a blue fluorescence in uliraviolet light (365 nm).

2. To 1 volume of the test solution add slowly 2.0 ml of 4-dimethylamino-
benzaldehyde TS; a blue ¢olour is slowly produced, ‘

3. To 2 volumes of the test solution add 3 ml of tartaric acid (10 g/1)TS,
5 dvops of ammonia (~100 g/1)TS and extract three times with 5 ml of
c¢hloroform R. Hvaporate the combined chloroform layers to dryness using a
stream of air. Dissolve the residue in 5 ml of tartaric acid (10 g/1)T5 and
add Z drops of potassio-mercurie iodide TS; no turbidity is produced
{distinction from ergotamine tartrate).
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ERGOMETRINE HYDROGEN MALEATE TABLETS

Description. Each tablet usually contains 200 pg of ergometrine hydrogen
maleate. The tablets may bhe coated.

Preparation of the sample

1. TIn the event that tablets are coated, carefully remove the coating by

scraping. Weigh 1 tablet or core and caleulate the amount equivalent to
2.0 mg of ergometrine hydrogen maleate.

2. Grind the tablets or cores, weigh out the above calculated equivalent
amount to ergometrine hydrogen maleate as powdetred material and use it

directly as the test substance. Divide the test subatance into two equal
parts.

3. S8hake 1 part of the test substance with 5 ml of water, filter and use the
filtrate as the test solution.

IDENTITY TESTS

Colour and other reactions

1. The tezt zolution shows a blue fluorescence in ultraviolet light (365 um).

2, To 1.0 mg of the test solution add slowly 2.0 nl of 4—dimethylamino—
benzatdehyde TS; a blue colour is slowly produced,

3. To 1 part of the test substance add 10 ml of tartaric acid (10 g/1)TS,
shake for 5 minutes and filter. To 5 ml of the clear filtrate add 5 drops of
ammondia (~100 g/1)TS and extract three times with 5 ml of chloroform R.
Evaperate the combined chloroform layers to dryness using a stream of air.
Diszolve the regidue in 5 ml of tartaric acid (10 g/l)TS8 and add 2 drops of
potassio-mercuric iodide TS; o turbidity is produced (distinetion from
ergotamine tacteate).

ERVIHROMYCIN ESTOLATE CAPSULES

Deseription. Each capsule contains erythromycin estolate usually equivalent
to 125-250 mg of erythromycin.

Preparation of the sawple

1. Weigh the contents of 1 capsule and caleculate the amount equivalent to
25 mg of erythromycin.

2., Empty the capsules, weigh out the above caleulated equivalent amount to
erythromycin and use it directly as the test substance. Divide the test
substance into five equal parts.

IDENTITY TESTS

Colour and other reactions

1. To 2 parts of the test substance add 2 drops of water and cautiously add
2 ml of sulfuric acid (~1760 g/l)TE; a dark red-brown colour is produced,
which on dilution with water gives a dark greenish solution.
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2. To 2 parts of the test substance add 2.0 ml of acetone R, 2 ml of
hydrochloric acid (~250 g/1l)15 and heat gently to boiling; a pale orange
coloutr is produced that changes immediately to purple or deep vielet. Add

2.0 ml of chloreform R and shake; the chloroform layer acquires a bluigh
green colour,

3. To 1 part of the test substance add 1.0 ml of ethanel (~750 g/1)TS5 and
add 0.5 ml of potassium permanganate (10 g/1)T8; the purple colour is
discharged leaving a brownish precipitate.

ERYTHROMYCIN STEARATE TABLETS

Deseription. ®aech tahlet contains erythromyein stearate usually equivalent to
250 mp of erythromycin. The tablets may be coated.

Proparation of the sample

1. In the event that tablets are coated, carefully vemove the coating by
scraping or by dissolving in acetone R and drying the core in the air.
Weigh 1 tablet or core and calculate the amountz equivalent to 20 mg and
0.10 g of erythromycin.

2. Grind the tablets or cores, weigh out the above calculated equivalent
amounts to erythromycin and use them directly: 20 mg for test gubstance 1
and divide it into two equal parts; ©¢.10 g for teat substance 2, shake it

with 10 ml of chloroform R, filter, evaporate the filtrate te dryness on a
water-bath, and use the residue.

TOENTLEY TRSTS

Colour and other reactions

1. To 1 part of test substance 1 add 2 drops of water and cautiously add 2 ml
of sulfuric acid (~1760 g/1)T8; a dark viclet-brown colour iz produced,
which on dilution with water gives a brownish solution.

2. To 1 part of test substance 1 add 2,0 ml of acetone K, 2 ml of hydro-
chloric acid (~250 g/1)T8 and chake; a pale orange celour is produced that
changes immediately to red or red-purple. Add 2.0 ml of chloroform R and
shake; the chloroform layer acgquires a purple colour,

3. Mleat gently test substance 2 with 10 ml of water and 5 ml of hydrochlorie
acid (~70 g/1)T5 until the solution boils; oily globules rise to the
surface. Cool, remove the fatty layer and heat it with 3.0 wl of sedium
hydroxide (0.1 mol/1)VS. Allow to cool; the solutiom sets to a gel. Add

10 ml of hot water, shake and heat the mixture for 2-3 minutes; on shaking
the solution froths. To 1.0 ml of the resulting solution add 1.0 ml of
caleium chloride (100 g/1)TS; a granular precipitate is produced, which is
inaoluble in hydrochloric acid.

FLUORQUEACTL, TNJECTTION

Description. The injection is a sterile solution usually containing 50 mg of
fluyorouracil in 1.0 ml of a suitable vehicle.
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Preparation of the sample

Pool the contents of the ampoules equivalent to 250 mg of fluorouracil,
add a few drops of hydroechleoric acid (~70 g/1)T8 until slightly acid to
pH-indicator paper R. Filter, wash the precipitate with small amounts of
water, dry it at 105 *C and use it as the test substance.

IDENTITY TESTS

Melting Behaviour. The test substance melts at about 283 °C,

Colour and other reactions

1. To 0.05 g of the test substance add 5 ml of water and about 1 ml of
bromine TR and shake; the colour is discharged immediately.

2. Transfer 0.5 ml of chromic acid TS to a small test-tube and heat in a
water-hath for S minutes; the solution weks the sides of the tube, but there
is no greasiness. Add 2-3 mg of the substance and sgain heat in a water-bath

for 5 minutes; the solubion does not wet the sides of the tube and does not
pour easily from the tube,

3. Fuse 0.05 g of the test substance with 0.05 g of potassium carbonate R
using a porcaelain crucible. Heat the mixture until a white residue is
obtained, Cool the melt to room temperatura, carefully disselve it in 2.0 ml
of water and neutralize with hydrochloric aecid (~7Q g/1)TS {about

5-7 drops). In a separate test—tube mix 10 ml of water with 1 drop of ferric
chloride (25 g/1)T8, 2 drops of hydrochloric acid (~70 g/1)TS and 2 drops of
potassium thiocyanate (50 g/1)7TS. Add 1.0 ml of this solution to the test
selution above: the colour is immediately discharged.

GLYCERYL TRINITRATE TABLETLS
Degepiption. Each tablet wsually conktaing 500 ug of glyceryl 4Lrinitrate.

Preparation of the sample

1. Weigh 1 tablet and calculate the amounts equivalent to about 1 mg and 5 mg
of glyceryl trinitrate.

2. Grind the tablets, waipgh out the above calculated equivalent amounts to
0 gplyceryl trinitrate as powdered material and use them directly: shake
about 1 mg with 10 ml of dehydrated ethanol B, filter, evaporate the
filtrate to dryness using a stream of air, and uszz the residue az test
substanee 1, dividing it into two equal parts: 5 mg for test substance 2.

IDENTITY TESTS

Colour and other reactions

1. To 1 part of test substance 1 add 5 ml of water and a few drops of
sulfurie acid (~100 g/1)T3. Then add 0.10 g of potassium iodide R, a few
dropg of starch TE and shake; no blue colour iz observed, Add 1.0 ml of
godium hydroxide (~80 g/1)T8 and heat gently to beoiling. Cool and add 3 ml
of sulfuric acid {~100 g/L)TS; a dark blue colour is immediately produced,
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2. Te 1 part of test substance 1 add 3-4 drops of zodium hydroxide
(~BO g/1)TS, 3 ml of ferrous sulfate (15 g/1)TS and shake; a greenish brown
rrecipitate is produced.

3. Shake test substance 2 with 3 ml of ethanol (~750 g/1)TS and filter. To
the filtrate add carefully 1 ml of diphenylamine/sulfuric acid TS in a manner
to form a lower layer; a dark blue colour is produced at the interface of the

two layers.
HALOPERIDOL SOLUTION

Description. The solution usually containg 2.0 mg of haloperidel in 1.0 ml of
a suitable vehicle.

Preparation of the sample

Pool the contents of the containers equivalent to 10 mg of haloperidol in
a platinum crueible, add 20 mg of anhydrous sodium carbonate R, and
evaporate to dryness on a water-bath. Heat until 2 white residue is
obtained, dissolve it in 2.0 ml of water warming gently on a watec-bath.

Cool, neutralize with hydrochloric acid (~70 g/1)TS, and use it as the
test solution.

IDENTITY YTESTS

Colour and other reactions

In a test-tube mix 1 drop of ferric chloride (25 g/1)TS with 1 drop of
amponium thiccyanate (75 g/1)T8, dilute with 10 ml of water and acidify
with 1 drop of hydrochloric acid (~70 g/Ll)TS. To 1.0 ml of this

solution add, drop by drop, the test solution; the red colour is
discharged,

IMIPRAMINE HYDROCHLORIDE TABLETS

Degeription. Each tablet usually containa 10-25 mg of imipramine
hydrochloride. The tablets may be coated.

Preparation of the sample

1. In the event that tablets are coated, carefully cemove the coating by
seraping. Weigh 1 tablet or core and caleulate the amounts equivalent to

[

5 mg and 100 mg of imipramine hydrochloride.

Grind the tablets or cores, weigh out the above calculated equivalent
amounts to imipramine hydrochloride as powdered material and use them
directly: +two portions of 5 mg for test substance 1; 100 mg for test
substance 2, dividing it into four equal parts.

SBuspend 2 parts of test substance 2 in 10 ml of water, place 2 strips of
filter-paper into the suspension and allow the solution to ascend for
about 4 cm. Take out the strips, cut away the lower dipped portion as
well as the part that has not been wetted by the solution and dry the
remaining pact of the strips in air at room temperature (test-papers).
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IDENTITY TESTS

Colour and other reactions

1. Shake 1 portion of test substance 1 with 2.0 ml of water and filter. To
the filtrate add about 0.5 ml of niteic acld (~1000 g/Ll)TS: an intense blue
colour is produced, which turns yellow on standing.

Alternate test by filter-paper technique: Place onto 1 test-paper 1 drop
of nitric acid (~1000 g/1)TS; an intense blue spot is produced.

2, To 1 portion of test substance 1 add 5 ml of hydrochlerie acid
(~70 g/1)T8, shake and filter. To the filtrate add 1.0 ml of sodium nitrite
(10 g/1)T8; +the solution acquires first a green-blue colour which after a few
seconds turns green and yellow within 2 minutes.

Alternate test by filter-paper techniques: Place onto 1 test-paper 1 drop
of hydrochleovic acid (~70 g/1)T8, followed by 1 drop of sodium nitrite
(10 g/1)T8 applied at the same place; & green-blue spot is produced which
after & few seconds turns gteen and yellow within 2 minutes.

3. To 1 part of test substance 2 add 2.0 ml of water, shake and filter. To

the filtrate add a few drops of mercuric chloride (65 g/l)TS; a white
turbidity is produced.

4. To 1 part of test substance 2 add 2.0 ml of water, shake and filter. To
the filtrate add 3 few drops of gilver nitrate (40 g/Ll)IS; a white, curdy
precipitate is produced.

ISOSORBIDE DINITRATE TABLETS

Pegeription. Each tablet usually contains 5 mg of isosorbide dinitrate.

Preparation of the sample

1. Weigh 1 tablet and caleuwlate the amount equivalent to 60 mg of isosorbide
dinitrate.

2. Grind the tablets, weigh out the above calculated equivalent amount to
isogorbide dinitrate as powdered material, and use it directly as the test
substance.

IDENTITY TESTS

Colour and other reactions

1. To the test substance add ¢ ml of acetone R, shake and filter. Evaporate
the filtrate to dryness on a waktepr-bath and dissgolve the residue in 8 ml of
water. Xeep half of this solution for test 2, To the remaining solution add
1.0 ml of sodium hydroxide (~80 g/1)T8, 0.10 g of zine R powder and heat on

a water-bath for 5 minutes. Cool, filter and to 2.0 mi of the filtrate add
1.0 mg of hydrochloric acid (~70 g/L)TS8, 5 drops of sulfanilic acid TS and
#llew to stand for 5 minutes. Following thisz add 1.0 ml of sodium hydroxide
{(~80 g/1)TS and 3 drops of 2-naphthol T2: an orange colour iz developed.

2, To the zolution kept in test 1 add about 0.5 ml of sulfuric acid
{~1760 g/1) and a few crystals of ferrous sulfate R. Cautiously introduce
about 2 ml of sulfuric acid (~1760 g/1)TS to form a lower layer: a brown
colour is produced at the interface of the two liquids.
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MEPROBAMATE TABLETS

Description. Each tablet usually containg 200-600 mg of meprcbamate.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 0.8 g of meprobamate.

2. Grind the tablets, weigh out the above calculated equivalent amount to
meprobhamste as powdered material, shake it with 40 ml of ethanol
(~730 g/1)T8, filter, wash the filter with 20 ml of ethanol
(~750 g/1)TS, evaporate the combined filtrate cautiously on a
water-bath, dry at 80 “C, and use the residue as the test substance,

IDENTITY TESTS
Melting point. The test substance melts at about 105 °C.

Colour and other reactions

L. Dissolve 20 mg of the test substance in 2.0 ml of 4-dimethylaminobenzal-
dehyde TS; & light yellow colour is produced. Heat in a water-bhath for

2-5 minutes; the solution turns to a red colour. Cool and add, drop by drop,
2 ml of ice-water; the colour of the solution changes first to dark red and
then to violet-grey.

2. Disgolve 0.10 g of the test substance in 3 ml of sodium hydroxide
{(~80 g/1)T3 and heat in a water-bath for 5 minutes. Insert moistened
tH-indicator paper R into the wvapours: its coloratien iz changed to an
alkaline range.

METRONIDAZOLE TNJECTION

Description. The injection is a sterile solution usually containing 5 mg of
metronidazole in 1.0 ml of a suitable vehicle.

Freparation of the sample

Pool the ¢ontents of the ampoules equivalent teo 10 mg of metronidazole and
use it directly as the test solution. Divide the tezt zolution into two
equal volumes.

IDENTITY TESTS

Colour and other reactions

1. To 1 volume of tha test zolutiecen add 0.05 g of 4-dimethylaminobenzaldehyde
R dissolved in 2.0 ml of hydrochloric acid (~70 g/l)T8; the solution i=s
Almost colourless, Add 0.05 g of zine R powder; an orange colour is produced.

2. Boil 1 volume of the test solution with 5 ml of sodium hydroxide
{(~80 g/13TS5; the solution shows the following ecolours in turn: pink,
pink-violet, red-violet, red, red-brown, yellow-btowt, yellow,

WICOTINIC ACID TABLETS

Description. Each tablet usually contains 20-500 mg of niecotinic acid.
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Preparation of the sample

1. Weigh 1 tablet and ¢aleulste the amount equivalent to 0.20 g of nicotinic
acid. :

2. ¢Crind the tablets, weigh cut the above calculated equivalent amount to
nicotinic acid as powdered material and use it directly as the test
substance, Divide the test substance into four egual parts.

IDENTITY TESTS

Colour and other reactions

1. To 2.0 ml of water add 2 drops of sodium hydroxide (~80 g/l)T3, 1 drop
of phenolphthalein/ethanol T8 and small amounts of the test substance until
the solution becomes colourless, and filter. To the filtrate add 1 drop of
copper(lI) sulfate (160 g/13TS; a light blue precipitate is produced,

2. To 2 parts of the test substance add 10 ml of carbon-dioxide-free water E,
shake and filter. 7Insert a strip of pH-indicator paper R inte the filtrate;
its coloration indicates a pH of about 3.

3. Heat 1 part of the test substance with 1.0 g of anhydrous sodium carbonate
R; pyridine, perceptible by its odour, is produced,
WIKETHAMIDE INJECTION

Description. The injection is a sterile solution usually containing 250 mg of
nikethamide in 1.0 ml of a suitabls vehicle,

Preparation of the sample

Pool the contents of the ampoules equivalent to 0.5 g of nikethamide and
use it directly as the test solution. Divide the test solution into two
equal velumes,

IDENTITY TESTS

Colour snd other reactions

1. Boil 2 drops of the test solution with 2.3 ml of sodium hydroxide
{(~80 g/1)TS; diethylamine, perceptible by its odour, is produced. Insert

moistened pH-indicator paper R into the vapours; its coloration is changed to
an alkaline range.

2. Mix 2 drops of the test solution with 0.5 ml of water, add 1 drop of
copper{Il) sulfate (160 g/1)T8 and 2 drops of ammonium thiocyanate
{75 g/1)18; a green precipitate is produced.

3. Heat 5 drops of the test solution with 1.0 g of anhydrous sodium carbonate
R; pyridine, perceptible by its odour, is produced.

4. To 1 volume of the test solution add 2.0 m! of alkaline potassio-mercuriec
iodide T8; a yellowish white, voluminous precipitate is obtalined.
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WITRAZEPAM TABLETS

Description. Each tablet usually contains 5-10 mg of nitrazepam.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 10 mg of nitrazepam, 1

2. Grind the tablets, weigh out the above calculated equivalent amount to
ttitrazepam as powdered material and usge it directly as the test
substance. Divide the test substance into two equal parts.

IDENTITY TESTS

Colour and other reactions

1. Mix 1 part of the test substance with 15 ml of hydrochlorie acid

(~70 g/1)T8, heat on a water-bath for 15 minutes, cool and filter. To the
filtrate add 0.20 ml of sodium nitrite (10 g/l)TS, allow to gtand for

3 minutes and add 0.10 ml of sulfamic acid (100 g/l)TS. Allow to stand once

more for 3 minutes, then add 0.20 ml of Z-naphthel TS; an orange .red colour
is produced.

2, To 1 part of the teszt substance add 1.0 ml of methanol R and about 0.1 ml
of sodium hydroxide (~80 g/1l)1$; a bright yellow colour is produced,
OXYTETRACYCLINE HYDROCHLORIDE CAPSULES

Description. Each capsule usually contains 250 mg of oxytetracycline
hydrochloride.

Preparation of the sample

1. Weigh the contents of 1 capsule and caleulate the amount equivalent to
0.10 g of oxytetracyeline hydrochleride,

2. FRupty the capsules, weigh out the above calculated equivalent smount to
oxytetracyecline hydrochloride, ghake it with 10 ml of water, filter, and
use the filtrate as the test solution.

IDENTITY TESTS .,

Colour and other reactions

1. Add 2 drops of the test solution to about 2 ml of sulfuric acid

(~1760 g/1)T8; a red-viclet c¢olour is produced which remainsg for more than
2 minutes. Allow to stand for 5 minutes then add cautiously 2.0 ml of watep;
a3 yellow colour is produced.

2. Warm 2.0 ml of zinc chloride (500 g/1)TS in a porcelain dish until a skin
forms on the surface of the solution. Then add 2 drops of the test solution

and continue to warm for 1 minute; a grey-gresn to viclet-brown colour is
produced.

3. To 1.0 ml of the test solution add 5 drops of silver nitrate (40 g/1)TS;
a white, curdy precipitate is produced.
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PENICILLAMINE CAPRSULES
Description., Each capsule usually contains 250 mg of penicillamine.

Preparation of the sample

1. Weigh the contents of 1 capsule and caleulate the amount equivalent to
40 mg of penicillamine.

2. Empty the capsules, weigh out the above caleulated equivalent amount to
penicillamine, and use it directly as the test substance. Divide the test
substance into four equal paris.

IDENTITY TESTS

Golour and other reackions

1. To ? parts of the test substance add 10 ml of water, 5 drops of sodium
hydroxide (~80 g/1)1T8, 20 mg of triketohydrindene hydrate R, and shake; a
dark vioclet-red colour is produced.

2. To 1 part of the test substance add 5 ml of water and 0.5 ml of ferrie
chloride (25 g/1)T8 and shake; an intense blue colour is produced, which
fades quickly and becomes coloutless.

3. To 1 part of the test substance add 5 ml of water, 5 drops of copper(II)
sulfate (160 g/1)T8 and shake; a dark brown to black colour is produced. Add
a few additional drops of copper({II) sulfate (160 g/1)T8 and allew to stand
for not lesg than 10 minutes: the colour of the solution turns to dark preen,

PHENOXYMETHYLPENICILLIN FOTASEIUM TABLETES

Description. BRach tablet contains phenoxymethylpenielllin potassium usually
equivalent to 250 mg of phenoxymethylpenicillin.

Prepatration of the zample

1. Weigh 1 tablet and calculate the amount equivalent to 30 mg of
phenoxymethylpenicillin.

2. Grind the tablets, weigh out two portions of the above caleculated
aequivalent amount to phenoxymethylpenicillin as powdered material and use
them directly as the test substance. Divide 1 portion of the test
subatance into four equal parts.

IDENTITY TESTS

Colour and other reactions

1. To 1 part of the test substance add 3 ml of water, shake and filter. To
the filtrate add 0.10 g of hydroxylamine hydrochloride R, about 0.5 ml of
sodium hydroxide (~ BO g/1)TS, shake and allow to stand for 5 minutes. Then
add 1.3 ml of hydrochloric acid (~70 g/1)T§ and 0.5 ml of ferric chloride
(25 g/1)T8: a viclet-red colour is produced.
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2. To 1 part of the test substance add a few drops of ethancl (~750 g/1)TH,
1.0 ml of water, shake and filter. To the filtrate add 1-2 drops of ferric
chloride (25 g/1)T8; a light yellow precipitate is produced,

3. To 10 mg of paraformaldehyde R dissolved in about 1 ml of sylfuric acid
(~1760 g/1)T$ add a small amount of the test substance; a cherry-red colour
iz produced. Heat the solution in a water—bath for 2 minutes; +the colour of
the gelution changes to dark red.

4. To 1 porticn of the test substance add 2.0 wml of water, 2-3 dropa of
glacial acetic acid R, shake and filter. To the filtrate add 1.0 ml of sodium
cobaltinitrite (100 g/1)T8; an orange-yellow precipitate is produced.

PHENYLBUTAZONE TABLETS

Degeription. Each tablet usually contains 100-200 mg of phenylbutazone. The
tablets may be coated.

Preparation of the sample
1. 1In the event that tablets are coated, carefully remove the coating by

seraping. Weigh 1 tablet or core and caleculate the amount equivalent to
0.5 g of phenylbutazone.

fhs

Grind the tablets or cores, weiph out the above calculated equivalent
amount to phenylbutazone as powdered material, shake it with 10 ml of

acefone R, filter, evaporate the filtrate to¢ dryness on a water-bath, and
use the residue as the test substance.

IDENTITY TESTS

Melting point. The test zubstance melts at about 106 °C.

Colour and other reactions

1. To 0.3 g of the test substance add 1 wml of glacial acetic acid R and 2 ml
of hydrochloric acid (~250 g/1)TS. Heat under reflux for 30 minutes (a
conical flask with a small filter funnel may be used), and filter. To the
filtrate add 10 ml of sodium nitrite (10 g/l)T8; a yellow colour is
produced, To 1.0 ml of this solution add a solution of 10 mg of 2-naphthol R
in 5 wl of sodium carbonate (50 g/1)T8; a brownish red precipitate is
formed. Add 4.5 ml of ethanol (~750 £/1)T5: the precipitate dissolves
partially yielding a red solution.

2. Dissolve 0.05 g of the test substance in 5 ml of sodium hydroxide
(~150 g/1)TS and add 3 4rops of hydrogen peroxide (~330 g/1)T8; a pale
yellow eolour is produced.

FPHENYTOIN SODIUM TABLETS

Degeription. Each tsblet usually contains 25-100 mg of phenytoin sodium. The
tablets may be coated.

Preparation of the sample

1. In the event that tablets are coated, carefully remove the coating by
scraping. Weigh 1 tablet or core and ¢aleulate the amount equivalent to
0.08 p of phenytoin sodium,
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2. Grind the tablets or cores, weigh out the above calculated equivalent
amount to phenytoin sodium az powdered material and use it direetly as the
test substance. Divide the test szubstance into two equal parts.

IDEWTITY TE3TS

Colour and other reactions

1. To 1 part of the test zubstance add 4 ml of chloroform R, 0.1 ml of
cobalt{II) chloride (30 g/1)T5 and shake; a blue-violet colour with a
voluminous precipitate i=s produced (distinetion from phenytoin).

2. To 1 part of the test substance add 2.0 ml of ammenia (~100 g/L)TS and
heat until beiling begins. Add 1 drop of copper(ll) sulfate (180 £/1)TS8 and
shake; a blue-vielet solution with a3 blue-green precipitate is produced.
Allow to stand for 3 winutes, filter and wash with water; pink needles remain
on the filter.

PROCATNAMIDE HYDROCHLORIDE INJECTION

Peseription., The injecktion is a sterile solution usually containing 100 mg of
procainamide hydrochloride in 1.0 ml of a suitable vehicle,

Preparation of the gample

Pool the contents of the ampoules equivalent to 100 mg of procainamide
hydrochleride, and use it directly asz the test solution.

IDEWIITY TRSTIS

Colowr apd other reactions

1. To about 0.1 ml of the test solution add 1.0 ml of water, 5 drops of
hydrochloric acid (~70 g/1)T8, 10 drops of =zodium nitrite (10 g/13TS, 1.0 ml
of sodium hydroxide {~80 g/1)T8 and 5 mg of Z-naphthol R; an otrange-red
coloured sclution and a red precipitate are produced.

2. Dilute about 0.7 ml of the test solution to 1.0 ml of water, add 1.0 ml of
potassiun fervocyanide (45 g/l)TS, 10 drops of hydrochloric acid (~70 g/1)TS
and heat to boiling: a dark green precipitate is produced.

3. To about 0.1 ml of the test solution add 2.0 ml of water, and a few drops

of silver nitrate (40 g/1)TS; a white, curdy precipitate is produced which is

insoluble in nitric acid (~130 g/1)TS, but seoluble in an excess of ammonia
(~100 g/1)T5. .

PROPYLTHIOURACIL TABLETS
Description. Each tablet usually contains 50 mg of propylthiouracil.

Preparation of the sample

1. Weipgh 1 tablet and caleulate the amount egquivalent to 30 mg of
propylthiouracil.
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2. Grind the tablets, weigh out two portions of the above calculated
equivalent amount to propylthiocuracil as powdered material and use them

directly as the test substance. Divide 1 portion of the test substance
into three equal parts.

IDENTITY TESTS

Colour and othetr reactions

1. FEhake 2 parts of the test zubstance with 2.0 ml of ammonia (~100 g/1)T8
and filter. To the filtrate add 1.0 ml of silver nitrate (40 g/1)T8; a
greyish white gel is produced.

2. Shake 1 part of the test substance with 2.0 ml of water and filter. To
the filtrate add 3 drops of copper(II) sulfate (160 g/1)TS: a green solution
iz produced and a white to greyish precipitate is formed.

3. To 1 portion of the test substance add 10 ml of ethanol (~750 B/13T8,
filter and evaporate the filtrate to dryness on a water-bath. To the residue
add 6-8 ml of bromine T%, shake a few minutes and warm until discoleured.

Ceol and filter. To the filtrate add 2.0 ml of barium chloride (50 g/1)TS; =a
white precipitate is produced which on the addition of 2.0 ml of sodium
hydroxide (~150 g/1)TS does not turn violet (distinction from thiouracil).

PYRANTEL EMBONATE TABLETS

Description. Each tablet containg pyrantel embonate usually equivalent to
250 mg of pyrantel.

Prepavation of the sample

1. Weigh 1 tabhlet and ecalculate the amount equivalent to 0.20 g of pyrantel,

2. Grind the tablets, weigh out the above calculated equivalent amount to
pyrantel as powdered material, shake it with 20 ml of a mixture composed
of ¢hloroform R, methanol R and ammonia (~260 g/1)T5 (10:10:1) and
filter., Evaporate the filtrate to dryness on a water-bath, and
recrystallize from a small volume of methanol K. Dry the separated
crystals at 80 °C for 2 hours and use them as the test substance,

IDENTITY TESTS )

Melting behaviour. About 251 °C.

Colour _and other reactions

1. Disselve 5 mg of the test substance in 1.0 ml of hydrochloric acid
(~70 /))T8 and add 1.0 ml of formaldehyde/sulfuric acid TS: a purple
colour is produced,

2. Te 5 mg of the test substance add about 1 ml of sodium hydroxide
(~B0 g/1)T3 and 2.0 ml of potassium permanganate (10 g/)L)TS; a green
solution is obtained from which after boiling a brown precipitate separates.

3. Dissolve about 2 mg of the test substance in 2 ml of sulfuric acid

(~1760 g/1)TS: a yellow colour is first produced which changes to orange
and finally red.
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QUINLNE SULFATE TABLETS

Degcription. Each tablet contains quinine sulfate usually equivalent to
300 mg of quinine.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent 0.06 g of quinine.

2. Grind the tablets, weipgh out the above calculated equivalent amount to
quinine as powdered material, shake it with 30 ml of water, filter, and
use the filtrate ags the test gelution.

TDENTITY TESTS

Colour and other reactions

1. To 5 ml of the test solution add 2 drops of sulfurie asecid (~100 g/1)TS;
a blue flucrescence is producad.

2. To 5 ml of the test solution add, drop by drop, bromine TS until a light
yellow colour persists, and then add 1.0 ml of ammonia (~100 g/1)TS; an
emerald-green colour is produced.

3. To 3 ml of the test solution add 1.0 ml of hydrochloric acid (~70 g/1)T8
and 1.0 ml of barium chloride (50 g/l)TS; a white precipitate is produced.

SALBUTAMOL SULFATE PESSARLES

Description. Each pessary contains salbutamol zulfate usually equivalent to
1.0-4.0 mg of zalbutamol.

Preparation of the sample

1. Weigh 1 pessary and calculate the amount equivalent to 25 mg of salbutamol.

2. Grind the pessaries, weigh out the above caleulated equivalent amount to
salbutamol as powdered material, shake it with 10 ml of water and 50 ml of
light petroleum R. BSeparate the aquecus layer, wash it once with 20 ml of
chloroform R, and use the aqueous layer as the test solution.

IDENTITY TESTS
Colour and other reactions

1. To 4 ml of the test solution add 0.10 ml of ferrie chloride (25 g/l)T3; a
reddish violet colour develops., Add 10 mg of sodium hydrogen carbonate R; a
fleshy precipitate is produced with an evolution of gas. Add 1-2 drops of
sulfuric acid (~1760 g/1)TS; the solution becomes colourless.

2. To 2,0 ml of the test solution add 0.5 ml of barium ¢hloride (50 g/l)TS;
a white precipitate iz produced.

3. To 2.0 nl of the test solution add 2-3 drops of sulfuric acid
(~100 g/L)T8 and 2-3 drops of potassium permanganate (10 g/l)T$; the purple
colour iz dizcharged.
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SALBUTAMOL SULFATE SYRUP

Description. The syrup contains salbutamol sulfate usually equivalant to
400 wg of sulbutamel in 1.0 ml of a suitable vehicle.

Preparation of the sample

1. Pool the well-homogenized contents of the containers equivalent to 1.2 mg
and 16 mg of salbutamol and use it directly: 1.2 mg for test solution 1,
dividing it in three equal volumes; 16 mg for test seolution 2.

2. Transfer test solution 2 to separating funnel, add 5 ml of ammonia
(~100 g/1)T8 and sufficient sodium chloride R to saturate it. Extract
three times with 30 ml volumes of chloroform R. Pass each chloroform
extract through anhydrous sodium sulfate R, evaporate to reduce the volume
teo about 1 ml. Place 1 strip of filter-paper inte it, and allow the
golution to ascend for about 4 ecm. Take out the strip, cut away the lLower
dipped portion as well as the part that has not been wetted by the
golution and dry the remaining part of the strip in air at room
temperature (test-paper).

IDENTTTY THESTS

Colour and other reactions

1. To 1 volume of test solution 1 add 50 ml of water, 2.0 ml of ammonia
(100 g/1)T8, 1.0 ml of aminophenazone (30 g/1)TS, 4 ml of potassium
ferricyanide (50 g/1)T58 and 10 ml of chloroform R. Shake well and allow to
separate; an orange-red colour is produced in the chloroform layer.

2. Place 1 drop of ferric chloride (25 g/1)TS& onto the test-paper; a viclet
gpot is produced.

3. Teo Z volumes of test solution 1 add 1.0 ml of hydrochloric acid
(~70 g/1)T8 and 1.0 mil of barium chloride (50 g/l)TS; a white turbidity is
produced,

S0DIUM FLUORIDE TABLETS

Description. Each tahlet usually contains 500 ug of sodium fluoride.

Preparation of the sample

1. Weigh 1 tablet and calculate the smount equivalent to 15 mg of gedium
fluoride,

2. Grind the tablets, weigh out the above calculated equivalent amount to
sodium £luoride as powdered material and use it directly as the test
substance, Divide the test substance inteo three equal parts.

IDENTITY THSTS

Colour and other reactions

1. BShake 1 part of the test substance with 10 ml of water and filter. Dilute
separately 2 ml of ferric chloride (25 g/1)TS to 50 ml with water; dilute
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1 ml of ammonium thiccyanate (7% B/L)TE to 10 ml with water. Mix 1.0 ml of
both diluted solutions with 5 drops of hydrochloride acid (~70 g/1)T8; a
red solution is produced. Add gradually the test solution to the reagent
mixture; its colour is changed to yellow.

2. Shake 2 parts of the test substance with 20 ml of water and filter.

Evaporate the filtrate on a water-bath to a volume of about 5 ml. Cool, add

1.0 ml of nitrie acid (~130 B/1)TS and 1.0 ml of silver nitrate (40 2/1)T8;

the solution remains unchanged (distinetion from other halides).
SPIROVOLACTONE TABLETSR

Description. Each tablet usually containg 25 mg of spirenclactone.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 0.20 g of
pironolactone.

2. Grind the tablets, weigh out the above calculated equivalent amount to
spironolactone as powdered material, extract it twice with 10 ml portions
of chloroform R, filter and evaporate the conbined filtrate to dryness on
@ water-bath. Dissolve the residue in 3 ml of methanol R, filter,
evaporate the filtrate to dryness and use the residue as the tegt
substance.

IDENTITY TESTS

Melting point. The test substance melts at about 205 =C.

Colour and other reactions

1. Dilute 1 ml of sulfuric acid (~1760 g/1)T§ with 1.0 ml of water, add

20 mg of the test substance and shake; an orange solution with an intensge
yellowish green fluorescence is produced. Gently heat the solution, it
becomes deep red and the evolved hydrogen sulfide blackens lead acetate paper
R held over the tube. Pour the solution into water; a greenish yellow
opalescent solution is produced.

2. Dissolve about 1-2 mg of the test substance in 2.0 ml of blue tetrazolium/
godium hydroxide T8; a purple colour is produced,
STREPTOMYCIN SULFATE INJECTION

Deseription. The injection is a sterile solution of streptomycin sulfate
usually containing the equivalent of 500 mg of streptomycin in
1.0 ml of a suitable vehicle.

Preparation of the sample

Popl the contents of the anpoules equivalent to 1.0 g of streptomycin and
use it directly as the test solution.
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IDENTITY TESTS
Cologur and other reactions

1. To about 0.2 ml of the test solution add 1,0 ml of sodium hydroxide
(~80 g71)7T5 and heat on a water-bath for 5 minutes. Cool, add 1.5 ml of

hydrochloric acid (~70 g/1)T8 and 3 drops of ferrie chloride (25 g/l)TS; an
intense violet colour is produced.

2. To about 0.1 ml of the test solution add 1.0 ml of pyridine R, 1.0 ml of
godium hydroxide (~80 g/1)TS and 3 drops of benzenesulfonyl chloride B, and
shake well; a violet colour is produced.

3. Add 1 drop of the test solution to Z.0 ml of 4-dimethylaminobenzaldehyde
T3 and heat in a water-bath for 2 minutes; an orange-brown colour is produced.

4, Dilute about 0.2 @l of the tezt solution with 2.0 ml of water and add
1.9 ml of l-naphthol TS and 2.5 ml of sodium hydrochlorite TS; a purple
colour is produced.

5. To 2 drops of the test solution add 2.0 ml of water, shake and add 3 drops
of barium chlocide (50 g/1)T8; a white precipitate iz produced,

TETRACYCLINE HYDROCHLORIDE QPHTHALMIC QOTNTMENT

Description. The ointment usually contains 10 mg of tetracycline
hydrochloride per g of a suitable ointment base.

Preparation of the sample

Withdraw and weigh an amount equivalent te 30 mg of tetracycline
hydrochloride and dissolve it in 25 ml of light petroleum R by warming
carefully on a water-bath. Collact the residue by decanting, wagh it with
3 portions of 25 ml of light petroleum R and use it ag the test substance,

IDENTITY TESTS

Colour and other reactions

1. To about 1 mg of the test substance add 2 ml of sulfutic acid
(~1760 g/1)TS;, & red-violet colour is produced which on the addition of
5-6 ml ¢of water changes to yellow.

2. In a porcelain dish warm 2.0 ml of zine ehloride (500 /1)TS until a skin
iz formed on the surface of the solution or to a partial evaporation, add

about 1 mg of the test substance and continue to warm for 1 minute; a
yellow-orange colour is produced.

3. Dissolve 10 mg of the test substance in 1.0 ml of water and add a few
drops of nitric acid (~130 g/1)T8 and a few drops of silver nitrate

(40 g/1)T8; a white, curdy precipitate is produced which dizzolves in 5-6 nml
of smmonia (~100 g/L)TS.
TETRACYCLINE HYDROCHLORLDE TABLETS

Description. Each tablet usually contains 250 mg of tetracycline
hydrochleride. The tablets may be coated.
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Preparation of the sample
1. In the event that tablets are coated, carefully remove the coating by

scraping. Weigh 1 tablet or core and calculate the amount equivalent to
0.16 g of tetracycline hydrochloeride.

. 2. Grind the tablets or cores, weigh out the above caleculated equivalent
amount to tetracyecline hydrochloride as powdered material, shake it with
10 ml of water, filter and use the filtrate as the test solution.
IDENTITY TESTS

Colour and other teactiong

1. To about 2 ml of sulfuric acid (~1760 g/1)T5 add 2 drops of the test
solution; a purple violet colour is produced which remains unchanged for mote
than 2 minutes. Allow to stand for 5 minutes, then cautioualy add 2.0 ml of
water: a yellow colour is produced.

2. In a procelain dish warm 2.0 ml of zinc chloride (500 g/1)T8 until a skin
is formed on the surface of the solution or to a partial evaporation, add
. 2 drops of the test solution and continue to warm for 1 minute; a yellow-
orange colour is produced.

3. To 1.0 ml of the test solution add a few drops of nitrie acid
(~130 g/1)TS and 2 few drops of silver nitrate (40 £/1)T8; a white, curdy
precipitate is produced which dissolves in 5-6 ml of ammonia (~100 g/1l)TS.

THIOPENTAL Z0DIUM POWDER FOR INJECTION

Description. Each vial contains a sterile powder usually equivalent to
0.5-1.0 g of thiopental zodium.

Preparation of the sanple

1. Weigh the contents of 1 vial and c¢alculate the amounts equivalent to
0.05 g and 0.5 g of thiopental godium.

2. Empty the vials, weigh out the above calculated equivalent amounts to
thiopental gedium and uge them directly: 0.05 g for test subgtance 1;
° 0.5 g for test substance 2 and divide it inte two equal parts.

IDENTITY TESTS

Colour and other reactions

1. To 1 part of test substance 2 add 5 ml of water, acidify with hydrochloric
acid (~70 g/1)TS, filter, wash the precipitate with water, recrystallize
from ethanol (~150 g/1)T8 and dry at 105 °C; melting point, about 160 °C.

3. Moisten a small amount of test substance 1 with a few drops of
hydrochloric acid (~70 g/1)TS and introduce it inte a nonluminous flame
using a maghesia stick or a nichrome or platinum wire gealed to a glass rod;
the flame acquires a bright yellow colour,

3. To the remaining test substance 1 add 2.0 ml of hot cobalt(Il)
acetate/methanol TS, heat the mixture, add about 40 mg of powdared sodium
tetraborate R and heat again to boiling; a blue-vioiet colour is produced.




WHO/PHARM/B8.528/Add. 2
page 30

4. Fuse 1 part of test substance 2 with 1 g of sodium hydroxide ¥ in a
test-tube until the gless glows red: the melt turns red-brown and vapours are
svolved. Insert a piece of moistened pH-indicator paper R into the vapours;
its ecolovation iz c¢hanged to an alkaline range. Gool the melt, add 2.0 ml of
water, mix well and filter. Acidify the filtrate with sulfuric acid

(~100 g/1)TS and heat gently; the vapours evolved turn a strip of lead
nitrate paper R to brown and then to black.

VERAPAMIL HYDROCHLORIDE TABLETS

Description. Each tablet usually contains 40-80 mg of verapamil
hydrochloride. The tablete may be sugar—eoated.

Prepavation of the sample

1. In the event that tablets are coated, carefully remove the coating by
seraping. Weigh 1 tablet or core and caleulate the amounts equivalent to
0.10 g and 20 mg of verapamil hydrochloride.

2. Grind the tablets or cores, weigh out the above calculated equivalent
amounts to verapamil hydrochloride as powdered material and use them
directly: 0.10 g for test substance 1; 20 mg for test substance 7.

3. G&Shake test substance 1 with 10 ml of water, filter and use the filtrate as
the test solution,

IDENTITY TESTS

Colour and other reactions

1. To 2.0 ml of the test solution add 0.20 ml of mercuric chloride
(65 g/1)T8; a white precipitate ig produced.

Z. To 2.0 ml of the test solution add about 0.5 ml of sulfuric acid
(~100 g/1)T8 and 4 drops of potassium permanganate (10 g/1)T5: a violet
precipitate is produced which dissolves gradually to form a pale yellow
solution.

3. Shake 0.20 g of citric acid R with 10 ml of acetie anhydride R and to
1.0 ml of the supernatant solution add test substance 2, and heat on a
water-bath; a purple colour is produced.

VINCRISTINE SULFATE POWDER FOR INJECTION

Degeription. Each vial contains a sterile powder usually equivalent to 1-5 mg
of vineristine sulfate.

Preparation of the sample

1. Weigh the contents of 1 vial and caleulate the amount equivalent to 2.0 mg
ef vincristine sulfate,

2. Empty the vials, weigh out the above caleulated equivalent amount to
vincrisgtine sulfate, ghake it with 3 ml of a mixture of 9 volumes of
chloroform R and 1 volume of methanol R, and filter, Evaporate the
filtrate to dryness at 40 *C in a water-bath and use the residue as the
test substance. Divide the test substance inte two equal parts.
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IDENTITY TEBTE

Colour and othetr reactions

1. Dissolve 10 mg of ceric ammonium sulfate R in about 1 ml of phosphoric
acid (~1440 g/Ll)T8 and to 2 drops of this solution add 1 pact of the test
substance; a blue-violet colour is observed which changes alowly to brown.

2. To the remaining part of the test substance add about 0.2 ml of

vanillin/hydrochloric acid TS and allow to stand for 1 minute; an orange
colour is observed.

REAGENTS

The preparation of the required reagents is described in "Basic testsz for
pharmaceutical substances". A list of additional reagents is as follows:

Calcium chloride (100 g/13TS.
Cobalt(iI) acetate/methanol TS.

Procedure. Digssolve 20 mg of cobalt{II} acetate R in 10 ml of
methanol R.

Cobalt{II) acetate R.

Sodium tetraborate R.

e

ANNEX 1

Tests that require final walidation or improvement

In the process of verification several tests were modified according to
suggestions from collaborators. Additiomal work is needed with regard to
certain products as indicated below:

Cimetidine tablets
The colour of the precipitate in test 2 needs validation.

Dexamethasone sodium phosphate injection

The rezults of test 1 need validation.

Diazepam injection
Difficulties were encounteres with test 2; it needs validation or

modification.

Ergomettrine hydrogen maleate injection
Test 3 needs validation.

Ergonetrine hydrogen maleate tahlets
Tast 3 needs validation.

Erythromycin estolate capsules
Tests L, 2 and 3 need wvalidation.
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Erythromycit stearate tablets
Tests 1, 2 and 3 need validation.

Fluorouracil injection
Test 3 needs validation.

Glyceryl trinitrate tablets
The whole test needs validation.

Haloperidol solution

A further test iz degired, which could be based oh a reaction with
ammoniwm molybdate or the melting point.

Nikethamide injection
Tests 2 and 4 need validation.

Phenylbutazone tablets
The whole test needs validation.

Pyrantel embonate tablets
The whole test needs validation,

Salbutamol sulfate syrup
In test 1 difficulties occurred with the extraction of the orange colour
into the ¢hloroform layer; the test needs validation or modification.

Sgdium fluoride tablets
The whole test needs validation.

Spironclactone tablets
The whole test needz validation.

ANNEX 2

Bevised Basic Tests Requiring Validation

AMITRIPTYLINE HYDRGGHLORIDE TABLETS

Description. Each tablet usually containz 25 mg of amitriptyline
hydrochloride. The tablets may be coated.

Preparation of the sample

1. In the event that tablete are coated, carefully remove the coating by
scraping. Weigh 1 tablet or core and calculate the amounts equivalent to
5 mg and 0.10 g of amitriptyline hydrochloride.

2. Grind the tablets or cores, weigh out the above caloulated equivalent
amounts to amitriptyline hydrochloride as powdered matertal and use them
directly: 5 mp for test substance l; two portions of 0.10 g for test
substance 2.

3. For the test splution, shake 1 portion of test substance ? with 5 ml of
water, filter and use the filtrata.
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IDENTITY TESTS

Colour and other reactions

1. To test substance 1 add about 3 ml of sulfuric acid (~1760 g/1)T8; a
red colour is produced, Add a few drops of potassium dichromate (100 g/1)TS;
the colour turns to dark brown,

2. Shake 1 portion of test substance 2 with 10 ml of sulfurie acid

(~100 g/1)TS and add 2.0 ml of a saturated zolution of potassium
permanganate R; the vielet celour ef the selution disappears quickly. Heat
the mixture on a water-bath until the formed brown precipitate iz almost
dissolved, Allow to cool. To the supernatant liquid add 5 ml of ammonia
{~250 g/1)T5 and shake for 2 minutes. Add 3 ml of c¢hloroform R and shake
again; a violet-red colour iz produced in the ehlovoform layer.

3. To the test solution add 0.10 ml of aitric acid (~130 g/1)TS; a white
precipitate which may apprear diszsolves on stirring. Check the solution with
pH-indicator paper R to assure that it is acidic and add 2.0 ml of silver
nitrate (40 g/1)T8; a white, curdy precipitate is produced.

CHLORAMBUCIL TABLETE

Description. Each tablet usually contains 2.0 mg of chlorambucil. The
tablets may be coated.

Preparation of the sample

1. 1In the event that tablets are coated, carefully remove the coating by
seraping. Weigh 1 tablet or core and caleculate the amount equivalent to
0.05 g of chlorambucil,

2. Grind the tablets or cores, weigh out the above calculated equivalent
amount o chlorambucil as powdered material, shake it with 20 ml of
chloroform B, filter, and evaporate the filtrate to dryness on a
water-bath. Use the residue as the test substance.

IDENTITY TESTS

Colour and other reactions

L. Dissolve 10 mg of the test substance in a mixture of 1.0 ml of acetone R
and 1.0 ml of water. Add 1 drop of sulfuric acid (~1760 g/L)TS and a few
drops of silver nitrate (40 g/1)TS; 1o opalescence is immediately obsepved.
Warm the solution on a water-bath for 2-3 minutes; an opalescence is obtained.

2. Yo 30 mg of the test substance add 3.0 ml of hydrochloric acid

{~70 g/1)T8, mix and allow to stand for 30 minutes, shaking occasionally.
Filter, wash the residue with 5 ml of water (keep the filtrate for tegts 3 and
4) and dry the residue at 105 °C for 3 hours; melting point, about 146 °C.

3. To 5 ml of the filtrate from test 2 add 0.5 ml of potassio-mercuric icdide
T8; a light beige coloured precipitate is produced,

4. To the remaining filtrate from test 2 add 3 drops of peotaszium
permanganate (10 g/1)T3; the colour iz discharged.
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HALOPERIDOL INJECTION

Degscription. The injection is a sterile solution usually containing 5.0 mg of
haloperidol in 1.0 ml of a guitable vehicle.

1. Pool the contents of the ampoules equivalent to 20 mg of haloperidol and

use it directly asg test solution 1. Divide test solution 1 into two equal
volumes.

2. Transfer 1 volume of test solution 1 to a platinum crucible, add 20 mg of
anhydrous sodium carbonate R and evaporate to dryness on a water-bath.
Heat until a white residue iz obtained, dissolve it in 2.0 ml of water
warming gently on a water-bath, cool, nmeutralize with hydrochlorie acid
(~70 g/1)T8 and use it as test solution 2.

3. To 1 volume of test solution 1 add L0 ml of water and 0.5 ml of sodium
hydroxide (~80 g/1)TS, extract with 10 ml of chloroform R, filter and
evaporate the filtrate to dryness. Use the residue as the test substance.

IDENTITY TEST

Meltiog point., The test substance melts at about 150 °C.

Colour and other reactions

In a test-tube mix 1 drop of ferric chloride (25 2/1)T8 with 1 drop of
armonium thiocyanate (75 g/1)T8, dilute with 10 ml of water and acidify with
1 drop of hydrochloric acid (~70 g/1)I8., To 1.0 ml of this selution, add
drop by drop, the test solution: the red colour is discharged.

HALOFERIDOL TABLETS

Description. Each tablet usually contains 2-5 mg of haleperidel.

Freparation of the sample

1. Ueigh 1 tablet and calculate the amount equivalent to 20 mg of haleperidol.

2. Grind the tablets, welgh out the above equivalent amount to haloperidol as
powdered material and use directly as test substance 1. Divide test
substance 1 into two equal parts.

[

Shake 1 part of test substance 1 with 10 @l of chloroform R for 5 minutes,
filter into a platinum crucible, add 20 mg of anhydrous godium carbonate R
and evaporate to dryness on a water-bath. Heat until a white residue is
obtained, dissolve it in Z.0 ml of water warming gently on a water-bath,
cool, neutralize with hydrochloric aecid (~70 g/1)TS and use it as the

test solution.

4. To 1 part of test substance 1 add 10 ml of water and 1.0 ml of sodium
hydeoxide (~80 g/l1)T8, extract with 10 ml of chloroform R, filter and
evaporate the filtrate to dryness. Usge the residue as test substance 2.
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IDENTLITY TEST
Melting point. Test substance 2 melts at about 150 °C.

GColour and other reactions

In a test-tube mix 1 drop of ferriec chloride (25 £/1)I5 with 1 drop of
ammonium thiccyanate (7% g/1)T8, dilute with 10 ml of water and acidify with
1 drop of hydrochloric acid (~70 g/1)T&. To 1.0 ml of this selution add,
drop by drop, the test solution; the red colour is discharged.

SODIUM VALPROATE TABLETS

Description. Each tablet usually contains 200-500 mg of sodium valproate.
The tablets may be sugar-coated.

Preparation of the sample

1. In the event that tablets are coated, carefully remove the coating by
seraping. Weigh 1 tablet or core and caleuwlate the amount equivalent to
0.40 g of sodium valproate.

2. Grind the tablets or cores, weigh out the above calculated equivalent
amount to sodium valproate as powdered material, add 5 ml of water, stir
wall, filter, and use the filtrate as the test solution.

IDENILTY TESTS

Colour and other reactions

1. Dip & magnesia stick or a nichrome or platinum wire sealed to a glass rod
first into hydrochloric acid (~420 g/1)T8, then into the test solution and
introduce it into a nonluminous flame: a bright yellow colour is observed.
2. Add abhout 0.5 ml of cobalt(II) ehloride (30 g/1)TS to 1.0 ml of the test

solution; 2 violet precipitate iz produced which is soluble in carbon
tetrachleride R.

3. To 1.0 ml of the test solution add a few drops of potassium

iodobismuthate/acetic acid T8; a violet precipitate is produced.
TRIMETHOPRIM TABLETS

Description. Each tablet usually contains 100-200 mg of trimethoprim,

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 25 mg of
trimethoprim,

2. Grind the tablets, weigh out the above calculated equivalent amount to
trimethoprim as powdeted material, shake it with 5 ml of chloroform R,

filter, evaporate the filtrate to dryness and use the residue as the test
substance.
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IDENTITY TESTS

Colour and other reactions

1. To 10 mg of the test substance add 5 ml of sulfuric acid (~1760 g/1)TS,

1 drop of fervie chloride (25 g/1)T8 and warm the solution in a water—bath for
3 minutes. Ceool, add to the yellow solution 1 drop of nitrie acid

(~130 g/1)TS; the colour of the solution turns ved,

2. Shake 5 mg of the test substance with 0.2 ml of formaldehyde/sulfuric acid
TS; and intense orange-red colour iz produced.




