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1. INTRODUCTION

The programme of Basic Tests is discusged in detail in a number of reports
of the WHO Expert Committee on $pecifications for Pharmaceutical
Preparations’ ° as well as in the manual on "Basic tests for
pharmaceutical substances”.® This document complements this manuval, in
that it contains identity tests for BS of these drugs in the finished
pharmaceutical dosage forms: tablets, capsules, injections, drugs, solutions,
suspensions, creams, lotions. Further tests are in preparation,

The proposed tests are preceded by & short desceription of the minimum
facilities and equipment needed to carry out the work, and basie rules for
sampling and inspection of dosage forms are also briefly described.

The issue of this document does not constitute Ce document ne constitue pas une publication,

:WHO Technical Report Series, No. 645, 1980
EWHO " " " + No. 681, 1982
4“0 L LU} " . ND. 704' 1934

Basic tests for pharmeceutical substances, World Health Organization,
Geneva, 1986.

formal publication, 1t “should not be reviewed,
abstracted or guoted without the agreement of
the World Health Organization.  Authors alone
are respensible  for views expressed in  signed
articies.

Il ne doit faire i'objet d’aucun cornpte rendu ou
résumé ni daucune citation sans |'autorisation de
Organisation mondiale de 1z Santé. Les opinions
exprimées dans les articles signés n'engagent que
leurs auteurs.
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Each of the tests described has been verified in at least four
laboratories in different countries. Further validation of the tests (zee
Annex) on locally available samples are invited. These results or any other
relevant comments should be forwarded to:

Pharmaceuticals Unit
World Health COrganization,
1211 Geneva 27,
Switzerland

Most of the requiced reapents are described in the manual on "Basic tests
for pharmaceutical substances.” The small number of additional reagents
needed for testing dosage forms are listed at the end of the document.

Z2. RECOMMENDED FACTILITIES

A full pharmacopoeial analyszisz of & drug substance or drug product can
only be performed in an adequately equipped drug quality control laboratory.
Recommendations are contained in the 29th WHO Expert Committee report on the
design and organization of a modest control laboratory.

Provision of the facilitieg to undertake basic teztz ¢ould be regarded axz
the firgt step toward the development of thig recommended laboratory.

Z.1 Generalities

The work place should be well illuminated by indirect natural light.
it should be air-conditioned or heated, according to the climate. TIn the
latter case a closed conveclor heater or radiator gzhould be chosen that
can be operated without fire hazard. The doors should open outwards and
all other locally operative fire and safety regulations should be
respected.

The floor-covering zhould be contipuous, fire proof, and easily
washable. The walls, furniture and the frames of the windows and doors
should be easily washable. All these elements should be of a neutral
colour (preferably white or pale beige) to facilitate the evaluation of
colour reactions.

2.2 Furnpiture

Bonches should be placed against a wall and they should receive
natural light from the left side. A fume cupboard, or a table with a
ventilator above it should be installed in one corner of the room.

The top of working benches should have a white or black
acid-resistant plastic cover; a glass or ceramic top vesults in increagsed
breakage of glassware. Unpainted wooden surfaces should be impregnsted
with soft paraffin. Paints or resing used to proktect these surfaces
should be resistant to dilute acids. The height of the working bench
should enable work to be undertaken comfortably in both standing and
sitting positions. The benches should include shelves and drawers thet
are not unnecessarily deep for the items that will be stored in them.
Chairs should be strongly built and stable.
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Cupboards and glass cases are preferable for many purposes because
they can easily be reached and cleaned. Reagent shelves should be covered
with unpolished glasgs plates and fiemly fixed to walls or benches.
Flammable solvents and concentrated mineral aclids should be stored in
well-cloged contsiners of no more than 2 litres capacity. Larger volumes
held in stock should be stored in a zeparate room that complies with
locally-operative fire safety requirements. Concentrated acids and
ammonia solutions should be stored separately, preferably in a fume
cupboard. If they are ztored elsewhere the cupboard zhould be recessed in
a wall, lined with tiles or acid-resistant plastic, and Fitted with a
glass door in an acid-resistant plaatic £rame.

2.3 Electrie lipghting and power, gas and water supply, ventilation

All electrical circults, gas and water supplies must comply with
locally-operative zafety standards.

Artificial lighting zhould not cast shadow and all fittings should
have a protective cover that i2 resistant to acids and zolvents.

All electrical sockets should be fitted with automatic fuses.

1€ no gas supply is availeble, spirit lamps or electric heakers can
be used. Electrie heaters should be equipped with heating-—output
regulators and the heating coil must be Fully insulated., Flammable
ligquids must be heated in a water—bath.

Working benches should be equipped with a water tap and a sink. Taps
should be fitted with three bib valves one of which is connected to the
water-pump. The waste water pipes must be reszlistant to acids and solvents.

To aveld contamination of distilled water by acid or ammonia fumes
the distillation apparatus and the ion-exchanger must be sited well away
from working areas.

Good ventilation must be ensured. Windows should open freely if

there is ro air-conditioning.

2.4 Equipment

Basic tests require little laboratory equipment. Test tubes are used
for the majority of the tests. TIn some cases porcelain crucibles are also
needed,. Flasks and beakers are necessary for the preparation of reagents.
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Glagsware and porcelain dishes

test-tuhes

porcelain or quartz crucibles
flazks, flat or round botbomed
wash bottles, plass or plastic
evaporating dishes
crystallizing dighes
watch-glasses

beakers

mortar with pestle

filter funnelg

separatory funnels

sintered glass funnels

bottles with serew-.cap, wide-mouthed

Volumetric measuring vessels

measuring cylinders
pipettes, praduated
dropping pipettes
volumetric flasks

Other equipment

sampling spoons

wooden test-tube holder

test-tube brush

test-tube clamp

erucible tongue

suction bottle

water-pumup

water-bath

aven

burnetrs, Bunsen or aleohol burner
agbestos gauze

tripod

distillation spparatus (Liebig-type condensers)
degiccakor

melting point apparatus

glass capillacies

magnesia sticks

platinum wire sealed to a glass rod
filtev—paper

pH-indicator paper

polyethylene dropping bottlex
Uv-light source

balance (precizion 10 mg)

3. SAMPLING AND INSPECTION

Recommendations on sampling of materials to be tested are contained in the
30th Expert Committee on Specifications for Pharmaceutical preparations (WHO
Technical Report Series, in print}).
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¥isual inspection of zamples is wvitally important. Rejection often
results from changes to the physical appearance of dosage forms or defects in
packaging and. labelling.

Drugs with inadequate, damaged or missing labels should, in most cases, be
referred to a fully equipped drug control laboratory.

The 1label should be checked to ensure that it provides the following
information: the name of the drug; its strength, potency or concentration;
the name of the manufacturer, the bateh or lot number and the expiry date.
Drugs repackaged away from the original manufacturing premises should bear the
control number of the rezponsible analytical laboratory.

Commonly encountered defects in phyzical characteristics inclnde:
—for tablets

excessive powder and/or pleces of tablets at the bottom of the
container (from abraded, crushed or broken tablets);
eracks or chips in the tablet surfaces of coatings, swelling, mottling,

digecoloration, fusion of tablets;
appearance of crystals on the container walls or on the tablets.

~for capsules

hardening or softening, cracking, swelling, mottling or discoloration of
the shell ete.

4. DRUG INDEX

acetazolamide tablets
acetylsalicyliec acid tablets
aluminium hydroxide tablets
aminophylline injection
aminophylline tablets

amitriptyline hydrochloride tablets
smodiaquine hydrochloride tablets
ampicillin capsules

ampiciliin sodium powder for injeetion
ageorbic acid tablets

atropine sulfate injection
azathioprine tablets

benzyl benzoate lotion

benzylpenicillin potassium powder for injection
benzylpenicillin sodium powder for injection
betamethasone valerate cream

busulfan tablets
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carbamazepine tablets

chlovambucil tablets

chloramphanicol capsules
chlovamphenicol palmitate oral suspension
chloroguine phosphate tablets
chlorogquine sulfate tablets
chlorphenamine hydrogen maleate tablets
chlorpromazine hydrochloride tablets
clomifene citrate tablets

codeine phosphate tabletw

colehicine tablets

cyclophosphamide tablets

cytarabine injection

dapsone tablets

dexamethagone tablets

diazepam tablets

diethylcarbamazine dihydrogen citrate tablets
digoxin tablets

ephedrine hydrochloride tablets

epinephrine hydrochloride ophthalmiec solution
ergotamine tartrate tablets

ethambutol hydrochleride tablets
ethinylestradiol tablets

ferrous sulfate tablets
folic acid tablets
furosemide injeckion
furosemide tablets

glucose injection
grizseofulvin tablets

homatropine hydrobromide ophthalmic solution

ipuprofen tablets
indometacin capsules

todine solution

igoniazid tablets
isoprenaline sulfate tablets

levodopa tablets
lidocaine hydrochloride injection

mannitol injection
mebendazole tabletw
methyldopa tablets
metronidazole tablets

neomy¢in gulfate tablets
nitrofurantoin tablets
nystatin tablets

paracetamol tablets
phenobarbital tablets
prednisclone tablets
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primaquine diphosphate tablats
procainamide hydrochloride tablets
promethazine hydrochloride injection
promethazine hydrochloride tablets
propranolol hydrochloride tablets
pyridoxine hydrochloride tablets

quinidine sulfate tablets

reserpine tablets
retinol oral solutiocn
riboflavin teblets

salbutamol sulfate tablets

salicylic acid lotion

sodium citrate solution

sodium hydrogen carbonate tablets

sodium nitrite injection

streptomycin sulfate powder for injection
gulfacetamide sodium ophthalmie solution
#ulfadimidine tablets

tetracycline hydrochloride capsules

thismine hydrochloride tablets
trimethoprim tablets

3. TEST PROCEDURES

ACETAZOLAMIDE TABLETS
Description. Each tablet wsually contains 250 mg of acetazolamide.

Preparation of the sample

1. Weigh 1 tablet and calculate the emounts equivalent to 30 mg and 40 mg of
acetazolamide.

2. Grind the tablets, weigh out the above calculated equivalent amounts to
acetazolamide as powdered material and use them directly: 30 mg for test
substance 1; 40 mg for test substance 2.

IDENTITY TE3TI3

Colour and other reactions

1. Transfer test substance 1 to a test-tube, add 2.0 ml of hydrochloric acid
(~70 g/1)TS and 0.05 g of zine R powder; an odour of hydrogen sulfide is
perceptible. Place a strip of lead acetate paper R or lead nitrate paper R
gbove the tube; the colour of the paper turns brown--black.

2. To test substance 2 add 5 ml of water, about 0.1 ml of sodium hydroxide
{~8Q g/1)T% and shake. Following thiz add about 0.1 ml of copper(II)
sulfate (160 g/1)T3; a blue-green precipitate is produced.
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ACETYLSALICYLIC ACID TABLETS

Description. Each tablet usually contains 100-300 mg of acetylsalicylic aeild.

Freparation of the sample

1. Weigh 1 tablet and celculate the amount equivalent to 20 mg of
acetylealicylic acid.

?. Grind the tablets, weigh out the above calculated equivalent amount to

acetylsalicylic acid as powdered material and use it directly as the tegt
substance.

IDENTITY TESTS
Heating behaviour. Heat a small quantity of the test substance in a

test-tube; the melt has a strong odour of acetic acid. On further heating,
the colour of the melt changes from yellow to brown and then to black.

Colour and other reactions ‘

1. Transfer half the guantity of the test substance to s suitable white test
plate or a watch-glass placed on a white background, and add 1 drop of ferric
chloride (25 g/1)T%: no violet colour is produced.

2. Place the remaining test substance on a sulteble white test plate or a
watch-glass placed on a white background, and add 1 drop of potassium

hydroxide/ethanol T%. After 1 minute add 1 drop of ferric chloride
{25 g/1)T8: a violet colour iz produced.

ALUMINIUM HMYDROXIDE TABLETS
Description. Each tablet usually contains 500 mg of aluminium hydroxide.

Preparation of the sample

1. Weigh 1 tablet and calculate the amounts equivalent to 0.15 g and 0.7 g of
aluminium hydrozxide.

7. Grind the tablets, weigh out the above calculated equivalent amount to .}
sluminium hydroxide as powdered material and use it directly: 0.15 g for
test substance 1:; 0.7 g for test substance 2.

IDENTITY TESTS
Colour and other reactions

1. +To test substence 1 add 5 ml of sodium hydroxide (~80 g/1)TE, heat to
boiling and Filter. To the filtcate add 0.5 g of ammonium chloride B and
ghake: a white, gelatinous precipitate is gradually produced.

7. BShake test substance ? with 10 ml of freshly boiled and cooled water for
1 minute, and filter; the filtrate is neutral when tested with pH-indicator
paper E.
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AMINOPHYLLINE TNJECTION

Description.: The injection is a sterile solution usually containing 25 mg of
aminophylline ip 1.0 ml of a suitable vehiele.

Preparation of the gample
Pool the contents of the ampoules equivalent to 0.25 g of aminophylline
and use it directly a2z the teszt solution., Divide the test solution into
two equal volumes.

IDENTITY TESTS

Colour and other reactiong

1. To 1 volume of the test solution add 6 ml of water and, drop by drop while
sheking, about 4 ml of hydrochloriec acld (~70 g/1)T3 until acidiec. Collect
the precipitate on & filter, wash it with water and dry it at 105 *C for

1 hour; melting behaviour, about 270 °C (keep the residue for test 2}.

2. Place 10 mg of the rezidue obtained in test 1 on a porcelain dish, add
1.0 ml of hydrochloric acid (~250 g/1)T& and about 0.5 ml of hydrogen
peroxide (~330 g/1)T8. Evaporate to dryness of a water-bath. To the dried
orange coloured residue add 1 drop of ammonia (~100 g/1)TE; the ecolour
changes to purple and it is destroyed by the additon of a few dropz of zodium
hydroxide (~BD g/1)Ts.

3. To the remaining volume of the test solution add 0.5 ml of sodium
hydroxide (~80 g/1)TS and 0.25 ml of copper({Il) acetate (45 g/L)TS; a violet
colour is produced. Add 0.5 ml of potassio—mercuric iodide TS a white
precipitate iz produced, which rapidly changes to a violet colour.

AMINOPHYLLINE TARLETS

Deseription. Each tablet usually contains 100-200 mg of aminophylline.

Proparation of the sample

1. wWeigh 1 tablet and caleulate the amount equivalent to 0.5 g of
aminophylline.

2. Grind the tablets, weight ocut the above calculated equivalent amount to
aninophylline az powdered material, shake it with 25 ml of water, filter,
to the filtrate add 1.0 ml of hydrochlorie acid (~70 g/1l)TS, stir and
chill if necesgary, to precipitate the theophylline. Filter and retain
the filtrate free from washings, to be used as the test solution. Wash
the precipitate on the filter with ice-water, dry it at 150 °C for 1 hour
and use the dried naterial as the test substance,

IDENTITY TEZTIR

Colour and obher reactions

1. To 10 mp of the test substance, contained in a porcelsin dish, add 1.0 md
of hydrochleric acid (~230 g/1)TS and about 0.5 ml of hydrogen peroxide
(~330 g/1)YI58 and evaporate to dryness on o water-bath., Add 1 drop of
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ammonia (~L00 g/1)T8 to the residue; a purple colour iz produced which iz
degtroyed by the sddition of a few drops of godium hydroxide (~BO p/1)T5.

2, Prepare s saturated solution with a portion of the test substance in water
and add s few drops of tennic acid (100 g/1l)TS; a precipliate is produced
which is soluble in an excess of the reagent.

3. To 5 ml of the test solution add 0.5 ml of sodium hydroxide {~80 g/1)TS
and 5 drops of copper{I1) acetate (45 g/1)T8; a violet colour iz produced.
Add 0.5 ml of potassio-mercuric ipdide TS; a white precipitate is produced,
which rapidly changes to a violet colour.

AMITRLPTYLINE HYDROCHLORIDE TABLETS

Degeription. Each tablet usually contains 25 mg of amitriptyline
hydrochloride. The tablets may be costed.

Prepatabtion of the zample

1. In the event that tablets are coated, carefully remove the coating by
sereping. Weiph 1 tablet or core and calculate the amounts equivalent to
10 mg and 0.10 g of amitriptyline hydrochloride.

Z. Grind the tablets or cores, weigh out the above caleulated equivalent
smounts to amitriptyline hydrochleoride as powdered material and use 10 mg
directly for test substance 1. For test subgtance 2, shake 0.10 g of the
equivalent amount of powder with 5 ml of hydrochloric acid (0.05 mol/l)VsS
for 30 minutes. Add 5 ml of water and 1.0 g of zodium chloride R, shake
it for 3 minutes and make alkaline with sodium hydrozide (~80 g/L)TS.
Extract with 3 quantities, each of 10 ml of ether R, separate the ether
layers carefully and filter. Extract the combined filtrate with 5 ml of
hydrochlorie acid (0.05 mol/l)VE, separate the acid solution and evaporate
it to dryness on a water-bath. Dissolve the residue in 5 ml of chloroform
R, filter, evaporate the filtrate on a water-bath and use the residue.
¥or the test solution, shake 0.10 g of the egquivalent amount of powder
with 5 ml of water, filter and uge the filtrate.

IDENTITY TESTS

Melting point. Test substance 2 melts at about 194 °C.

Colour and other reactions

1. To test substance 1 add about 2 ml of gulfuric acid (~1760 g/1)T8; an
orange  red colour is produced. Add 0.1 ml of formaldehyde TS; the colour
turns to brown.

2. To the test golution add 0.10 ml of nitric acid (~130 g/1l)TS; a white
precipitate which may sppear digsolves on stirring. Check the solution with
pH-indiecator paper R to aggure that it is acidic and add 2.0 ml of silver
nitrate (40 g/1)T8; a white, curdy precipitate is produced.

AMODIAQUINE HYDROCHLORIDE TARLETS

Description. Each tablet usually contains 200 mg of amodiagquine
dihydrochloride.
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Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 0.75 g of
amodiaquine dihydrochloride.

2. Grind the tablets, weiph out the ahove calculated equivalent amount to
amodiaguine dihydreochloride as powdered material and uze it directly as
test substance 1. Divide the test substance into 3 equal parts.

3., Shake 1 part of teszt substance 1 with 20 ml of ethanol {(~750 g/1)TS,
filter, evaporate the filtrate to dryness, recrystallize from dehydrated

ethanol R, and dey to constant weight at 105 °C. VUse the crystals as tast
gsubstance 2.

4. Suspend 1 part of test substance 1 in 5 ml of water. Place a strip of
filter-paper into the suspenzion and allow the golution to asecend for
about 4 om. Take ocut the strip, cut away the lower dipped portion as well
ag the part that has not been wetted by the solution and dry the remaining
part of the strip in air at room temperature (test-paper).

IDENTTITY TERTS

Melting behavigur. Test substance 2 melts at about 160 *C with slight
evolution of gas.

gg;our and other reactions

1. Shake the remaining part of test substance 1 with 50 ml of water and
filter. Make the filtrate alkaline with about 1 ml of ammonia (~100 g/1}TS
and allow to stand for 30 minntes. Filter, wash the filter with water until
free from chlorides. Dry the residue remaining on the filter at 10% °C for
2 hours; it melts at about 202 °C with decomposition and dizcoloration.

2. To 0.10 g of tezt zubstance 2 add 2 ml of niteic acid {~1000 g/1)T8: a
red solution is produced.

Alternate test by filter—paper technique:
Place onto the test-paper 1 drop of nitric acid (~1000 g/1)TS; an crange
coloured spot iy produced.

3. Buspend 0.05 g of test substance 2 with 2.0 m) of water and filter. To
the filtrate add a few drops of nitric acid (~130 g/1)TS and 0.5 ml of

zilver nitrate (40 g/1)TS; a white, curdy precipitate is produced in a yellow
supernatant liquid.

AMPICILLIN CAPSULES

Description. Each capsule contains ampiecillin or ampleillin trihydrate
asually equivalent to 250-500 mg of anhydrous ampicillin.

Preparation of the sample

1. Weigh the contents of 1 capsule and caleuwlate the amounts equivalent to
30 mg and 0.10 g of anhydrous ampicillin.
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2. Empty the capzules, weizgh out the above calculated equivalent amounts to
anhydrous ampicillin and uce them directly: 30 mg for test substance 1
and divide it into three equal pacts; 0.10 g for test substance 2.

3. GSuspend test substapce 2 in 5 ml of ethanol (~750 g/1)T8. Place 2
stripe of filter-paper into the suspension and allow the solution to
agcend for about 4 cm., Take ocut the strips, cut away the lower dipped
portion as well as the part that hay not been wetted by the zolution and
dry the remaining part of the stripg in air at room temperature
(test~paper).

IDENTITY TESTS

Colour and other roactions

1. Shake 1 part of test substance 1 with 3 ml of water and filter. To the
filtrate add 0.10 g of hydroxylamine hydrochleride R, about 0.4 ml of sodium
hydroxide (~80 g/1)I5 and allow to stand for 5 minutes. Following this add

1.3 ml of hydrochloric acid {~70 g/1)T® and 0.5 ml of ferric chloride
{25 g/1)T3; a violet-red to violet-brown colour is produced.

Alternate test by filter-paper technique:

Place onto a test-paper 1 drop of hydroxylamine hydrochloride (10 g/1)TS,
followed by a drop of sodium hydroxide {(~8) g/1)TE and allow to react for
5 minutesz. Apply at the same place on the test—paper 1 drop of hydrochloric
acid (~70 g/1)T8 and 1 drop of ferric chloride (25 g/1)}T8; a violet-red ring
is produced.

2. Shake 1 part of test substance 1 with 1.0 ml of water and filter. To the
filtrate add 1.0 ml of a sclution composzed of 2.0 ml of potazsic-cuprie
tartrate TS5 and 6 ml of water; o red-violet colour iz produced, turning green
on standing.

Alternate test by filter-paper technique:
Flace onto a test-paper 1 drop of a solution composed of 2.0 ml of
potaggio—-cupric tartrate TS and 6 ml of water; a light vielet spot i@ produced,

3. Dissolve 10 mg of triketohydrindene hydrakte R in 10 ml of ethanol

(~750 p/1}TS and place 0.10 ml on a gsteip of Ffilter—-paper, and dry it at

105 °C. Superimpose the spot with about 0.1 ml of a suspengion of the
remaining part of the test substance 1 in 10 ml of water, heat at 105 °C for
5 minutes and allow to cool; a viclet colour is obtained.

AMPICILLIN SODIUM POWDER FOR IMJECTION

Degeription., Each vial containsz & sterile powder of ampicillin sodium usually
equivalent to 500 mg of anhydrous ampiciilin.

Preparation of the zample

1. Weigh the contentsz of 1 vial and caleulate the smounts equivalent to
0.05 g and 0.10 g of ampicillin sodlium,

2. Empty the vials, welgh out the above caleculated equivalent amounts to
ampicillin sodium and uge them direckly: 0.05 g for test gubstance 1 and
divide it into five equal parts; 0.10 g for test gubstange 2.
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3. Buspend test substance 2 in 5 ml of ethanol (~730 g/1)T5. Place
2 strips of filter-paper into the sucpension and allow the solution to
aseend 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 part of the atrips in air at room temperature

(test-paper).

IDENTITY TESTS

Colour and other reactions

1. Dissolve balf of 1 part of test substance 1 in 3 ml of water, add 0.10 g
of hydroxylamine hydrochloride R, 1.0 ml of sodium hydroxide (~80 g/1)T5 and
allow to stand for 5 minutes. Following this add 1.0 ml of hydrochloric acid
(~70 g/LYI8 and 0.5 ml of ferric chloride (25 g/1)TS; a viclet-red to
violet-brown colour is produced.

Alternate test by filter-paper technique:

Place onte a test-paper 1 drop of hydroxylamine hydrochloride (10 g/1)TS,
followed by 1 drop of sodium hydroxide (~80 g/1)T2, and allow to react for
3 minutes. Following thies apply at the same place on the test-paper 1 drop of
hydrochloric acid (=70 g/1}T8 and 1 drep of ferric chloride (25 g/1)TS: a
vioclet-red ring iz produced.

2. Dissolve 1 part of test substance 1 in 1.0 ml of water and add 1.0 ml of a
solution composed of 2.0 ml of potassio-cupric tartrate TS and 6 ml of water;
a red-violet colour is produced, turning green on standing.

Alternate test by filter-paper technique:
Place onto a test-paper 1 drop of a mixture composed of 2.0 ml of
potassio-cupric tartrate TS and 6 ml of waker; a light violet spot is produced.

3. Dissolve 10 mg of triketohydrindene hydrate R in 10 ml of ethanol

(~750 g/1)T8 and place 0.1 ml on a strip of filter-paper, and dry it at

105 °C. S&uperimpose the spot with 0.1 wl of a solution of 1 part of test
subztance 1 in 10 ml of water, hest at 10§ °C for 5 minutes and allow to cool;
a violet zpot is obtained.

4, TDissolve 2 parts of test substance 1 in 2.0 ml of water, acidify with 3-4
drops of glacial aceatic acid R, filter and add 1.0 ml of magnesium uranyl
acetate TS or zinc uranyl acetate TS to the filtrate. Sepatch the inuide of
the tube with a4 glass rod to induce crystallizatlon; a yellow, crystalline
precipitate iz produced.

ASCORBRIC ACID TABLETS
Description.: RBach tablet usually contains 50 mg of ascorbic acid.

Preparation of the zample

1. Weigh 1 tablet and ecalculate the amount equivalent to 0.30 g of ascorbie
acid.

2. Grind the tablets, waeigh out the above caleculated equivatent amount to
escorbic acid as powdered material and use it directly as the test
substance. Divide the test substance into six equal parts.
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3. GShake 4 parts of the test substance with 20 ml of water, filter and use
the filtrate as the test zolution.

4. Juspend 1 part of the test substance in 10 ml of ethanol {~750 g/1)TS.
Place 3 strips of filter-paper into the suspension and allow the solution
te sscend 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
dey the remaining part of the strip in alr at room temperature

(test-paper).
IDENTITY TESTS
Heatipg behaviour. Heat & small quantity of the test substance in a

test- tube; it melts, acquires a brown colour and has an odour resembling
caramel., Ignite the melt; it swellsz and burns.

Colour and other resctions

1. Toe 2.0 ml of the test solution add 1.0 g of godium hydrogen carbonate R
and 20 mg of ferrous sulfate Ry a violet colour is produced. Add 2.0 ml of
hydeochloric acid {(~70 g/1)TS5; the colour dizappears.

Alternate test by filter—paper technique:

Place onto a test-paper 1 small drop of sodium hydrogen carbonate
{40 g/1)TS, followed by 1 drop of ferrous sulfate (15 g/Ll)T8; a violet spot is
preduced. Then apply at the same place on the test-paper 1 drop of
hydcochloric acid (~70 g/1)T®; the spot disappears.

2, To 2.0 ml of the test solution add 0.5 ml of potasszium permanganate
(10 g/1)T8; the initial violet colour is immediately discharged but a slight
brown precipitate may appear.

Alternate test by filter-paper technigque:
Place onto a test-paper 1 drop of potassium permanganake (20 g/1)TS; the
violet colour is discharged but a brown spot appears.

3. To 2.0 ml of the test solution add 2.3 drops of silver nitrate
(40 g/1)TS5; & dark grey precipitate is produced.

Alternate test by filter-paper technlgque;
Place onto a test-paper 1 drop of silver nitrate (40 g/1)TS; a dark grey
gpot is produced.

ATROPINE SULFATE INJECTION

bescription. The injection iz a sterile szolution uzually containing
0.9-1.0 mg of atropine zulfate in 1.0 ml of & suitable vehicle.

Preparation of the sample

Pool the contents of the ampoules equivalent to 20 mg of aktropine zulfate,
if necessary, reduce the volume to abput 25 ml on a water-bath or dilute
it to 25 ml with water and use it directly as the test solution. Divide
the tegt solution inte two equal voliunes.
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IDENTITY TESTS

Colour and other reactions

'

1. BREvaporate 1 volume of the test solution to dryness on a water-bath. To
the cooled, white residue add 5 ml of dehydrated ethanol R, shake and filter.
Evaporate the Filtrate to dryness on a watec-bath, to the resldue add 3 drops
of nitric acid (~1000 /1378 and again evaporate %o dryness. Cool khe
residue and add 4 drops of potassium hydroxide/ethancl 1T8; a brownizsh violet
colour iz produced, which zlowly disappears and a yellow residue remains.

2. To the second volume of the test splotion add a few drops of hydrochloric
acid {~70g/1)TS and a few drops of barium chloride (50g/1)TS: a white
precipitate is produced.

AZATHIOPRINE TABLETS

Descripkion, Each tablet usually contains 50 mg of szathicprine.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 0.075 g of
azathioprine.

2. Grind the tablets, weigh out the above calculated equivalent amount to
azathioprine asz powdered material and use it directly as the test
substance. Divide the test substance into three equal parts.

IDENTITY TESTS
Colour and other reactions

1. Heat 1 part of the test substance with 100 ml of water end fllter. To

5 ml of the filtrate add 1 ml of hydrochlorie acild (~250 g/1)TS and 10 mg of
zinc R powder, and allow to stand for S minutes; the solution becomes

yellow. Filter, cool in ice, add a few drops of sodiam nitrite (10 g/1)TS and
& few drops of sulfamic acid (100 g/1)T8. Shake until the bubbles disappear.
Add 1.0 ml of 2-naphthol T8; a pale pink precipitate is produced.

2. Fuse 2 parts of the test substance with 0.05 g of potassium nitrate B and
Q.10 g of potassium hydroxide R. Cool, dissolve the residue in 20 ml of water
and filter. To 5 ml of the filtrate add 1.5 ml of hydrochlorie acid

(~70 g/1)T8 and 0.5 ml of barium chloride {50 g/1)TS; a white turbidity is
produced.

BENZYL BENZOATE LOTION

Description. The letion uwsually contains 250 mg of benzyl benzoate suspended
or dispersed in 1.0 ml of a szuitable vehicle.

Preparation of the =zampla

Dissolve a volume of the lotion equivalent to 2.5 g of benzyl benzoate in
25 ml of ethanol {(~730 g/1)T8 and filter. Add 10 ml of sodium hydroxide
(~80 g/1)TS and evaporate the ethanol on a water-bath. GCool the
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golution and shake it with 15 ml of ethyl acetate R {keep the aguecus layer as
the test solution). Wash the ethyl acetate layer with 10 ml of sodium
hydroxide (~B0 g/1)T3, filter and evaporate to 2 low volume on 2

water—bath. Use the oily colourless ligquid as the tes* liquid.

TRENTITY TESTS

Heating behaviour. Heat cautiocusly a few drops of the test liguid; it
smokes, bursts inteo flame and burns with & rather sooty flame.

Colour and other reactionsg

1. To 1-2 drops of the test ligquid add 5 ml of sodiuem carbonate (50 g/1)TS
and 5 deops of potassium permanganate (10 g/1)TS; an odour of benzaldehyde iz
perceptible.

2. HNeutralize the test solution with hydrochloric acid {(~70 g/1)T8 and add
1.0 ml of ferric chloride (25 g/13T8; a reddish brown precipitate is formed.
Shake the precipitous mixture with 10 ml of hydrochloric acid (~70 g/1)TS;

a voluminous white precipitate 1z formed.

BENZYLPENICILLIN POTASSIUM POWDER FOR INJECTION

Degeription. Each vial contains a sterile powder usually equivalent to
0.6-3.0 g (1-5 million IVU) of benzylpenicillin potassium.

Preparation of the sample

1. Weigh the contents of 1 vial and calculate the amounts equivalent to about
5 mg, 0.04 g and 0.10 g of benzylpenicillin potasgium.

2. Empty the vials, weigh out the above calculated equivalent amounts to
benzylpenicillin potagsium and use them directly: about 5 mg For test
substance 1: Q.04 g For test substance 2 and divide it into four equal
parts; 0.10 g for test substance 3.

3. Buspend test substance 3 in 5 ml of ethanol (~7%0 g/1)TS, place a strip
of filter-paper inteo the suspenszion and allow the solution to ascend for
about 4 ¢m. Take out the ztrip, cut away the lower dipped portion as well
a8 the part that has not been wetted by the solution and dry the remaining
part of the strip in air at room temperature (Ltest-paper).

IDENTITY TESTH

Colour and other reactions

1. Dissolve 1 part of test substance ? in 3 ml of water, add 0.10 g of
hydroxylamineg hydrochloride B, 1.0 ml of sodium hydroxide (~80 g/1)T3, and
allow to stand for 5 minutes. Following this add 1.3 ml of hydrochlorie acid
(~70 g/1)T8 and 0.5 ml of ferric chloride (25 g/1)TS; a violet-red colour

is produced.

Alternate test by filter.paper technique:

Place onto the test-paper 1 drop of hydroxylamine hydrochloride
{10 g/1)T8, followed by 1 drop of sodium hydroxide {~80 g/1)TE and allow to
react for 5 minutes. Following thiz apply at the same place on the test-paper
1 drop of hydrochlorie acid (~70 g/1)TS and 1 drop of ferric chloride
{25 gs/1)T8; a violet-red ring is produced.
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2. Dissolve 1 part of test gsubstance 2 in a few drops of ethanol
(~750 g/1)T3, add 1.0 ml of water and ? drops of ferriec chloride
{25 g/1)18; a yellowish precipitate is produced.

3. To 10 mg of paraformaldehyde R dissolved in about 1 ml of sulfuric acid
(~1760 g/1)TS add a few crystals of test substance 1: a colourless solution
is produced., Heat the solution in a water-bath for 2 minutes and cool; the
colour changes to brown-red.

4. Dissolve the remaining parts of test substance 2 in 2.0 ml of water,

acidify with 2-4 drops of glacial acetic scid R, and add 1.0 ml of sodium
cobaltinitrite (100 g/1)IS; an orange-yellow precipitate iz produced.

BENZYLPENICILLIN SODIUM POWDER FOR INJECTION

Description. %ach vial contains a sterile powder usually equivalent to
0.6-3.0 g (1-5 million IU) of benzylpenicillin sodium.

Preparstion of the sample

1. Weigh the contents of 1 vial and caleulate the amounts equivalent to about
25 mg, 0.084 g and 0.10 g of benzylpenicillin sodium.

2. FEmpty the vials, weigh out the above calculated equivalent amounts to
benzylpenicillin sodium and uze them directly: 25 mg for test substance 1
and divide it into five equal parts; 0.04 g for tegt substance 2; 0.10 g
for test substance 3.

3. Suspend test substance 3 in 5 ml of ethanol (~750 g/1)T#, place a strip
of filter-paper into the guspension and allow the solution to ascend for
about 4 cm. Take out the strip, 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 strip in air at room temperature (test-paper)..

IDENTITY TE3T2

Melting behaviour. A few crystals of the test substance melt at about 228 °C
with decomposition (turns black).

Colour and other reactions

1. Dissolve test substance 1 in 3 ml of water, add 0.10 g of hydroxylamine
hydrochloride R, about 0.4 ml of sodium hydroxide (~80 g/1)TS and allow to
stand for 5 minutes. Following this add 1.3 ml of hydrochloric acid

{~70 g/1)T8 end 0.5 ml of ferric chloride (25 g/1)T8: a violet-red colour
is produced.

Alternate test by filter-paper technique:

Place onto the test-paper % drop of hydroxylamine hydrochloride
{10 g/1)TS, followed by 1 drop of sodium hydroxide (~80 g/1)T8 and allow to
react for 5 minutes. Following this apply at the same place on the test-paper

1 drop of hydrochlorie acid {~70 g/1)T3 and 1 drop of ferric chloride
(25 g/1)T8; a violet-red ring is produced.
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?. Dissolve test gubstance 1 in a few drops of ethanol (~75%0 g/1)TS, add
1.0 ml of water and 2 drops of ferric chloride (25 g/1)T8; a yellowish
precipitate is produced.

3. Te 10 mg of paraformaldehyde B dissolved in about L ml of sulfuriec acid
{(~1760 g/1)TE add a few crystals of test substance 1; a light yellow colour

is produced. Heat the solution in a water-bath for ? minutes and cool; the
colour chanpes to brown-red.

4. Dissolve test substance 2 in 2.0 ml of water, acidify with 2-4 drops of
glacial scetic acid B, filter and to the filtrate add 1.0 ml of magnesium
uranyl scetate TS or zine uranyl acetate TS. Secrateh the inside of the tube
with a glass rod to induce crystallizaktion; a yellow, crystalline preciplitate
iz produced.

BETAMETHASONE VALERATE CREAM

Description. The cream usually contains 1.2 mg of betamethazone valerate in

1 g of a suitable base equivalent te 1.0 mg of betamethasone per
gEram.

Preparation of the sample

Withdraw an amount equivalent to 10 mg of betamethasone valerate, shake it
well with 30 ml of methanol R and 20 ml of cyclohexane R. Separate bthe
methanol layer and wash it with twe 10 ml portions of eyelohexane R.
Filter the methanol layer and evaporate the filtrate on 4 water-bath to a
volume of 10 ml and use it as the test golution.

IDENTITY TESTS

Colour and other reactions

1. To 1 ml of formaldehyde/sulfuric aeid TS add 2.0 ml of the test soluktion
and ghake well; a pink to orange colour is produced. Heat the solution on a
water-bath for 1 minute; the colour changes to brown-violet.

2. Add 1.0 ml of hot potassio-cupric tartrate TS to 2.0 ml of the test
golution. Warm the solution for 10-15 minutes; the slightly yellowish colour
of the initial solution changes pgradually to blue and green containing a few
specks of reddish.brown precipitate.

3. Mix 2-3 drops of potassium dichromate (~100 g/1)T8 with abouk 0.5 ml of
sulfurie acid (~1760 g/1)T% and heat on a water-bath for 5 minutes; the
solution wets the #ides of the tube. Cool and add drop by drop 3 ml of the
test solution. Shake well and heat again for 15 minutes; the colour of the
solution turns to violet-black and it no longer wets the sides of the tube.

BUSULFAN TABLETS

Description. Each tablet usually contains 2.0 mg of busulfan. The taklets
may be coskted.
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Preparation of the semple

1. In the event that tablets are coated, carefully remove the coating by
geraping. Weigh 1 tablet or core and calculate the amount equivalent to
60 mg of busulfan.

2. Grind the tablets or cores, weigh out the above calculated equivalent
amount to busulfan as powdered material, shake it with 30 ml of acetone R,
filter, evaporate the filtrate to dryness on A& water-bath, erystallize
from a small volume of acetone R, separate the ¢rystals, dry them at 80 °C
for 2 hours and use this material az the test substance.

IDENTITY TESTS
Melting point. The test substance melts at about 117 °C.

Colour and other reactions

1. Fuge 30 mg of the test substance with 25 mg of potassium nitrate R and
0.05 g of potassium hydroxide R. Cool, dissolve the residue ip 10 ml of water
and filter. To 5 ml of the Filtrate add 1.0 ml of hydrochlorie acid

(~70 g/1)TS and 0.5 ml of bharium chloride (50 g/1)TS; a white precipitate

is produced.

2. Digsolve 20 mg of the test substance in 5 ml of water and add 1.5 ml of
godium hydroxide (~80 g/1)TS. Heat until a clear solution is obtalned; a
characteristic pungent odour iz perceptible. Cool the solution and divide it
into two portions:

a) To 1 portion add 2-3 dropz of potaszium permanganate (10 g/1)TS; the
purple colour changes to violet then to blue and fipnally to emerald green.

b) Acidify the second portion with a few drops of sulfurie acid
{~100 g/1)T8, add 2-3 drops of potaszium permanganate (10 g/1)TS and shake;
the purple colour of potaszsium permanganate is not discharged.

CARBAMAZEFINE TABLETS
Dascription. Each tablet usually contains 200 mg of carbamazepine.

Prepavation of the sample

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

2. Grind the tablets, weigh out the above calculated equivalent amount to
carbamazepine as powdered material, shake it with 10 ml of warm acetone R,
filter while s5till warm, evaporate the filtrate to dryness on a water-bath
and dry at 80 *C. Use the residue as the test substance.

IDENTITY TESTS

Melting point. The test substance melts at about 189 =C.

’




WHO/PHARM/B6G, 528
Page 20

Colour and other reactions

1. To 5 mg of the test substance add 1 ml of formaldehyde/sulfuric acid TS;
a yellow colour is gradually produced which turns orange on standing.

2, To 10 mg of the test substance add about 2 ml of nitric acid
(~1000 g/1)TS and heat in a water-hath for 1 minute; an orange colour is
produced.

CHLORAMBUCTL TABLETS

Description. Each tablet usually containg 2-5% mg of chlorambucil. The
tablets may be coated.

Praparation of the sample

l. 1In the event that tablets are coated, carefully remove the coating by
scraping. Welgh 1 tablet or core and caleulate the amount equivalent to
0.05% g of ¢chlorambucil.

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

IDENTITY TESTS

Colour and other reactions

1. Dissolve 10 ml of the test substance in a mizture of 1.0 ml of acetone R
and 1.0 ml of water. Add 1 drop of sulfuric acid (~1760 g/1)T2 and a few
drops of gilver nitrate (40 g/L)T8; no opalescence is immediately obszerved.
warm the solution on a water-bath for 2-3 minutes: an opalescence is obtained.

Z. To 30 mg of the test substance add 3.0 ml of hydrochloric acid

(~70 g/1)TS, mix and allow to stand for 30 minutes, shaking occasionally.
Filter, wash the residue with 5 ml of water {(keep the filtrate for test 3) 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 iodide
TS: a light beige coloured precipitate is produced.

CHLORAMPHENILICOL CAPSULEZS
Deseription. Each capsule usually contains 250 mg of chloramphenicol.

Preparation of the zsample

1. Weigh the contents of 1 capsule and calculate the amount equivalent to
45 mg of chloramphenicol.

7. FEmpty the capsules, weigh out the above c¢calculated equivalent amount to
chloramphenicol and use it directly as the test substance. Divide the
tezt zubstance into three equal parts.
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IDENTITY TESTE

Colour and other reactions

1. To 2 parts of the test substance add 10 ml of water, 2.0 ml of sulfuric
acid (~100 g/1)TS and 0.2 g of zine R powder. Allow to stand for 10 minutes
and filter. Teo § ml of the filtrate (keep the remaining filtrate for test 2)
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 iz produced.

2. To the filtrate from test 1 add 1-2 drops of sodium nitrite (10 g/1)7%,
after s few minutes add 1.0 g of urea R and a solution of 10 mg of Z-naphthol
R disseolved in 2.0 ml of sodium hydroxide (~80 g/1)T8; a red colour i=
produced.

3. Add the remaining part of the test substance to a mixture of 5 drops of
ligquafied phenol R and 0,20 g of potassium hydroxide R. Heat to boiling over
a small flome and shake; a brown-red colour is produced. Add 2.0 ml of
water; the colour turns to dark green.

CHLORAMPHENICOL PALMITATE ORAL SUSPENSION

Desecription. The szuspension usually contains 2.6 g of chloramphenicol
palmitate equivalent to about 1.5 g of chloramphenicol in 50 ml
of a suitable vehicle.

Preparation of the sample

Pool the contents of the containers equivalent to about 7 g of
chloramphenicol and use it directly as the test solution. Divide the test
golution into four equal volumes.

IDENTITY TE3TS

Colour and other resctions

1. To 1 volume of the test solution add 10 ml of ethanol (~750 E/1)TS,

shake to dissolve and if necessary, heat gently. Add 0.2 g of zinc R powder,
2.0 ml of hydrochleric acid (~250 g/1)TS and allow to stand for 10 minutes.
Filter, to the filtrate add 0.5 ml of sodium nitrite (10 E/1)TS and allow %o
stand for 2 minutes. Following this add 1.0 g of ures R and a solution
containing 10 mg of 2-naphthol R in 2.0 ml of sodium hydroxide (~80 g/1)I5;

a4 brownish orange colour is produced.

2. Repeat test 1 but omitting the zinc R powder; no red colour is produced.,

3. Dilute 1 volume of the test solution with 10 ml of ethanol (~750 E/1YTS,
if necessery, heat slightly, add 0.2 g of zinc B powder, 1.0 ml of zulfuric
acid (~100 g/1)T8% and allow to stand for 10 minutes. Filter, to the
filtrate add a few drops of nitric acid (~130 g/1)TS and a few drops of
silver nitrate (40 g/1)TS; a white, curdy precipitate is produced.

4. Boil 1 drop of the test solution with 5 ml of sodium hydroxide
(~80 g/1)T8; the mixture foams strongly and a dark yellow colour is
producead.
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CHLORQQUINE PHOSPHATE TARLEIS

pegeription. Each tablet contains chloroquine phozphate usually equivalent to
150-200 mg of chloroquine. The tablets may be coated.

Preparation of the sample

1. 1In the event that tablets are coated, carefully remove the coating by
geraping. Weigh 1 tablet or core and caleulate the amounts equivalent to
0.25 g, 0.05 ¢ and 5 mg of chloroquine phosphate.

Z. Grind the tablets or cores, weigh out the above caleculated eguivalent
amounts to chloroquine phosphate as powdered material and use them
directly: 5 mg for test gubstance 1; 0.05 g for test substance 2;
0.25 g for test substanece 3.

3. Shake test substance 1 with 1.0 ml of water, filter and use the filtrate
as the test solution.

TDENTEITY TESTS
Colour and other reactiong

1. To the teszt szolution add 1.0 ml of silver nitrate (40 g/1l)TE; a yellow
precipitate is produced. Divide this solution with the precipitate in two
parts. To one part add a few drops of nitriec acid (~130 g/1l)TE; the
précipitate digsolves to a clear solution. To the other part add & few dropz
of ammonia (~100 g/1)TS; the yellow precipitate dissolves but 2 small

amount. of white precipitate is produced.

2. Transfer test substance 2 to & small test—tube and fuse it with 1 pellet
of potasgsium hydroxide R for approximately 5 minutes. Dtop the red-glowing
tube into a conical flask containing 2.0 ml of water. Filter the mixture into
gnother test-tube, acidify with 1.0 m} of nitric acid (~130 g/1)TE and add

5 drops of silver nitrate (40 g/1)TS; an off-white, curdy precipitate is
produced.

9. Shake test substance 3 with 20 ml of water, filter and to the filtrate add
5 ml of a saturated solution of trinitrophencl R in water; a yellow
precipitate is produced. Filter and wash the precipitate until the washing
liquid becomes colourless. Collect the precipitate and dry in a desiccator
over sulfuric acid at room temperature; meltlng behaviour, aboub 207 °C.

CHLOROQUINE SULFATE TABLETE
Description. Each tablet usually contains 150-200 mg of chloroquine gsulfate.

Praparation of the sample

1. Weigh 1 tablet and calculate the amounts equivalent to 0.05 g, 20 mg and
15 mg of chloroguine sulfate.

7. Grind the tablets, weigh out the above calculated equivalent amounts to
chloroquine sulfate as powdered material and uge them directly: 0.05 g
for test substance 1; 20 mg for tegt substance 2; 15 mg for test
substance 3.
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IDENTITY TESTS

Colour and other rveactions

1. Add test substance 1 to 5 ml of sulfuric acid (~1760 g/1)}TS; the colour
of the mixture remains unchanged. Add 3 drops of potassium dichromate

{100 g/1)TS; =& red colour iz produced which quickly changes to red-brown.

2. Suspend test gubstance 2 in 2.0 ml of water and add 5 drops of
potasgio-mercuric iodide T8; a faintly yellow, thick precipitate is produced.

3. Suszpend test pubstance 3 in 5 ml of water, filter, acidify the filtrate
with 1.0 wl of hydrochlorvic acid (~70 g/1)TS and add 1.0 ml of barium
chloride (50 g/1)T8; a white precipitate is produced.

CHLORPHENAMINE HYDROGEN MALEATE TABLETS

Deseription., Each tablet usually contains 4 mg of chlorphenamine hydrogen
maleate.

Preparation of the sample

1. Waigh 1 tablet and calculate the amounts equivalent to 5 mg, 10 mg and
40 mg of chlorphenamine hydrogen maleate.

2. Grind the tablets, weigh out the above caleculated equivalent amountz to
chlorphenamine hyrogen maleate as powdered material apnd use them
directly: 10 mg for test substance 1: 2 portions of 5 mg for test
substance 2; 40 mg for test substance 3.

3. Shske test substance 1 with 3 ml of sodium nitrite (10 g/1)TS, filter and
use the filtrate as test solution 1. Shake test substance 2 with 2.0 mt
of water, filter and use the Filtrate as test solution 2.

TDENTITY TESTS

Colour and other reactions

1. Bhske test substance 2 with 5 m) of chloroform R, filter and evaporate the
filtrate on a water-bath. Dissolve the residue in 2.0 ml of water, add

3 drops of ferric chloride (25 g/1)T$ and heat to boiling; s yellow—orange
colour iz produced.

2. Divide test solution 1 equally in two test-tubes. To one tube add 1.0 ml
of sulfanilic acid TE. MHeat both tubes to boiling; = yellow colour is

produced in the treated test solution compared to the remaining very faint
pale yellow test solution.

3. To test solution 2 add 1 drop of potassium permangenate (10 §/1)T8; the
purple colour is discharged.

4. Add sbout 20 ml of weter to test substance 3, warm it to digsolve and
filter. To the filtrate add 10 ml of a saturated solution of trinitrophenol R
in weter and warm on a water-bath for 5 minutes; a precipitate is produced.
Filter, wash the precipitate with water, collect the precipitate and dry it at
105 °C for 1 hour; melting behaviour, about 196 °C with decomposition.
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CHLORPROMAZINE HYDROCHLORIDE TABLETS

Deseription. Each tablet usually contains 100 mg of chlorpromazine
hydrochloride. The tablets may be coated.

Proparation of the zample

1. In the event that tablets are costed, carefully remove the coating by
seraping. Weigh 1 tablet or core and caleculate the amounts equivalent to
0.05 g and 10 mg of chlorpromazine hydrochloride.

7., Grind the tablets or cores, weigh out the above calculated equivalent
amounts to chlorpromazine hydrochloride as powdered material and use them
directly: 0.05 g for test substance 1; 10 mg for test substance 2.

3, Shake test substance 1 with 5 ml of water, filter and use the filtrate as
tegt golution 1. Shake test substance 2 with 5 ml of chloroform R, filter
and use the filtrate az test solution 2.

IDENTITY TESTS

Colour and pther reactions

1. To 0.5 ml of test solution 1 add carefully 2 ml of sulfuric acid
(~1760 g/1)TS and sllow to stand for 5 minutes; a red colour is produced
(distinction from promazine).

2. To test golution 2 sdd 1.0 ml of sodium metapericdate (60 g/1)TE and

2.0 ml of sulfurie acid (~100 g/l)T%. Shake vigorously and allow the layers
to separate; a vivid red colour is produced in the agueous layer that fades
zlowly op standing and the chloroform layer acquires a pink colour
(distinction from promethezine).

3. To 1.0 ml of test solution 1 add 4 ml of water, about 1.5 wl of seodium
hydroxide (~80 g/1)TS, mix and filter. To the filtrate add 1.0 ml of nitric
acid (~130 g/1)TS and a few drops of silver nitrate (40 g/L)T3; a white

precipitate is produced. Add 1.0 ml of ammoniz (~100 g/1)T5; the
preciplitate dissolves.

CLOMIFENE CITEATE TABLETS
Deseription. Each tablet usually containg 50 mg of clomifene citrate.

Praparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 10 mg of clomifene
citrate.

2. Grind the tablets, weigh out the above calculated equivalent amount to
clomifene citrate as powdered material and use it directly as the test
substance. Divide the test substance into four equal parts.
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IDENTITY TESTE

Celour and other reactions

1. To 1 part of the test substance add 1 drop of sulfuriec acid
(~1760 g/1)T8; an orange colour is first produced which slowly changes to
yellowish brown and finally to greenish brown.

2. To 1 part of the test substance add 1 ml of formaldehyde/sulfuric acid
T%; a purplish brown colour iz produced.

3. Dissolve 2 parts of the test substance in 5 ml of a mixture of 1 volume of
acetie anhydride R and 5 volumes of pyridine R, and heat in a water-bath: =&
deep wine red colour is produced.

CODEINE PHOSPHATE TABLETS
Description. Each tablet usually contains 10-30 mg of codeine phosphate.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 60 mg of codeine
phosphate,

2. Grind the tablets, weigh out the above calculated equivalent amount to
codeine phosphate as powdered material, shake it with 4 portions of 10 ml
of ethanol (~750 g/1)TS and filter. Evaporate the combined filtrate to
dryness on & water-bath and use the residue as the test substance.

IDENTITY TESTS

Colour and other reactions

1. Dissolve 10 mg of the test subtance in 5 ml of sulfurle aeid

(~1760 g/1}T8, add 1 drop of ferric chloride (25 B/1)TS and if necessary,
heat gently; a vielet-blue colour iz produced. Add 2 fow drops of nitriec acid
(~130 g/1)T8; the colour changes to dark red.

2. Dissolve about 1 mg of the test substance in 1 ml of formaldehyde/sulfuric
acid TS; a dark violet colour is immediately produced.

3. Dissolve 20 mg of the test substance in 1.0 ml of water and add 1 drop of
ferric chloride (25 g/1)TS;: a precipitate is formed but no blue tinge is
observed in the solution (distinction from morphine).

4, Disgolve 10 mg of the test substance in 2.0 wl of freshly boiled and
cooled water and add a few drops of silver nitrate (40 g/1)T8; a yellow
precipitate is produced. Divide the solution with the precipitate into twoe
portions, To one portion add a few drops of nitric acid (~130 E/1)T8; the
precipitate dissolves to a elear solution. To the other portion add a Few
drops of ammonia (~100 g/1)T8 and shake well; the precipitate dizsolves as
well to a clear solution.
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COLCHLCLNE TABLETS
Description. Esch tablet usually containg 0.5 mg of colchicine.

Preparation of the sample

1, Weigh 1 tablet and ¢aleculate the amount equivalént to 3 mg of colchicine.

#. Grind the tablets, weigh out the above calculated equivalent amount to
colchicine as powdered material and use it direetly as the test
substance. Pivide the test substance into three equal parts.

ILDENTL1TY THESTE

Colour and other reactions

1. Suspend 1 part of the test substance in 2.0 ml of water and filter; the
filtrate is colourless. Add a few drops of hydrochloric acid
{~70 g/1)1%: the colour of the solution turns to yellow.

7. To 1 part of the test substance add 1.0 ml of hydrochloric acid
(~70 g/1)T8, hesat to boiling for 2 minutes and add 3 drops of ferric
chloride (25 g/1)T8; a deep yellowish green eolour is produced.

3. Suspend the remaining part of the test substance in 1.5 ml of ethanol
(~750 g/1)T8 and filter. Place a few drops of the filtrate onto a porcelain
dish and evaporate to dryness on a water-bath. Mix the residue with 3 drops
of sulfurie acid (~1760 g/1)TS; a lemon yellow colour is produced. Add

1 drop of nikric acid {~1000 g/1)T3; the colour changes to greenizh blue,
turning rapidly to reddish and finally to yellowish. Following thic add about
0.5 ml of zodium hydroxide {~200 g/1)TS; the colour turns to red.

CYCLOPHOSPHAMIDE TARLETS

Description. Rach tablet usually contains 25 mg of eyelophosphamide. The
takhlets may be coated,

Preparation of the sanple

1. iIn the event that teblets are coated, carefully remove the coaking by
gscraping. Weigh 1 tablet or core and caleulate the amounts eguivalent to
¢.20 g and 0.10 g of cyclophosphamide.

2. Grind the tablets or cores, weigh out the above ecsleulated equivalent
amounts to cyclophosphamide as powdetred material and use them direckly:
0.20 g for test substance 1; .10 g for test substance 2. Shake test
gubstance 1 with 20 ml of ethanol (~750g/1)T8, filter, evaporate the
filtrate to deyness on a water-bath and uze the residue as the test
gubztance,

3. Shake test substance 2 with 10 ml of water, filter and use the filtrate as
the test asolution.
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JDENTITY TESTIZ

Colour and other reactions

1. To 3 ml of the test solution add 5 ml of silver nitrate (40 g/1)TS; not
more than a slightly opalescent solution is produced. Boll; a white
precipitate is formed which is insoluble in nitrie acid (~130 g/1)TS, but
is goluble in ammonia (~100 g/1)TS.

2. Fuse the test substance with 0.06 g of potassium nitrate E and 0.08 g of
potassium hydrexide R. Dissolve the residue in 20 wl of water and filter. To
5 ml of the filtrate add 1.5 ml of hydrochloric acid (~70 g/1)TS and 1.0 ml

of apmonium molybdate (95 g/1)TS; a yellow precipltate is produced.

CYTARABINE INJECTION

Deseription. The injection is a sterile solutiop usually containing 20 mg of
cytarabine in 1.0 ml of a suitable vehicle.

Preparation of the sample
Pool the contents of the ampoules equivalent to 0.10 g of cytarabine and

uge it directly asz the test solution, Divide the test szolution inte Five
equal volumes.

IDENTITY TESTS

Colour and other reactions

1. To 2 volumes of the test solution add 0.5 ml of hydrochloriec acid

(~70 g/1)T8 and 4-5 drops of sodium nitrite (10 g/1)1S, and shake well.
After 2-3 minutes add 4-5 drops of Z-naphthol TS; a reddish yellow
precipitate iz produced. Shake the mixture; the colour of the precipitate
turns to greenish black while the gsolution becomes reddish.

2, Dilute 1 volume of the test solution with 1.0 ml of water, add 0.5 ml of
sodium hydroxide (~80 g/1)T& and heat in a water-bath for 3 minutes. Cool
and add 0.5 ml of copper(II) acetate (45 g/l)TS; a green precipitate is
formed. Warm on z water-bath for 5 minutes; the colour of the precipitate
turns reddish.

3. Dilute 7 volumes of the test solution with § ml of water and add 1.0 ml of
hydrochloric acid (~70 g/1)T§. warm on a water-bath for 5 minutes, cool and
transfer into each of 2 test-tubes half of the solution:

a) To one tst-—tube add a few drops of potagsium permanganate (10 g/1)1I3:
the pueple colour is discharged.

b} To the other test—tube add 0.5 ml of bromine TE and ghake; the colour
of bromine iz discharged.

DAPSONE TABLETE

Pescription. Each tablet usually contains 50-100 mg of dapsone.

co f ’ et
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Preparation of the sample

1. weigh 1 tablet and calculate the amount equivalent to .20 g of dapsone.

2. Grind the tablets, weigh out the above calculated equivalent amount to
dapsone as powdered material, shake 1t with 10 ml of waem acetone R,
filter, evaporate the filtrate, dry at 105 °C for 30 minutes and use the
residue as the test substance.

TRENTITY TESTS
Melting point. The test substance meltsz at about 174 *C.

Colour and other reactions

1. Dissolve 0.05 g of the test substance in 2.0 ml of hydrochlorie acid

{~70 g/1)T$, cool in ice and add 4 ml of sodium niteite (10 B/1)TE. Allow

to stand for 2 minutes then pour the mixture into 2.0 ml of freshly preparad
7.naphthol T$ containing 1.0 g of sodium scetate R; an orenge-red precipitate
is produced.

?. Dissolve 10 mg of the test substance in 1.0 ml of hydrochloric acid

(~70 g/1)T8, add 5 ml of water, about 0.2 ml of formaldehyde IS and mix; a

milky suspension is produced which changes rapidly into a white precipitsate.
DEXAMETHASONE TABRLETS

Description. Each tablet usually conteins 0.3-4.0 mg of dexamethasone.

Preparation of the sample

1. Weigh 1 tablet and calculate the amounts eguivalent to about 1 mg and S mg
of dexamethasone.

7. Grind the tablets, weigh out the above calculated equivalent amounts to
dexamethasone as powdered material and use them direetly: 2 portlons of
about 1 mg for test substance 1: 5 mg for the preparation of test ‘
substance ?, incinerate the material with 1.0 g of calcium oxide R and use
the white ashez obtained.

IDENTITY TESTS

Colour and other resctions

1. To 1 portion of test substance 1 add 2.0 ml of ethenol {(~730 g/1)7T8 and
shake. Then add 1.0 ml of potassio-cupric tartrate TS and heat to boiling;
an orange precipitate is slowly produced.

2. Mix ? drops of potassium dichromate (100 g/1)TS with 3 ml of sulfuric acid
{(~1760 g/1)TS and heat on a water-bath for 5 minutes; the solution wets tChe
sides of the tube. Add test szubstance ? to this solution, ghake well and
heat again for 5 minutes on & water-bath; the colour turns vielet-black and
the solution ne longer wets the sides of the tube.

3. To 1 ml of formaldehyde/sulfuric acid TS add the remaining portion of test
gubsteance 1 and shake well; a yellow-orange colour is produced. Heat on 3
water-bath for 1 minute; the colour changes to dark brown.
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DIAZEPAM TARLETS

Description. Each tablet usually contains 5 mg of diazepem. The tablets may
contain a dye.

Preparation of the semple

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

2. Grind the tablets, weigh out the above calculated equivalent amount to
diazepam as powdered material, shake it with 2 volumes of chloroform R,
each of 5 ml, filter, evaporate the combined filtrate to dryness on a
water-bath and use the rezidue as the test substance.

IDENTITY TESTS

Colour and other reactions

1. Digeolve 0.10 g of the test substance in 3 ml of hydrochloric acid
{~250 g/1)TS and heat on a water-bath for 30 minutes: a brownish yellow
solution is produced. Cool, dilute with about 10 ml of ice-water, allow to
precipitate placing it in a refrigerator overnight, filter the crystalline
precipitate, wash with water, and dry at 80 °C for 2 hours; melting point
about 94 °C.

2. To 0.0% g of the test substance add 10 mg of triketohydrindene hydrate R
and 0.5 ml of ethanol (~750 £/1)T5: =& pale yellowish greem colour is
produced. Following this add 2 drops of & mixture composed of 2 drops of
copper(II) sulfate (160 g/1)TS and 2 ml of water; the colour changes to
yellow—orange.

3. To about 10 mg of the test substance add 5 ml of sulfuric acid
(~5 g/L)T8 and heat on a water-bath for 3-5 minutes; a pale vellow colour
is produced,

DIETHYLCARBAMAZINE DIHYDROGEN CITRATE TAEBLETS

Description. Each tablet usually contains 50 wg of diethylcarbamazine
dihydrogen citrate.

Peeparation of the sample

1. Weigh 1 tablet and caleulate the amount equivalent to 0.5 g of
diethylearbamazine dihydropen citrate.

2. @rind the tablets, weigh out the above calculated equivalent amount to
diethylecarbamazine dihydrogen citrate as powdered material and use it
direetly as the test substance,

TIDENTITY TESTZE

Colour and other reactions

1. Extraet thoroughly the test substance with two sucessive portions of 10 ml
of water, filter, transfer the combined filtrate to a geparabor, make the




WHO/PHARM/86 ., 528
Fage 30

solution alkaline with sodium hydroxide (~200 g/l)T3 and extract with

4 guecessive quantities, each of 5 ml of chloroform B (retain the agueous
layer for test 2)., Wash the combined chloroform extracts with water, filter
through & plug of cokton wool and evaporate to dryness on & water-hath, To
the regidue add 1.0 ml of ethyl iodide R, heat gently under a reflux condenser
for 5 minutes, cool snd separate the viscous yellow oil. Disgolve it in a
gmall volume of ethanol {(~750 gs/1)TS, chill the solution in an ice-bath and
while stirring add sufficient ethyl acetate R to obtain a precipitate. Stir
until it erystallizes and allow the mixture to temain in the ice-bath for

30 minutes. Filter and dry the precipitate at 105 °“C: melting point about
152 *C.

2. HWeutralize the aqueous layer retained in test 1 with sulfurie acid

(~100 g/1)TS8, add an excess of mercuric sulfate T3 and boil. Add a few

drops of potassium permanganate (10 g/L)T$; the initial colour is discharged
and a white precipitate iz produced. ‘

DIGOXIN TABLETS

Degeription. Each tablet usually contains 0.0625-0.25 mg of digoxin.

Praparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to about 1 mp of
digoxin.

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

IDENTITY TESTS

Colour and other reactions

1. To 1 part of the test substance add 2.0 ml of a solution prepared by
mixing 0.5 ml of ferric chloride {25 g/1)TE with 100 ml of glacial acetic
acid, R and shake. Filter and superimpose the filtrate onte 1 ml of sulfurie
acid {~1760 g/1)T8; a brown ring, but no red colour is produced at the
junction of the two liquids and after some time the acetic acid layer acquiresz
a bluish green colour.

Z. To the rvemaining part of the test subztance add 5 ml of ethanol
{(~750 g/1)T8 and 3 ml of alkaline trinitrophenol TS; a yellow colour is
produced, which darkens with time.

EPHEDRINE HYDROCHLORIDE TABLETS

Description. %ach tablet usually contains 30 mg of ephedrine hydrochloride.

Preparation of the zample

1. Weigh 1 tablet and calculate the amount equivalent teo 0.20 g of ephedrine
hydrochloride.
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2. Grind the tablets, weigh out the above calculated equivalent amount to
ephedrine hydrochloride as powdered material, shake it with 10 ml of
water, filter, evaporate the filtrate almest to dryness, allow o
crystallize from water, separate the crystals, dry them at 10% °C for
1 hour and use the driled material as the test substapce. Divide the test
subatance into four egual parks.

IDENTITY TESTS

Meltiog point. The test substance melts at aboukr 186 °C.

Colour and other reactions

1. Dissolve 1 part of the test substance in 1.0 ml of water, add 1-2? drops of
copper (1L} sulfate (160 £/1)7T8 and 1.0 ml of sodium hydroxide (~80 g/1)T5;

a violet eolour iz produced. To this solution add 2.0 ml of l-butanol R and
shake; the butanol layer acquires a reddizh vionlet colour.

2. Dissolve 1 part of the test substance in 5 ml of water, add a few drops of
sodium hydroxide (~80 g/1)1%, 3 ml of potagsium ferricyanide (S0 g/1)T8 and
heat on a water-bath; a characteristic odour of benzaldehyde is perceptible.
3. Dbisselve 1 part of the test substance in 2.0 ml of water, add a few drops
of nitric acid (~130 g/1)T8 and a few drops of silver nitrate (40 g/1)TE: a
white, curdy precipitate 13 produced.

EPINEPHRINE HYDROCHLORIDE OPHTHALMIC SOLUTION

Description. The solution wsually contains 2.0 mg of eplnephrine
hydrochloride in 1.0 ml of a suitable vehicla.

Preparation of the sample

Pool the contents of the containers equivalent to 40 mg of epinephrine
hydrochloride and use it directly as the test solution. Divide the test
gsolution into four equal volumes.

IDENTITY TESTS

Colour and other reactionsz

1. To 1 volume of the test solution add 1-2 drops of ferric chloride
{23 g/1)T8; a green or emerald green colour is produced. Add 1 deop of
armonia (~260 g/l)TE; the colour of the solution changes to red.

2. To 1 volume of the test solution add 2.0 ml of water and 0.5 ml of sodium
nitrite (10 g/l)TS; within 10 minutes a deep red colour ig produced.

3. Add 2.0 ml of nitriec acid (~130 g/1)T8 to 1 volume of the teszt solution
and shake well. Add 0.5 ml of zilver nitrate (40 g/1)T8; a white precipitate
ig produced.

4, To 1 volume of the test solution add 2-3 drops of sulfuric acid

A~1760 g/1}T%, 2.0 ml of ammonium molybdate (95 g/1)18 and miz; a yellow
colour develops. Add 2.0 ml of zodium hydroxide (~BO g/L)TS5: the colour of
the solution changes to greenish yellow,
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ERGOTAMINE TARTRATE TARLETS

Description. Each tablet usually containg 2.0 mg of ergotamine tartrate. The
tablets may be coated.

Freparation of the sample

1. In the event that tablets are coated, carefully remove the coating by
scraping. Weipgh 1 tablet or core and calculate the amount equivalent to
2.0 mg of ergotamine tartrate.

2. Grind the tabletsz or corez, weigh out the above calculated eguivalent
amount to ergotamine tartrate as powdered material, shake it with 20 ml of
tartariec acid (10 g/1)T8, filter and use the filtrate as the test golution.

IDENTITY TESTS

Colour and other reactions

1. The test solution shows a blue fluorescence in ultraviolet light.

2. Te 1.0 ml of the test solution add slowly 2.0 ml of
fodimethylaminobenzaldehyde TS and mix; a blue celour is slowly produced.

3, To 2.0 ml of the test solution add 2 drops of potassio-mercuric iodide
TS; a white turbidity is produced (distinction from ergometrine maleate).
ETHAMBUTOL HYDROCHLORIDE TABLETS

Description. Esch tablet uzually contains 100-500 mg of ethambutol
hydrochloride.

Preparation of the =ample

1. Weigh 1 tablet and calculate the amounts equivalent to 0.075 g and 20 mg
of ethambutol hydrochloride.

2. Grind the tablets, weigh out the above calculated equivalent amounts to
ethambutol hydrochloride as powdered material and use them directly:
0.075 g for test substance 1; 20 mg for kest substance 2.

IDENTITY TESTZE

Colour and other reactions

1. Sheke test substance 1 with 5 ml of water and filter. To the filtrate add
2-4 drops of copper{II)} sulfate (160 g/1)TS and 1.0 ml of sodium hydrozide
{~80 g/1)T8; a distinet blue solution iz produced.

2. Suspend test substance 2 in 5 ml of water and filter. To the filltrate add
0.5 ml of nitric acid (~130 g/1)TS and 1.0 nl of silver nitrate (40 p/1)IS;

a white precipitate is produced. Add a few drops of ammonia (~100 g/1)TS;

the precipitate dissolvaes.
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ETHINYLESTRADIOL TABLETS

Description. Each tablet usually contains 0.05 mg of ethinylestradiol. The
tablets may be coated.

Preparation of the sample

1. TIn the event that tablets are coated, carefully remove the coating by
seraping. Weigh 1 tablet or core and calculate the amount equivalent to
2.5 mg of ethinylestradiol.

2. Grind the tablets or cores, welgh out the above calculated equivalent
amount to ethinylestradiol as powdered material, shake it with 25 ml of
dehydrated ethanol R, and filter, Uge the Filtrate as the test solution.

IDENTITY TESTS

Colour and other reactlons

1. Evaporate 10 ml of the test solution to dryness on a water-bath. To the
residue add about 1 ml of sulfuric acid (~1760 g/1)TS; an orange solution

is produced. Dilute the solution with 10 ml of water; a red-violet colour is
producad.

2. Eveporate 10 ml of the test sgolution to dryness on water-bath. To the
residue add 0.5 ml of ethanol (~730 g/1)TS and about 1 ml of sulfuric acid
{(~1760 g/1)T8; an orange solution is produced which shows a green
fluorescence. Dilute the solution with 5 ml of ethanol (~750 g/1)TS; =
red-violet zolution is produced which shows & green fluorescenca,

FERROUZ SULFATE TABLETS

Degseription. Each tablet contains ferrous sulfate or dried ferrous sulfate
usually equivalent to 60 mg of iron. The tablets may be coated.

FPreparation 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 eguivalent to
0.3 g of ferrous sulfate.

2. Grind the tablets or cores, weigh out the above calculated equivalent
smount to ferrous sulfate as powdered material and use it direactly as the
test substance, Divide the test substance into three agual parts.

IDENTITY TESTS

Colour and other reactions

1. To 1 part of the test substance add 5 ml of water, then drop by drop
ammonia (~100 g/1)TS until a bluish-green precipitate is produced. Shake

the mixture vigorously; the precipitate turns dark green, then greenish-brown
and on standing brown.
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2. Add 1 part of the test substance to a mixture compozed of 3 ml of water
and 4 drops of hydrochloric acid {(~70 g/1l)TS8, then add 1.0 ml of potassium
ferrricyanide (50 g/1)T8; a dark blue precipitate iz produced.

Alternate colour test:

Sprinkle a few crystals of potassium ferricyanide R on a small guantity of
moistened test gsubstance; deep blue zpotg appear.
3. Add the remaining test substance to a mixture composed of 3 ml of water
and 4 drops of hydrochloric acid (~70 g/1)}7T8, shake well and filter. Then
zdd to the filtrate 1.0 ml of barium chleride {50 g/l)}TS; & white precipitate
is produced.

FOLIC ACID TABLETE

Degcription. &Each tablet usually contains 1.0 mg of folic acid.

Preparation of the sample

1. Weigh 1 tablet and caleulate the amounts equivalent to 10 mg and 40 mg of
folic acid.

2. Grind the tablets, weigh out the above caleuwlated equivalent amounts to
folic acid as powdered makerial and use them directly: 10 mg for test
substance 1; 40 mg for test substance 2.

IDENTITY TESTS

colour and other resctions

1. To test substance 1 add 2.0 ml of hydrochloric aecid (~70 g/1)T3, shake
and filter. To the filtrate add ? drops of ligquified phencol R and 3 drops of
potassium bromate (15 g/1)TS; a dark red colour is produced.

?. Prepate a suspension by adding 18 wl of water and 2.0 ml of ammonia

(~100 g/1)T5 to test zubstance ? and shake. To test-tube 1 transfer 5 ml of
the suspension and add 0.5 ml of potascium permanganate (10 g/L}TE. To
test—tube 7 tranafer 1.0 ml of the suspension and 5 ml of wakter. To both
tubes add 2.0 ml of sodium nitrite (10 g/1)TS and 2.5 ml of hydrochloric acid
{~70 g/1)T8, mix and allow to stand for 2 minutes. Then add to both tubes

0.5 ml of & golutlon prepared by digsolving 0.25 g of Z-naphthol ® in 15 ml of
godium hydroxide (~B0 g/L)TS; an intense reddish brown colour is produced

in test-tube 1, whereas a yellowish colour is formed in test-—tube 2.

FURQEEMIDE INJECTION

Description. The injection is & sterile solution usually containing 10 mg of
furosemide in 1.0 ml of a suitable vehicle.

Proparation of the sample

Pool the contents of the ampoules equivalent te 40 mg of furosemide,
evaporate to dryness on a water-bath, shake the residue with 10 nl of
acetone R and filter., Evapoerate the filtrate to dryness on a water-bath
and use the residue as the test substance.
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IDENTITY TESTS
Colour and other reactions
1. To 23 mg of the test substance add 5 ml of ethanol (~75%0 g/1)T3, heat on
a water-bath for 2-3 minutes and add 3.0 ml of 4-dimethylaminobenzaldehyde TS
without shaking; a yellow-green colour is produced which changesz to red
starting From the botiom of the test-tube.
2. Dissolve 5 mg of paraformaldehyde R in about 1 ml of sulfuric acid
{~1760 g/1)T8 and add to it 5 mg of the test substance; a yellow colour is
obtained (retain the solution for test 3).
3, Heat the solution from test 2 on a water-bath For 5 minutes; the colour
of the solution changes to red-brown. Carefully add 10 ml of water; the
¢olour changes to light green.

FUROSEMIDE TABLETS
Description. Each tablet usuwally containg 40 mg of furosemide.

Preparation of the zample

1. Weigh 1 tablet and calculate the amounts equivalent to 40 mg and 5 mg of
furosemide.

2. Grind the tablets, weigh out the above caleulated equivalent amounts to
furosemide as powdered material and use them directly: 40 mg for test
substance 1; 5 mg for test substance 2.

3. Shake test substance 1 with 10 ml of ethanol (~7530 g/1)TE, filter and
uge the filtrate as the test solution.

IDENTTITY TESTS

Colour and other reactions

1. To 5 ml of the test zolution add 2.0 ml of 4-dimethylaminobenzaldehyde
T8; a deep red c¢olour is produced.

2. Dissolve 5 mg of paraformaldehyde R in 1 ml of sulfuric acid

(~1760 g/1)TS and add to it test substance 2; a deep yellow colour is
produced with a brownlish tinge (retain the solution for test 3).

3. Heat the solution obtained in test 2 on a water-bath For 5 minutes; the
colour of the solution changes to red-brown.

GLUCOSE INJECTIQN

Description. The injection is a sterile zolution usually containring 50-500 mg
of glucose in 1.0 ml of a suitable wvehicle.
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Preparation of the sample

1. Pool the contents of the containers equivalent to 0.25 g of glucose and
uze it directly az the tezt selution.

?. Evaporate the equivalent amount of about 0.25 g of glucose on a wakter-bath
and use the viscous residue as the test substance,

TDENTITY TESRTS

Heating behaviour. Heat gently a small quantity of the test substance; it
becomes yellow, then brown, and an odour of burnt sugar is perceptible. Heat
further to ignition; the melt swells, then burns and chers.

Colour and other reactions

To 5 ml of the test solutien add 1.0 ml of potassio- cupric tartrate TS and
heat on a water-bath for 10 minutes; a brick red precipitate iz formed.

GRLSEOFULVIN TABLETS
Degcription. Each tablet usually containg 125-250 mg of griseofulvin.

Preparation of the sample

1, wWeilgh 1 tablet and calculate the amount equivalent to 20 mg of
griseofulvin.

2. Grind the tablets, weigh out the above c¢aleulated equivalent amount to
grigecfulvin as powdered material and uge it directly as the test
substance. Divide the test substance into four aqual parts.

IDENTITY TESTS

Melting behaviour. The test substance melts at sbout 218 °C with
decomposition.

Colour and other reactions

1. Digsolve 2 parts of the test substance ip 1.0 ml of ethanol

(~750 g/1)T5; add 0.20 g of sodium sulfite R, 1.0 ml of godium hydroxide
{~80 g/1)T8, heat on a water—bath and allow to stand for sbout 10 minutes;
a lempon-yellow colour is produced.

?. Digsolve 1 part of the test substance ip about 1 ml of sulfuric acid
(~1760 g/1)TS; =a yellow-orange colour is produced. Add 1 drop of potagsium
dichromate (1000 g/1)T2; the colour of the solution changes to wine-red.

HOMATROPINE HYDROBROMIDE OPHTHALMIC SOLUTION

Description. The solution usually contains 20 mg of homatropine hydrobromide
in 1.0 ml of a suitable wvehicle.
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Preparation of sample

Pool the contents of the containers equivalent to S0 mg of homatropine
hydrobromide, evaporate it to dryness on a water-bath and use the residue
as the test gsubstance,

IDENTITY TESTS
Colour and other resctiong

1. Heat cautiocusly in a dry test—tube 10 mg of the test substance with
2-3 drops of sulfuric acid (~1760 g/1)TS until a brown colour is produced.
Cool, add 5 ml of water and boil; an odour of benzyldehyde iz perceptible.

2. Place 5 mg of the test substance in & porcelain dish, add about 0.5 ml of
nitrie acid (~1000 g/L)TS and about 0.5 ml of acetic anhydride R, and
eveporate to dryness on a water-bath; a yellow residuye 1z obtained. To the
cooled residue add 0.5 ml of acetone R and a few drops of potassium.

hydroxide/ethanol TS; & violet colour is produced which disappears on
standing.

3. Repeat test 2 without the addition of acetie anhydride B: no vicolet
colour is produced (distinetion from atropine and hyoscine).

IBUPROFEN TARLETS
Deseription. Each tablet usually contains 200 mg of ibuprofen.

Preparation of the sample

1. Weigh 1 tablet and caleculate the amount equivalent to 0.5 g of ibuprofen.

2. Grind the tablets, weigh out the above calculated equivalent amount to
ibuprofen as powdered material, shake it with 20 ml of acetone R, filter,
allow the filtrate to evaporate to dryness without heating, crystallize
the residue from 10 ml of acetone R, separate the erystals, allow to dry
in air and use the residue as the test substance.

IDENTITY TESTS

Melting point. The test substance melts at about 76 °C.

Colour and other reactions

1. Dissolve 30 mg of the test substance in 2.0 ml of ethanol (~750 E/L)TS,
dilute with 2.0 ml of water and add 0.05 g of sodium hydrogen carbonate R; =&
gas is evolved.

2. To 0.06 g of the test substance add & drops of thionyl chloride R and heat
on a weter-bath for 30 minutes. Separately dissolve 0.30 g of hydroxylamine
hydrochloride R and 1 pellet of potassium hydroxide R in 3 ml of methanol E.
Filter and transfer 2.0 ml of the filtrate to the above mixture. Heat
carefully on a water-bath for ? minutes, add 1.0 ml of hydrochloric acid

(~70 g/1)T8 and 3 drops of Ferric chlorvide (25 E/1)TS; a brownish red
solution iz produced.
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TNDOMETACLN CAPSULES
Description. Each capsule usually contains 25 mg of indometacin.

Preparation of the sample

1. Weigh the contents of 1 capsule and calculate the amount equivalent to
0.06 g of indometacin.

2. Empty the capsules, weigh out the above caleculated equivalent amount to
indometacin and use it directly as the test substance. Divide the test
substance into three equal parts.

IDENTITY TESTS

Calour and other reactions

1. To 1 part of the test substance add 1.0 ml of water, 1 drop of sodium
hydroxide (~80 g/1)TS, shake and filter. To the filtrate add 1.0 ml of
godium niteite (L0 g/1l)TS, allow to stand for 5 minutes and cautiously add
about 0.5 ml of hydrochloric acid (~250 g/1)T8; a green colour is produced.

2. To the remaining parts of the test substance add 2.0 ml of sodium
hydroxide (~80 g/1)T8; a strong yellow colour is produced thakt changes
gradually to colourless.
IODINE SOLUTION
Description. The solution usually containg 20 mg of iodine and 25 mg of
potassium iodide or sodium iodide inm 1.0 wml of a suitable

vehicle.

Preparation of the sample

1. Pool the contents of the containers equivalent to 0.06 g of iodine and use
it directly as the test solution.

Z. Evaporate half of the volume of the test solution to dryness on a
water-hath, ignite gently to volstilize eny free iodine and use the
residue as the test substance.

IDENTLITY TESTS

Colour and other reactions

1. Dilute 1 drop of the test solution with 10 ml of water and add 1.0 ml of
sterch TS; & deep blue colour is produced.

7. Dissolve 5 mg of the test substance in 2.0 ml of water and add 5 drops of
silver nitrate (40 g/1)T8; a yellow, curdy precipitate is formed which is
practically insoluble in ammonia (~100 g/1)T8 and in nitric aeid

(~130 g/1)18.

3. Dissolve 5 mg of the test substance in 2.0 mi of water, acidify with

0.5 ml of hydrochloric acid (~70 g/1)T8, add 5 dropsz of ferric chloride

(25 §/1)T8, 2.0 ml of chloroform R and shake; the chlovoform layer acquires a
violet colour.
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If the solution contains potassium iodide perform the following test:

4. To 5 mg of the test zubstance add 1.0 ml of water, shake to dissolve and
place 1 drop of this solution on a white tile. Sprinkle a few crystals of
sodium cobaltinitrite R onto it; a precipitate or turbidity appears
{potassium).

If the solution contains sodium iodide perform the following test:
5. BShake 10 mg of the test substance with 1.0 ml of water, acidify with 1-2

drops of acetic acid (~300 g/1)T8 and add 2.0 ml of magnesium uranyl acetate
I8 or zinc uranyl acetate TS3; a light yellow, crystalline precipitate iz
produced (sodium).

ISONIAZID TARLETS
Deszcription. Each tablet uzually contains 100-300 mg of iszoniazid.

Preparation of the sample

1. Weigh 1 tablet and calculate the amounts equivalent to 0.10 g and 40 mg of
izoniazid.

2, Grind the tablets, weigh out the above calculated equivalent amounts to
izoniazid as powdered material and use them directly: two portions of
0.10 g for test substance 1; 40 mg for test substance 2.

IDENTITY TESTS

Colour and other reasctionz

1. To one portion of test substance 1 add 2.0 ml of water, shake and filter,
then add & mixture composed of 1.0 ml of silver nitrate (40 g/1)TS and 1.0 ml
of ammonia (~100 g/1)TS; bubbles of nitrogen evolve, the mixture turngs From
yellow to black and a metallic silver mirror appears on the gides of the
test-tyhe.

2. To the remaining portion of test substance 1 add 1.0 ml of water, 1.0 ml
of sodium hydroxide (~80 g/1)TS and shake; a dengse mixture is formed.
Following this add a few drops of iodine TS; a transient blue colour may be
observed due to the presence of starch and bubbles of gas are evolved.

3. Mix test substance 2 with 0.10 g of anhydrous sodium carbonate R, place it

in & dry test—tube and heat; pyridine, perceptible by its odour, is produced
{some pharmaceutical aids may mask the odour),

IZOPRENALINE SULFATE TABLETS

Peseription. Each tablet usually contains 10-20 mg of isoprenaline sulfate.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 25 mg of
igsoprenaline sulfate.
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2. Grind the tablets, weigh out the above caleculated equivalent amount to
igoprenaline sulfate as powdered material and use it directly as the test
substance. Divide the test substance into five egual parts.

IDENTITY TESTS

Colowr and other reactionz

1. Susgpend 2 parts of the test subetance in 10 ml of water and add 1-2 drops
of ferric chloride (25 g/1)T8; ah emerald-green solution is produced. Add a
few drops of a freshly prepared szolution of 0.10 g of sodium hydrogen

carbonate R disszolved in 1.0 ml of water; the colour of the suspension turns
slowly to blue and then to red.

2. Suspend 1 part of the test substance in a mixture of 1.0 ml of sulfuric
acid (~5 g/1)T8 and 2.0 ml of water, Add 3 ml of ammonium molybdate

{95 g/1)T8; a yellow colour is produced. While mixing add slowly 2.0 nl of
godium hydroxide (~80 g/1l)TS; the yellow colour is discharged, a red colour
appears which gradually changes to greenish yellow with a brownish tinge.

3. Suspend 2 parts of the test substance in 5 ml of water, add 1.0 ml of
hydrochloric acid {~70 /LYT8 and 1.0 ml of barium chloride (50 g/l)}TE5; a
white, crystalline precipitate iz produced.

LEVODOPA TABLETS

begeription. Each tablet usually contains 250 mg of levodopa.

Preparation of the sample

1. Weigh 1 tablet and ealeulate the amounts equivalent to 0.15 g and 3 mg of
levodopa.

?. Grind the tablets, weigh out the above calculated equivalent amounts to
levodopa as powdered material and use them directly: 0.15 g for kest
subatance 1: 5 mg for test substance 2.

IDENTITY TESTS

Colour and other reeactiong

1. Dissolve tegt gubstance 1 in 5 ml of hot water. Divide the zolution into
two parts. To one part add a few drops of ferric chloride (25 g/1)TS; a dark
green solution is produced (retain the remaining part for test 3).

Z. Dissolve test subatance 2 in 1.0 ml of sulfuric aeid (-5 g/1)T%, add

2.0 ml of water and 3 ml of ammonium molybdate (95 g/1)T5 and mix; a golden
yellow colour appears. Add slowly while mixzing 2.0 ml of sodium hydroxide
(~80 g/1)TS and allow to stand for about 5 minutes; & yellowish red
golution is produced.

3. To the remaining part of the solution obtained in test 1 add about 0.5 mg
of triketohydrindene hydrate R and warm on a water-bath; & blue-violet colour
is produced.
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LIDOCAINE HYDROCHLORIDE INJECTION

Description. The injection is a sterile solution usually containing 10-20 mg
of lidocaine hydrochloride in 1.0 ml of a suitable vehicle.

Preparation of the sample

1. Pool the contents of the ampoules squivelent to 0.30 g of lidocaine
hydrochloride and use it directly as the test solution. Divide the test
solution into four equal volumes,

2. Evaporste 2 volumes of the test golutlon to dryness on a water-bath and
use the residue asx the test subgtance.

IDENTITY TESTS
Colour and other reactions

1. Dissolve the test substance in 10 ml of water. Make the zolution just
alkaline with sodium hydroxide (~80 g/1)TS using pH-indicator paper R.

Collect the precipitate on a small filter, wash it with water and transfer the
crystals to a test-tube, Add 1.0 ml of ethanol (~750 g/1)TS, 3-4 drops of
cobalt(II) chloride (30 g/1)T8, and shake; a blue precipitate is produced the
colour of which gradually changes to green.

2. To 1 volume of the test solution add 3 drops of iodine IS; a brown
precipitate iz formed,

3. To 1 volume of the test solution add 1.0 ml of nitric acid (~130 g/1)TS
and 1.0 ml of =ilver nitrate (40 g/L)TS; =& white precipitate is produced.

MANNITOL INJECTION

Degeription. The injection is & sterile solution usually containing
100-200 mg of mannitol in 1.0 ml of a suitable vehicle.

Preparation of the gample

Pool the contents of the containers equivalent to 2.0 g of mannitol,
evaporate to dryness on a water-bath and use the viscous residue as the
test substance. Divide the test substance into four equal parts.

IDENTITY TE2TS

Melting point. Dry 1 part of the test substance at 105 °C; it melts at about
167 *C.

Colour and other reactions

1. Add 1 part of the test substance to 2.0 ml of ferric chloride (25 g/1)T8 =
tube 1, Transfer 5 drops of water to & separate test—tube cottbeining 2.0 ml
of ferric chloride (25 g/1)TS = tube 2. To both tubes add 5 drops of sodium
kydroxide (~200 g/1)T8; a brown precipitate is formed in tube 2 and a

yellow precipitate is formed in tube 1. Shake both tubes vigorously; a clear
solution results in tube 1, but the precipitate remains in tube ?. Further
addition of sodium hydroxide (~200 g/1)T% does not cause precipitation in

tube 1, but more precipitation takes place in tube 2.
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2. Dissolve 1 part of the test substance in 2.0 ml of water, add 2.0 ml of
potagsio-cupric tartrate T2 and heat the mixture to boiling; no precipitate
is formed.

3. Diggolve the remaining parts of the test substance in 2.0 ml of water, add
1 drop of sodium hydroxide (~80 g/1)TS and 5 drops of potassium permanganate
{10 g/1)T8. Heat the mixture to boiling; the solution iz decolorized.
Following this add 2.0 ml of potassio-cupric tartrate TS and heat again to
boiling: a beick red precipitate separates,

MEBENDAZOLE TABLETS
Description. Each tablet usually contains 100 mg of mebendazole.

Frepacvation of the sample

1. Welgh 1 tablet and caleulate the amount equivalent to 0.08 g of
mebendazole.

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

TDENTITY TESTS

Colour and other reactiong

1. Shake 1 part of the test substance with 2.0 ml of sodium hydroxide

(~80 g/1)T3 and heat the yellowish coloured zuspension until dissolved; the
solution is yellow. Add a few drops of copper(II) sulfate (160 g/1)TS; a
greenish precipitate is produced. Add a few drops of ammonia (~100 g£/1)TS;
the colour of the precipitate turns to greenish blue.

2. To the remaining part of the test substance add 2.0 ml of sulfurie acid
{(~1760 g/1)T5: & yellow solution is produced. Carefully dilute with 2 ml

of water; the yellow colour disappears. Filter and add 1.0 ml of silver
nitrate (40 g/1)T3; a white precipitate is formed which does not dissolve in
an excess of ammonia {~100 g/1l)TS.

METHYLDOFA TABLETS

Pescription. Each tablet usually contains 250 mg of methyldopa. The tablets
may be coated.

Preparation of the sample

1. In the event that tablets are coated, carefully remove the coating by
geraping. Weigh 1 tablet or core and calculate the amounts egquivalent to
about 2 mg, 10 mg and 0.04 g of methyldopa.

2, @Grind the tablets or cores, weigh out the above calculated equivalent
amounts to methyldopa as powdered material and use them directly: about
? mg for test substance 1; 10 mg for test subtance 2; 0.04 g for fest
substance 3,
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IDENTITY TEST3

Colour angd other reactiong

1. To test substance 1 add 3 ml of water and 1 drop of farric chloride
{25 g/1)T8; a green colour is produced., Add 10-20 mg of sodium hydrogen
carbonate R; a blue colour is produced that changes to red-violet.

2. Add test subztance 2 to a mixture of 1.0 ml of sulfuriec acid (~3 g/1)}T3
and 2.0 ml of water:; then sdd 3 ml of ammnonium molybdate (95 g/1)TE, mix; a
golden yellow colour iz produced. While stirring add 2 ml of sodium hydroxide
{(~200 g/1)T3; a pink coloration is produced.
3, To test substance 3 add 5 ml of water, 2.0 ml of potassio-cupric tartrate
T8 and heat; the colour of the solution turns green and & red precipitate is
produced.

METRONIDAZOLE TABLETS
Description. Each tablet usually containsz 200-500 mg of metronidazole.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent ko 0.10 g of
metronidazole.

Grind the tablets, weigh out the above calculated equivalent amount to
metronidazole as powdered material, shake it with 30 ml of water, filter,
evaporate the filtrate to a smaller volume, allow to crystallize, zeparate
the crystals, dry at 105 °C for 1 hour and use the dried material as the
test substance, Divide the test substance inte three egqual parts.

IDENTITY TESTS

Molting behaviour. The test substance melts at about 160 *C with
decomposition.

Colour and other reactions

1. To 1 part of the test substance add 0.05 g of 4-dimethylaminobenzaldehyde
R dissolved in 2.0 ml of hydrochlorie acid {(~70 g/1)T3; a yellowish colour
is produced. Add 0.05 g of zine R powder; the colour changes to red-orange.
2. To 1 part of the test substance add 5 ml of sodium hydroxide {(~80 g/Ll)TS
and boil; the solution showiz the following colours in turn: pink,
pink-violet, red-violet, red, red-brown, yellow-brown and yellow.

NEOMYCLN SULFATE TABLET:S
Description. Each tablet usually containg 150-350 mg of neomycin zulfate.

Prepavation of the sample

1. wWeigh 1 tablet and calculate the amount equivalent to 0.05 g of neomycin
sulfate.
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2. Grind the tablets, weigh ocut the above calculated equivalent amount to
neomycin sulfate as powdered material, shake it with 10 ml of water,
filter and evaporate the filtrate to dryness. Use the residue az the test
substance. Divide the test substance into three equal parts,

IDENTITY TESTS

Colour and other reactions

1. Dissolve 1 part of the test szubstance in 2.0 ml of a solution of 25 mg of
sodium acetate R per ml of water, and add 1.0 ml of a freshly prepared
solution of 5 mg of triketchydrindene hydrate R péer ml of wakter. Heat the
mixture on a water-bath for 5 minutes; a violet colour iz produced.

2. Dissolve 1 part of the test substance in abouk ? ml of sulfuric acid
(~1760 g/1)T8; the solution is colourless to slightly yellow. Add 8 ml of
water; no precipitate is observed.
3. Dissolve 1 part of the test substance in 2.0 ml of water, add 5 drops of
hydrochloric acid (~70 g/1)T8 and 5 drops of barium chloride (30 gll)TS, a
white precipitate is formed.

NITROFURANTOIN TABLETS
Description. Each tablet usually contains 100 mg of nitrofurantoin.

Preparation of the samplae

1. Weigh 1 tablet and calculate the amounts eguivalent to 20 mg and about
1 mg of nitrofurantoin,

2. Grind the tablets, weipgh out the asbove calculated equivalent amounts to
nitrofurantoin as powdered material and use them directly: 20 mg for Lest
substance 1; two portions of about 1 mg for test substance 2.

IDENTITY TESTS

Colour and other reactions

1. Suspend test substance ] in a mizture of 5 ml of sodium hydrozide
{(~B0 E/1)T% and 5 ml of water; an oresnge-tred solukion ig produced which
changes to dark brown.

2. 7To 1 portion of test substance Z add 1.0 ml of dimethylformamide R,
2 drops of potazzium hydroxide/ethanol TS and shake; a brown colour ig
produced.

3. Mix the remsaining portion of test substance 2 with about 2 ml of zulfuric
acid (~1760 g/1)T8; a light yellow colour is produced. Add 10 mg of
resorcinol R;  the colour changes to strong yellow, then orange and finally to
brown .
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NYSTATIN TABLETS

Description. Each tablet usually contains 500 000 IU of nystatin. The
tablets may be coated.

Preparation of the sample

1. Tn the event that tablets are coated, carefully remove the coating by
scraping. Weigh 1 tablet or core and caleculate the amount equivalent to
0.16 g of nystatin.

2. Grind the tablets or cores, weigh out the above calculated equivalent
amount to nystatin as powdered material and use it directly as the test
substance. Divide the test substance inko three equal parts.

IDENTITY TESTS

Colour and other reactions

1. To 1 part of the test substance add 2.0 ml of sulfuric acid
(~1760 g/1)TS; a brown-violet colour is produced.

2. To 1 part of the test substance add 1.0 ml of ethanol (~750 g/1)T3 and
about 1 ml of hydrochleriec acid (~250 g/1)TE2, shake and Filter. To the
filtrate add a few crystals of resorcinol R, and heat on a water-bath For
2 minutes; a pink colour is produced.

3. To 1 part of the test substance add 2.0 ml of ethanol (~750 g/1)T5,

shake and filter. To the filtrate add sbout 1 ml of hydrochloric acid

{~250 g/1)T8, and 2 drops of a solution composed of 1.0 ml of ferric

chloride (25 g/1)T3 and 10 ml of water; a yellowish green colour is produced.
PARACETAMOL TABLETS

Description. Each tablet uszually contains 100-500 mg of paracetamol.

Preparation of the gample

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

2. Grind the tablets, weigh out the above caleculated equivalent amount to
paracetamol as powdered material, zhake it with 20 ml of hot ethanol
(~750 g/1)T8, filter, evaporate the filtrate to dryness on a water-bath
and use the residue as the test zubiatance.

IDENTITY TERIS

Melting point. The test substance melts at about 170 *C.

Colour and other reactions

1. Dissolve 0.10 g of the test substance in 10 ml of water and add 0.5 ml of
Ferric chloride (25 g/1)T%; an intense blue colour 1z produced.
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2, To 0.10 g of the test substance add about 2 ml of hydrochloric acid

(~250 5/1)1S and heat to bolling for 1 minute. Following thiz add 10 m] of
water, 1 drop of potagsium dichromate (100 g/1)T%, and shake; a vioelet colour
iz produced.

3. Disggolve 3% mg of the test substance in 2.0 ml of ethanol (~750 p/Ll)TS

and add Z ml of 4-dimethylaminobenzaldehyde TS; the solution remains almost
colourless. Heat the solution in a water-bath for 5 minutes; a yellow colour
iz produced,

PHENOBARBITAL TABLETS

Degeription. Hach tablet usually containg 50-100 mg of phenobarbital.

Proparation of the sample

1. Weigh L tablet and calculate the amount equivalent to 0.5 g of
phenobarbital.

2. Grind the tablets, weigh out the above calculated egquivalent amount to
phenobarbital as powdered material, and use it directly as the test
substance, Divide the test substance into 5 equal parkts.

3. 8hake 4 parts of the test substance with 10 ml of dehydrated ethanol R,
filter, evaporate the filtrate to dryness and use the residue as teght
substance 1.

4. Suspend 1 part of the test substance in 5 ml of ethanol (~750 g/1)TS3,
place & strip of filter-paper into it and allow the solution to ascend for
about 4 cm. Take out the strip, 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 strip in alr at room temperature (test-paper).

IDENTITY TESTS

Melting point. Test zubstance 1 melts at about 174 °C.

Heating behaviour. Heat test substance 1: a colourless melt iz obtained
which has a chatacteristic odour and white fumes are developed. When
inflamed, it burns with a gtrong luminous flame. When ignited, the residue
has g yellowish brown colour that turns finally to black.

Colour and other reactions

1. Dissolve 20 mg of test substance 1 in 5 ml of methanel R, add 1 drop of
cobalt(I1) chloride (30 g/1)TS and 3-4 drops of ammonia (~100 g/1)TS; a
violet colour is produced.

Alternate test by filter-paper technique.

Flace onto the test-paper 1 drop of cobalt(Il) chleoride (30 g/1)TS,
followed by 1 drop of ammonia (~100 g/1)T8 applied over the same spot; a
yellowizh spot with a violet border is produced.

2. Digzolve 0.10 g of test subztence 1 ia a mixture of 5 ml of water and

0.5 ml of sodium hydroxide {(~80 g/1)T8, filter, then add 1.0 ml of citric

acid (90 g/1)T8; a white, voluminous precipitete is produced (distinetlen
from barbital).
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3. Using heat diszolve 10 mg of test substance 1 in 10 ml of water. Cool and
pour into a mixture composed of 0.5 ml of potassium bromate (15 g/1)T5, 0.05 g
of potassium bromide R end 1.0 ml of hydrochloric acid (~70 g/1)TS. GShake;
a stable reddish yellow colour iz obtained (distinetion from hexobarbital).

4. To 0.20 g of test substance 1 add about 2 ml of sulfuric acid
(~1760 g/1)T8 and 20 mg of zodium nitrate R: a yellow coloration is
produced.

FREDNISOLONE TABLETS

bDeseription. Each tablet usually contains 5.0 mg of prednisolone.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount egquivalent teo Q.10 g of
prednisolone.

Grind the tabletz, weigh out the sbove caleculated equivalent amount to
prednisolone as powdered material, shake it with 25 ml of chlorofeorm R and
filter. Evaporate the filtrate to dryness on a water-bath and use the
residue as the test substence.

IDENTITY TESTS

Colour and other reactionsg

1. To about 2 mg of the test substance add about 2 ml of zulfurie acid
(~1760 g/1)TS and allow to stand for 5 minutes; the following colours are
obszerved ip turn, yellow, orange, pink and light red. Following this dilute
the solution very cautiously with 10 ml of water; a yellow colour is first
observed changing to ¢olourless and after a few minutes a light brown
flocculent precipltate is produced.

2. To about ? mg of the test substance add about 1 ml of phosphoric acid
(~1440 g/1)T8 and heat cautiocusly; the following colours are observed in
turn, yellow, green, orange and reddish brown.

3., To 0.05 g of the test substance add 0.5 ml of potassium hydrexide/ethanol
T8, 1.5 ml of ethanol {~750 g/1)T% and heat in a water-bath for 5 minutes.
Cool, cauticusly add 1.0 ml of water and 1 ml of sulfurle aeid (~1760 g/1)IS
and heat gently for 1 minute; no odour of ethyl acetate is perceptible
(dizstinction from prednisoleone acetate).

4, To 5 mg of the test substance add 2.0 ml of ethanol (~750 g/1)TE and

shake., Following this add 1.0 ml of potassio-cuprie tartrate TS and heat to
boiling; an orange precipitate is slowly formed.

PRIMAQUINE DIPHOSPHATE TABLETS

Deseription. Each tablet usually contains 7.5-15 mg of primaquine
diphosphate. The tablets may be coated.
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Preparation of the sample

1. 1In the event that tablets are coated, carefully remove the coating by
scraping. Weigh 1 tablet or core and calculate the amount equivalent to
0.05 g of primaquine diphosphate.

2. Grind the tablets or cores, weigh out the above calculated equivalent
amount to primaquine diphosphate asz powdered material, suspend it in & ml
of water and filter. Place 2 gtrips of filter-paper inte the filtrate and
allow the solution to ascend for about 4 cm. Take out the skrip, 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 strip inm air at room
temperaturc (kest—paper). Keep the remaining Filtrate as the test
solution.

IDENTITY TEST
Colour and other reactiony

1. Place onto a test-paper 1 drop of ceric ammonium sulfate/nitric acid TS;
8 deep violet spot is produced, which gradually disappears (diztinction from
chloroquine).

2. Place onto a test-paper 1 drop of gold ¢hloride TS; a violet spot is at
on¢e produced.

3. To the remaining test solution add 2.0 ml of sodium hydroxide

(~80 g/1)T5 and filter. Neutralize the filtrate with sulfuric acid

{~100 g/1)18 and add 10 ml of ammonium molybdate (95 g/1)TS; a yellowish
precipitate is formed which ig zoluble in ammonia (~100 g/1)T8 and in nitric
aeid (~130 g/1)Ts.

PROCAINAMIDE HYDROCHLORIDE TABLETS

Degeription. Each tablet usually contains 250-500 mg of procainamide
hydrochloride.

Praparation of the sampie

1. Weigh 1 tablet and calculate the amounkts equivalent to 10 mg and 0.07 g of
procainamide hydrochloride.

Z. CGrind the tablets, weigh out the above calculated equivalent amounts to
procainamide hydrochloride as powdered material and use them directly:
two portions of 10 mg for test substapece 1; ©.07 g for test substance 2.

IDENTITY TESTS

Colour and other reactions

1. To 1 portion of test substance 1 add 1.0 ml of water, S drops of
hydrochloric acid {(~70 g/1)T5, 0.5 ml of zodiuwm nitrite (10 g/L)TS, 1.0 ml
of sodium hydroxide (~80 g/1)TS and 5 mg of ?-naphthol R; an orange-red
solution with a red precipitate are produced.

2. To test substance 2 add 1.0 ml of water, 1.0 ml of potassium ferrocyanide
(45 g/1)T%, 0.5 ml of hydrochloric acid (~70 g/1)T%, and heat to boiling; a
dark green precipitate is produced.
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To the remaining portion of test substance 1 add 2.0 ml of water, shake

and filter. To the filtrate add a few drops of silver nitrate (40 g/1)TE; a
white, curdy precipitate is produced, which i2 ingoluble in nitric acid
(~130 g£/1)TS, but soluble in an ercess of ammonia (~100 g/1)TS.

PROMETHAZINE HYDROCHLORIDE INJECTION

Deseription. The injection is a sterile solution usuaily containing 25 mg of

promethazine hydrochloride in 1.0 ml of a suitable vehicle.

Preparation of the gample

Poel the contents of the ampoules equivalent to 30 mg of promethazine
hydrochloride and use it directly as the test solution. Divide the test
solution into three equal volumes.

TIDENTITY TESTS

Colour and other reactions

1.

Evaporate 1 volume of the test solution to dryness on a water-bath,

dissolve the residue in 5 ml of sulfuric acid {~1760 g/1)TS and allow to
stand for 5 minutes; a red colour is produced. Add a few drops of potassium

dichromate (100 g/1)TS5; the solution iz almost discoloured (digtinction from
promazine).

2.

Shake 1 volume of the test solutiop with 5 ml of chloroform R, f£ilter, to

the filtrate add 1.0 ml of sodium metaperiodate (60 g/1)TS and 2.0 ml of
sulfurie azid (~100 g/1)TS. Shake vigorously and sllow the layers to
separate; the aquecus layer remains colourless where as the chloroform layer
shows a dark green ¢olour (distinction from chlorpromazine).

3.

To the remaining volume of the test zolution add 5 ml of water, shake well

and filter. To the filtrate add 4-5 drops of nitric acid (~1000 g/1)T8; a
dark red colour is produced which suddenly fades to almost colourless. Add
2.0 ml of silver nitrate (40 g/1)T8; a white, curdy precipitate is produced.

PROMETHAZINE HYDROCHLORIDE TABLETS

Desceription. Each tablet usually contains 10-25 mg of promethazine

hydrochloride. The tablets may be coated.

Preparation of the sample

1.

In the event that tablets are coated, carefully remove the coating by
seraping. Welgh 1 tablet or core aad calculate the amount equivalent o
30 mg of promethazine hydrochleride.

Grind the tablets, weigh out the above caleulated equivalent amount to
promethazine hydrochloride as powdered material and use it directly as
the test substance. Divide the test substance into three equal parts.

Ehake 1 part of the test substance with 5 ml of c¢hloroform R, filter and
use the filtrate as the test solution.
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IDENTLITY TESTS

Colour and other reactions

1. To L pert of the test substance add 5 ml of sulfuric acid (~1760 g/1)}T%
and allow to stand for 5 minutes; a red colour ig produced. Add a Few drops
of potassium dichromate (100 g/1)7T%; the solution iz almost discolored
(distinetion from promazine).

2. To the test solution add 1,0 ml of zodium metaperiodate (60 g/1)TS and
2.0 ml of sulfuric acid (~100 g/1)TS. Shake vigorously and allow the layers
to separate; the aguecus layer remains ¢olourless whereas the chloroform
layer shows a dark green colour (distinction from chlorpromazine).

3. To the remaining part of the test substance add 5 ml of water, shake well

and filter. To the filtrate add 4-5 drops of nitric acid (~1000 g/1)T%; a

dark red ecolour is produced which suddenly fades to almost colourlegs. Add

2.0 ml of silver nitrate (40 g/l)TE; a white, curdy precipitate iz produced.
PROPRANOLOL HYDROCHLORIDE TABLETS

Deseription. Each tablet usually contains 10-40 mg of propranclel
hydrochloride.

Preparation of the zample

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

2. Grind the tabletsz, weigh out the above caleculated equivalent amount to
propranclol hydrochloride as powdercd material, triturate it with 10 ml of
water, filter and use the filtrate as the test solution.

TDENTITY TESTS

Colour and other reactions

1. Evaporate to dryness 1 drop of the test solution on a water-bath, to the
residue add 1 drop of fuming nitric acid BR; a deep purple colour iz

produced. Evaporate again to dryness; a greenish yellow colour is obtained.
Moisten the residue with freshly prepared potassium hydroxide/ethanol TS; the
colour of the mixture changes to orange.

2. To 2.0 ml of the test solution add 1-2 drops of nitric acid (~130 g/1)7TS
and 4-5 drops of silver nitrate (40 g/1)T8; & white, curdy precipitate is
obtained, which after being well washed with water, is geoluble in ammonia
(~100 g/1)TS.

3. After redering the remaining test solution alkaline with sodium hydroxide
(~200 g/1)T8, extract it with three guantities, ecach of 10 ml of chloroform

B. Wash the combined extracts with water until the washings are Free from
alkali. Dry the chloroform extracts with anhydrous sodium zulfate R, fllter
and evaporate the filtrate to dryness. Dry the residue under reduced pregssure
at 30 °C for 1 hour; melting point, about 34 °C,
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PYRIDOXINE HYDROCHLORIDE TABLETS
Description. Each tablet usually contains 25 mg of pyridoxine hydrochloride.

Preparation of the zample

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

2. @Grind the tablets, weigh out the above caleulated equivalent amount to
pyridoxine hydrochloride as powdered material and use it directly asz the
test substance. Divide the test subztance into 3 equal parts.

3. 3hake 2 parts of the test substance with 5 ml of water, filter and use the
filtrate as the test solution.

IDENTITY TESTS

Colour and other reactionz

1. To 1.0 of the test solution add 1.0 ml of ferric chloride (25 g/1)T%; a
red-brown colour is produced. Add 2.0 ml of hydrochlorie acid (~70 g/l)I8:
the colour of the solution turns to yellow.

2. To 0.5 ml of sulfanilic acid TS add 3 drops of sodium nitrite (10 g/1)TS,
1.0 ml of sodium hydrozide (~80 g/1)TS and 1 part of the test substanece; a
golden yellow colour appears after 2 minutes. Add 2 ml of acetic acid

(~300 g/1)T8; the colour of the solution turns to orange.

3. To 2.0 ml of the test solubtion add 0.5 ml of nitric acid (~130 g/1)IS
and 1.0 ml of zilver nitrate (40 g/1)T8; a white precipitate iz produced.
Add 3-4 ml of ammonia (~100 g/1)TS; the precipitate dissolves.

QUINIDINE ZULFATE TARLETS

Description. Each tablet usually contains 200 mg of quinidine sulfate.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 150 mg of quinidine
gulfate.

2. Grind the tablets, weigh out the sbove calculated equivalent amcunt to
quinidine sulfate as powdered material and use it directly as the Ltest
substance. Divide the test substance into 3 egqual parts.

3. Shake ? parts of the test substance with 10 ml of water, filter, and use
the filtrate as the test solukion.

4., Suspend 1 part of the test substance in 5 ml of ethano)l (~75Q g/1)Ts,
place a strip of filter—paper into the suszspension and allow the solution
to ascend for about 4 em. Take out the strip, cut away the lower dipped
portion as well as the part that has not been wetted by the szolution, and
dry the remaining part of the strip in air at room temperature

{test-paper).
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IDENTITY TESTS

Colour and other rescktions

1. The test solution produces a slight blue fluorescence. To 1.0 ml of the
test solution add a few drops of sulfuric acid (~100 g/1)T5 and dilute to

5 ml with water; 1in ultraviolet light (254 em) & vivid blue Flusrescence isg
obzerved.

Alternate test by filter-paper technique:

Place onto the test-paper 1 drop of sulfuric acid (~100 g/1)TS and
observe it in ultravielet light (254 nm); a vivid blue fiuorescent spot is
produced.

2. To about 0.5 ml of the test solution add 4 ml of water, 1 drop of bromine
TS and 1.0 mi of ammonia (~100 g/1i)TS; & bluish green solution is slowly
produced .

3. To 3 ml of the test solution add 5 ml of water, 0.10 g of potassium iodide
B and shake; & white precipitate iz formed {distinction From quinine)}.

4., To 3 ml of the test solution add 0.5 g of potassium sodium tartrete R, and
shake; the solution remains unchanged (distinction from quinine).

5. To 1.0 ml of the test solution add a few drops of hydrochloric acid
(~70 g/1)T8 and 1.0 ml of barium chloride (50 g/1l)T5; =a white precipitate
is produced.

RESERFINE TABLETS

Degeription. Each tablet usually contains 0.10-0.25% mg of reserpine.

Preparation of the sample

l. Weigh 1 tablet and calculate the amount equivalent to 3 mg of reserpine.
2. Grind the tablets, weigh out the above calculated equivalent amount to
reserpine as powdered material and use it directly as the test substance.
Divide the test substance inko three egual parkts.

IDENTITY TESTS

Colour and other reactions

1. Mix 1 part of the test substance with % mg of 4-dimethylaminobenzaldehyde
R end 4 dropg of glacial acetic acid R, After thiz add 4 drops of sulfuric
acid (~1760 g/1)TS; a green colour iz produced. Further add about 1 ml of
glocial acetic acid R; the colour turns to red.

2. Buspend the remaining parts of the test substance in 3.0 ml of ethanol
{(~750 g/1)T8, shake and filter. To the fFiltrate add 1 drop of sulfuric acid
(~100 g/1)TS and a few drops of sodium nitrite (10 g/1)}TS; the colour of
the solution turns slowly to yellowish greenm and it has & greenish
fluroescance.
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RETINOL ORAL SOLUTION

Description. The solution usually contains retinol acetate or retinol

palmitate in a suitable vegetable oil, equivalent to 15 mg of
ratinol per ml or 50 000 IU per ml.

Preparation of the sample

Pool the contents of the containers equivalent to 5 mg of retinol acetate
or retinol palmitate and use it direectly as the test golution.

IDENTITY TESTS

Colour and other reactions

1.

To about 2 ml of sulfuric acid (~1760 g/1)T8 add 1 drop of the Lest

stlution; a deep purple colour is produced. Allow to stand for a few
minutes; +the colour changes to wine-red.

2.

¥ix 1 drop of the test solution with 5 ml of c¢chloroform R, add about

0.5 ml of acetic anhydride R, 2 drops of sulfurie acid (~1760 g/1)TS, and
shake well; the yellowish colour of the solution changes to dark blue.

RIBOFLAVIN TABRLETS

Deseription. Each tablet usually containg 5 mg of riboflavin. 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 calculate the amount equivalent to
25 mg of riboflavin.

Grind the tablets or cores, weigh out the above caleulated equivalent
amount to riboflavin as powdered material and use it directly as the test
subgtence. Divide the test substance into five equal parts.

IDENTITY TESTS

Colour and other reactions

1.

To 1 part of test subztance add 10 ml of hot water and shake: a yellow

suspension is produced with a green fluroescence. Add a few drops of
hydrochloric acid {(~70 g/1)TS or a few drops of sodium hydroxide
{~80 g/1)T8; the fluorescence disappears.

2.

To 3 partg of the test substance add about 2 ml of sulfuric acid

(~1760 g/1)TS and shake; a deep red colour is produced.

3.

To the remaining part of test substance add 2.0 ml of silver nitrate

{40 g/1)T8; after s few minutes an orange colour iz produced. Allow to stand
for a few hours; n red precipitate iz Formed.
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SALBUTAMOL SULFATE TABLETE
Description. FEach tablet usually contains 4.0 mg of salbutamol sulfate.

Preparation of the sample

1. Weigh 1 tablet and calculate the amount equivalent to 25 mg of salbutamel
sulfate.

2. Grind the tabletsz, weigh out the above calculated equivalent amount to
salbutamol sulfate as powdered material, shake it with 10 ml of water,
filter and use the filtrate as the test solution.

IDENTITY TESTS

Colour and cther reactions

1. To 4 ml of the test solution add 0.10 ml of ferric chloride (25 g/1)TE; =a
teddish 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 chleride (50 g/1)1I5;
a white precipitate iz produced.

3, To 2.0 ml of the tezt solution add 2-3 drops of sulfuric acid
(~100 g/1)T8 and 2-3 drops of potassium pecmanganate (L0 g/1)T%; the colour
¢f permanganate is discharged.

SALICYLIC ACLD LOTION

Descripkion. The golution usually containg 50 mg of salicylic acid in 1.0 ml
of a suitable vehicle.

Preparation of the sample

L. Pool the contents of the containers equivalent to 0.50 g of salieylic acid
and uge it directly as the test zolution. Divide the test solution into
five equal volumes.

?. Evaporate 2 volumes of the test solution to dryness in a current of air
and use the residue as the tegt substance.

3. Place a strip of filter-paper into 2 volumes of the test zolution and
allow the solution to ascend for about 4 cm. Take out the strip, cut away
the lower dipper portion as well az the part that has not been wetbed by
the solution and dry the remaining part of the strip in air at room

temperature (Lest-paper).

IDENTITY TESTS

Heagting behaviour. Heat the test substance inp a dry test-tube; the substance
melts, sublimes (collect the sublimate) and Finally boil; the initial pungent
odour changes to an intense phenolic odour.
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Melting point of the sublimate. About 158 °C.

Colour and other reactions

Toe half of 1 volume of the test solution add 5 ml of water and warm
gently. Insert a strip of pl-indicator paper R into the solution: itz
coloration is changed to an acidic range. To the cooled zolution add a few
drops of ferric chloride (25 g/1)}T8; a dark violet colour is produced.

Alternate test by fllter-paper technique:
Place onto the test-pepar 1 drop of ferrie chloride (25 g/1)T8: & strong

violet spot is produced.
SODIUM CITRATE SOLUTION
Description. The solution usually containz 32.0 mg of sodium citrate

dihydrate in 1.0 ml of a suitable vehicle (equivalent to 38.0 mg
of zodium citrate pentahydrate).

° Preparation of the samplae

Pool the contents of the containers equivalent to about 0.3 g of sodium
citrate and wse it directly as the test solution.

IDENTITY TESTIZ

Colour and other resctionsz

1. Introduce the test zolution from & nichrome or platinum wire sealed to a
glass rod into a nonluminous Elame: & strong yellow colour can be obzerved.

2. Acidify 2.0 ml of the test gsolubion with acetic acid (~300 g/1)TS, add

2.0 ml of magnesium uranyl acetate TE or zine uranyl acetate TS and seratceh
the sidez of the tubes to induce crystallization; a light yellow, crystalline
precipitate is produced.

3. To 5 ml of the test zolution add 3 ml of mercuric chloride (65 g/1)T% and
heat to boiling, While boiling add a few drops of potassium permanganate

(10 g/1)T8; the violet colour is immediately discharged and a white
precipitate is produced.

° 4. The test selution is alkaline when tested with pH-indicator paper R.

20DIUM HYDROGEN CARBONATE TABLETS

Description. Each tablet wvesually conkainsg 325-650 mg of zodium hydrogen
carbonate.

Preparation of the sample

1. Waigh 1 tablet and calculate the amount equivalent to 0.20 g of sodium
hydrogen carbonate.

2. Grind the tablets, weigh out the above caleulated equivalent amount to :
sodium hydrogen carbonate as powdered material and use it directly as the
test substance. Keep a small amount of the test substance for test 1 and
divide the remaining material into two equal parts.
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IDENTITY TESTS

Colour and other reactions

1. Moisten the small amount of test substance set aside with & few drops of
hydeochloric acid (~70 g/1)T8 and introduce it from a nichrome or platinum
wire sealed to a glass rod into a nonluminous flame; a bright yellow colour
appears in the Flame.

2. To 1 part of the test substance add 5> ml of a wakter and ? drops of
phenolphthalein/ethanol T2; a pink colour is produced. Heat to boiling; a
gas is evolved and the colour of the zolution turns to red-violet.

3. To the remaining part of the test substance add about 1 ml of acetle acid
(~300 g/1)T8; a gas evolves which is ecolourless and odourless. Pass the
generated gas into 5 ml of calcium hydroxide TS; a white precipitate is
formed immediately.

SODIUM NITRITE INJECTION ./

Description. The injection iz a sterile solution usually containing 30 mg of
sodium nitrite in 1.0 ml of a suitable vehicle.

Preparation of the semple

Pool the contents of the ampoules equivalent to 0.3 g of sodium nitrite
and use it directly as the test splution. Divide the test solution into
four equal volumes.

IDENTITY TESTS

Colour and other reactiong

1. Introduce the test solution from a nichrote or platinum wire sealed to a
gElass rod into a nonluminous flame; a strong yellow colour can be obzserved.

2. Acidify 1 volume of the test solution with acetic¢ acid (~300 g/l)T8 and
add 2.0 ml of magnesium uranyl acetate TS or zinc uranyl acetate TS5; a light
yellow, crystalline precipitate is produced,

3. To 1 volume of the test solution add 20 mg of ferrous sulfate R and 1.0 ml ‘
of sulfuric ecid (~100 g/1)T8; a gas is evolved and the solution acquires a
strong brown-green colour.

4, To 1 volume of the test solution add 2.0 ml of hydrochloric secid
{(~70 g/1)¥TS: nitrous vapours are produced.

5. The test solution is neutral when tested with pH-indicator paper R.

STREPTOMYCIN SULFATE POWDER FOR INJECTION

Description. Each vial containg a sterile powder usually equivalent to 1.0 g
of streptomycin sulfate.
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Praparation of the zample

1. Weigh the contents of 1 vial and calceulate the amounts aguivalent to 10 mg
and 50 mg of streptomycin sulfate.

2. Fmpty the vials, weigh out the above caleulated eguivalent amounts to
streptomycin sulfate and use them directly; three portionz of 10 mg for
test substance 1; three portions of 50 mg for test substance 2.

IDENTITY TESTS

Colour and other resctions

1. Disselve 2 portions of test substance 2 in 1.0 ml of sedium hydroxide
(~80 g/1)TS and heat on a water-bath for 5 minutes. Cool, add 1.5 ml of
hydrochloric acid (~70 g/L¥TS and 3 drops of ferric chloride (25 g/1)TS8; an
intense violet colour is produced.

2. Dissolve the remaining portion of test substance 2 in 1.0 ml of pyridine
R, add 1.0 ml of sodium hydroxide (~80 g/1}T8, 3 drops of benzensulfonyl

chloride R and shake well; a violet colour is produced.

3., Dissolve 1 portion of test substance 1 in 2.0 nl of
4—dimethylaminobenzaldehyde TS and heat on water-bath for ? minutes; a
purplish red colour is produced.

4, Diggolve the remaining portionz of test zubztance 1 in 2.0 ml of water,
add 3 drops of barium chloride (50 g/1)T8; a white, crystalline precipitate
is produced.

BULFACETAMIDE 50DIUM OPRHIHALMIC SOLUTION

Deseription, The solution usuvally contains 100 mg of sulfacetamide solution
in 1,0 ml of a suitable vehicle,

Breparation of the sample

Pool the contents of the containers equivalent to 0.15 g of sulfacetamide
godium and use it directly as the test solution.

IDENTLITY TESTS

Colour and other reactions

1, To the test solution add 2.0 ml of acetic acid {(~60 g/Ll)TS:; a white
precipitate iz produced. Collect the precipitate on a filter-paper, wash with
& tinimum amount of water amd dry; melting polnt, about 183 °C. (Retain the
crystals for tests 2, 3 and 4 and divide them in three equa)l parts).

2. Dissolve 1 part of the erystals obtained in test 1 in 2.0 ml of warm
hydrochloric acid (~70 g/1)TS and cool in ice. Add 72-3 drops of szodium
nitrite (10 g/1)T8, allow to stand for a few minutes, add 1.0 g of urea R and
a solution of 10 mg of 2-naphthol R dissolved in 2.0 ml of sodium hydrozide
{(~80 g/1)T8; an orange-red precipitate is produced.




WHO/PHAEM/86.528
Fage 58

3. To 1 part of the crystals obtained in test 1 add 5 dropy of ethanol
{~750 g/1)TS, 5 drops of sulfuric acid (~1760 g/1)T% and heat gently; =
faint odour of ethyl acetate is perceptible.

4. Acidify the remaining part of the c¢rysztals obtained in test 1 with acetic

acid (~300 g/1)Tts, and edd 2.0 ml of magnesium uranyl acetate TS or zinc

uranyl acetate TS; a light yellow, crystalline precipitete is formed.
SUL¥ADIMIDINE TABLETE

Description. Ezch tablet ususlly contains 500 mg of sulfadimidine.

Preparstion of the sample

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

2. Grind the tablets, weigh out the above calculated equivalent amount to
sulfadimidine as powdered material and use it directly as the test
substance., Divide the test substance inkto eight egqual parts.

IDENTITY TESTS

Heating behaviour. Heat & small quantity of the testi substance:; it melts,
bhecomes yellow and a characteristic odour with the evolution of white fumes is
produced, Apply intense heat; it turns brown, then black and when inflamed,
it burns with a luminous flame.

Colour and cother reactions

1. To 2 parts of the test substance add 1.0 ml of hydrochloric acid

(=250 g/1378 and 1.5 ml of water. BShake, filter and to the filtrate add

1 ml of formaldehyde TS; no precipitate is produced. Beil the mixture; it
hecomes yellow, after cooling a precipitate zeparates. Add 4 ml of sodium
hydroxide (~B0Q g/1l)T5; the precipitate remainz undissolved.

2. To 1 part of the test substance add 1.0 ml of a mixture composed of 0.5 ml
of zodium hydroxide (~80 g/1)}TS and 9.5 ml of water. GShake and add 2 drops

of copper{IT} sulfate (160 g/1)T8; a precipitate is formed the colour of
which changes quickly from yellow to light green. Shake the mixture; the
colour of the precipitate turns quickly to light brown.

3. To 3 parts of the test gubstance add 1.0 ml of water and 1.0 ml of
4-dimethylaminobenzaldehyde TS; a yellow--orange colour is produced.

TETRACYCLINE HYDROCHLORIDE CAPSULES

Deseription. Eech capzule usually conktaing 250 mg of tetracycline
hydrochloride.

Preparation of the sample

1. Weigh the contents of 1 capsule and calculate the amount equivalent to
0.10 g of tetracyeline hydrochloride.
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2. Empty the capsules and weigh out the above calculated equivelent amount to
tetracycline hydrochloride, shake it with 10 ml of water, filter and use
the filtrate as the test solution.

IDENTITY TESTS
Colour and other reactions

1. To about 2 ml of sulfuric acid (~1760 g/1)L5 add Z dropz of the test
solution; a purple violet colour ig produced which remains unchanged For more
than 2 minutes. Allow to stand for 5 minutes, then cautiously add 2.0 ml of
water; a yellow colour is produced.

2. In a porcelain dish warm 2.0 m]l of zinc chloride (500 g/1)TS until a skin
ig formed on the surface of the scolution. Following thiz add 2 drops of the
test solution and continue to warm for 1 minute: a yellow-orange colour iz
produced.

3. To 2.0 m) of the test solution add a few drops of nitrie acid
{~130 g/1)T8 and a few drops of silver nitrate (40 g/1)TS8; a white, curdy
precipitate iz produced.

THIAMINE HYDROQCHLORIDE TABLETS

Description. Each tablet usually contains 50 mg of thiamine hydrochloride.

Preparation of the zamples

1. Weiph 1 tablet and calculate the amount equivalent te 0.05 g of thiamine
hydrochloride.

2. Grind the tablets, weigh out the sbove calculated equivalent amount to
thiamine hydrochloride as powdered material, shake it with 5 ml of water,
filter and use the filtrate as the test solution.

TDENTITY TERTS

Colour and other reacktions

1. Tp 1.0 m)l of the test solution add 2.0 ml of sodium bydroxide

(~80 g/1)T8, 4 drops of potassium ferricyanide (50 g/1)TS8, 5 ml of Z-butanol
FE and shake. Allow the layers to separate; the Z-butanol layer shows a blue
fluorescence in bright daylight or in ultraviolet light {365 nm} which after
the sddition of acid dizappars and recurrs when the solutlon iz made alkalinpe.

2. To 1.0 ml of the test gsolution add 1-2 drops of nitriec acid (~130 g/1)IS
and a few drops of silver nitrate (40 g/1)T3; a white, curdy precipitate is
produced. Add a few drops of ammonia (~100 g/1)TS, and heat; the
precipitate dissolves and the solution turns yellow, then brown and on
standing a brown turbidity is produced.

TRIMETHOPRIM TARLET:

Description. Each tablet usually contains 850-300 mg of trimethoprim.
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Preparation of the zample

1. Weigh 1 tablet and calculate the amount equivalenk to 20 mg of
trimethoprim.

2. Grind the tablets, weigh out the above talculated equivalent amount to
trimethoprim as powdered material, shake it with 5 ml of e¢hloroform R,
filter, evaporate the filtrate to dryness and use the residue as the test

gubstance.

IDENTITY TESTE

Colour_and other resctions

To the test substance add 5 ml of sulfuric acid (~1760 g/1l)T8, 1 drop of
ferric chloride (25 g/1)TS and warm the solution in a water-bath for
3 minutes. <Cool, add to the yellow solution 1 deep of nitric acid

{~130 g/1)T8; the colour of the zolution turns red.
6. REAGENTS

The preparation of the required reagents is described in "Bagic tests For
pharmaceutical substances.” A list of additional reagents is as follows:

Acetic Acid (~60 g/1}TS

GCalcium oxide R
Cyclohexane R

Hydrochloric acid (0.05 mol/1)VS
Hydroxylamine hydrochloride (10 g/1)TS

Potasslium bicarbonate R
Sodiuwm chloride R

Sodium hydrogen carbonate {40 g/1)TS

Sodium nitrate R
Tannic acid R

Tannic acid (100 g/1)TH

Irinitrophencol, slkaline, TS

Procedure: Miz 20 ml of a 10 mg/ml selution of teinitrophenol R with
10 ml of a 50 mg/ml =zolution of sodium hydroxide ®, dilute with water to
100 ml and mix.

Note: Do not use alkaline trinitrophenol TS longer than 48 hours after
preparation.
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Zine uranyl acebate TS

Procedura: Disselve 5 g of uranyl acetate B in a mixture of 1.5 ml of
glacial acetlc acid R and water, and dilute to 50 ml with water. Then
dissolve 15 g of zinc acetate R in a mixture of 1.5 ml of glacial acetic
acid B and water, and dilute to 50 ml with water. Mix the two solutions,
4llow to otand overnight, and fllter through a dry filter, if necessary.

ANNEX

TESTS THAT REQUIRE FINAL VALIDATION OR TMPROVEMENT

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

Amitriptyline hydrochloride tablets
-The extraction should be changed avoiding ether as a solvent.
-The replacement of the m.p. test by an alternative is desirable.

Betamethasone valerate cream
Tests 2 and 3 need validation.

Chloramphenicol palmitate oral suspension
Validation is needed.

Chlorpromazine hydrochloride tablets
Tests 3 was modified and needs validation.

Cyclophosphamide tablets
Problems were noted with test 1, a different extraction may be conzidered.

Diethylcarbamazine dihydrogen citrate tablets
Needs validation.

Ibuprofen tablets
Test 2, thionyl c¢hloride is a hazardous reagent; a different test is
desirable.

Izoprenaline gulfate tablats
Keeds validation.

Phenobarbital tablets
Test 4 needs validation.

Prednisolone tablets
Needs validation.

Trimethoprim tablets
There is only 1 test, an additional one is desirable.




