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ABACAVIRI SULFAS
ABACAVIR SULFATE

(T FygM 4005, Ho S0y
Relative molecular mass, 67008

Chemical name. Abscavirsulfae is (15484 [ 2-Amino-o0oy clopropylaming -2 5
purin-s-y1}-2-cyclopentene- 1-methancl bemisulfale; CAS Reg Mo 183062 50-2.

[kescription. White o almastwhik powder.

Saolubility. Freely scluble in water.

Category. Anliretrovimal (Muclecside Reverse Transcriptase Inhibiter)
Stornge. Abacavir sulfate should be kept in a welkclosed container.
Requiements

Befinition. Abacavir sulfate contains rect less than 99.0% and not mere than 1010
o of (T H M0, HS0, calonlated with mference to the anhydrous substance.

Mamufacture. The production method is validated to demonstraie that the substance,

if testied, would comply with a limit of not more than ©.5% for (18 45-abacavir
enantiomer Eing a suitable chiral chromatographic method.

Identity tesis
= Bither teats A, B, D and E or sts C, T and E may be applied
A Carry out test Al or, wher L0V detection is not availahle, teat A 2.

Al Carry ot the test s described under L4 1 Thin-laver chomatoeraply, vsing
gilica po | R6 a8 the coating substance and a mixtue of & volumes of
dichloromethane & and 2 volumes of 2-propanol B as the mobile phase. A pply
separaiely to the plate 5 plof each of 2 soluions in methanol containing (4) 5 mg of
the st subsance per ml and (B) 5 mg of abacavir sulfate RS per ml. Afer
remaving the plate from the chromatographic chamber, allow it to dry exhaustive by
il air or in a curent of cool air. Examine the chromatogram in uliravicket ight (254
nrm).

The principal spot obtained with solation A comesponds in position, appearance and
inenzity o that obiained with solution B.

A2 Carmy out the test s described under L 14 1 Thin-laver chromg toeraphy . v=ing
the conditions described abowe under est A1 but uzing silica gl RS a5 the ooating
subztance. Spray with vanillin‘sulfuric acid TS1. Heat the plae for a Bw minuies at
120~C. Examing the chromeatogram in daylight

The principal spot obtained with solation A comesponds in position, appearance and
inEnsity to that chiained with solution B.

B. The ghsoppliop apectum (L&) of a 15 pg par ml solution, when ohssmved
berween 210 and 300 oo exhibits a maximum at abont 290 Inen; the specific

18
ahzorbance | A'l—-] iz herween 399 and 441 nm.

C. Carry aut the exarnination as described under 1.7 Spectrophctometry in the
The infraed absorplion spectrum is concordant with the spectrum

abtained from abacavir sulfate BS orwith the reference spectmen of abacavir sulfate.

. Determine the specific optical pofation (1 45 using a 10 mgfml solation and

[d.]l‘:"'- _—SF Opy, —STe
calculate with Eference to the anhydrous substance; 0 - T

E. & 10 mgfml solution yields action A described under 21 Geperal jdeptification
Jeziz, as characteristic of sulfates.

Hmw' ]'I:Etll-l.'i. e 1.0 g for the preparation of the st solution as described under
Frocedure 1; deermine the heavy metal conent
a.m:-rd:ugb:u mMethad A; not moe than 20 pgig.

Sulfated ash {23, Mot mor than 2.0 mgfg.

Water. Determine as described under 8 Determinaltion ol waer by the Earl
Fischer method, Method A Use 1.0 gofthe Est subziance. The wakr conentis mt
more than 5 mgfg

Related substances. Carry out the st as described under 4.4 Hish-perfonmance
liquid chomatograply, vEing a stainless seel column (15 om X 46 mm), packed
with octadecylzilyl silica gel for chromatography €5 o).

The mobile phasea for gradient elution consist of a mixtue of BMobile phase 4 and
hokile phase B, nzing the following conditions:

hokile phase A 005 % solution of rifluorcacetic scid R
hiobile phase B: 85 volomes of methanol B and 15 volumes of waker.

Time [Mabile phise A fvlobile phase B Comments

| mainy { fewivy { vy

0- 20 G5 b0 70 ELEEDR Linear gradient

20 - A5 Faw 10 A0 90 Linear gradient

G5 - 40 1095 aim s [Eern b initial composition
40 - 45 95 5 | Re-equilibration [
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Operake with a flow e of 008 ml per minve and the column oven Bmperahie at
30 9T, As a delector use an uliravickt spectrophotometer set at a wave length of

about 254 nm.

Prepare the following soluliors in the dissolution solvent prepared by diluting 1 ml
af phosphoric acid (- 1440870 TS in 1 Ltre of water.

Far aclution (1) dissolve 10 mg of the teat subatance in the dissolution sclvent and
diluke b 5000 ml with the same solvent. For solution (23 dilute 5.0 ml of solution (1)
to 5000 mil with the dissclution sobvent. Then dilote 5.0 ml of this solution ko 5000 ml
with the same sokvent. For solution (%) dissolve 5 mg of abacavirsulfate for system
snitability RS (containing abacavir sulfake and impurities B to F)in the dissdution
aotvent and dilute to 25 mlwith the same solvent

Inject separately 20pl each of solutions (13 (23 and (%) and of the disaclution sobvent
in the chromatographic syzem. Examine the blank chromatogram for any
extranecus peaks and disregard the cormesponding peaks cheerved in the
chromatogramn obtained with solution (15

In the chromategram obtained with solution (3, the impurity peaks are eluied at the
fallowing relative reention with refemnce to abacavir (Erenticn time about 19
minutes): irmpurity C about 006; impurify D about 105 irparity E about 1,10
irnpurity B about 1.%; impuarity F about 1.7, The test iz not valid unless the @solution
hetween the peaks comesponding to abacavir and impurity D3 is at east 1.5

In the chromategram obtained with solution (1) the aea of any individual peak
comesponding ko impurity C, Iv, E, B, or F is not greater than 0% tirmea the aea of
the principal peak obtained with solulion (23 (003% 0. The ama of any other impurity
peak iz not geater than 0.1 times the aea of the principal peak ohtained with
aclution (27 0. 1%, The surm of the areas of all peaks, cther than the principal peak,
is ot greater than the area of the principal peak obtained with solution (25 (1%
Diisregard any peak with an area leas than 0.05 times the area of the principal peak
abtained with solution (2) (0005 %)L

Assny., Digsolve about 0000 g, accumaily weighed, in 50 ml of waker and litrabs

with sadivm hydrocide (001 maldy v 5, delermining the end-point poentiomstrically .

Each mil of sadium hydroxide (001 molil) is equivalent to 3354 mg of
(T H M0, Ha 30,

Impurities

A (1R, 45Fabacavir sulfate enantiomer [se under Manufactue],

oL

B. N cyclopropy k5-(( 18 45)-4{ [(2, 5-diamino-- chioro- 4-
Py v dimy ooy Jmethyl |- 2- oy clopenten- 1-y1- 95 purine-2, 6&-diamine,

L "

Dy

O [(1 548 rd- (2, 6 diarnino-98- purin-2-y - 2-cyclopenten 1-yl methanol,

HM

-

0. (1R ARy4-[2- amino-& (cy clopropy lamino =98 - purin-a-y [}-2-cyclopenten-1-
yl ymethanol,

S

E. [{ 145+ 3 [2-amino-&-{oyclopropylaming-95-purin-2-y 1] cyclopenty 1 jmethanal,

” %
F. v oyelopropy B o-({ LR 4854 | [( 1, 1-dimethy lethy o y]me thy 1} -2-cyclopenen- 1-
Y- 9H-purine-2, 6-diamine.
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ABACAVIRI COMPRESSI
ABACAVIR TABLETS

Category. Antiretroviral (Mucleocside Reversse Transcriptase Inhibitor).
Storage. Abacavir tablsts should be kept in 2 well-closed containear.,

Labelling. The designation of the container of Abacavir tablets should
state that the active ingredient is in the sulfate form and the quantity
should be indicated in tarms of the equivalent amount of abacavir.

Additional information. Strength in the current WHO Modal list of
essential meadicines: 200 mg of abacavir. Strength in the currant WHO
Madel list of essential medicines for children: 200 myg of abacavir.

Requirements
Comply with the monograph for "Tablets".

Definition. Abacavir tablsts contain Abacavir sulfate. They contain
not less than 90.0% and not more than 110.0% of the amount of
abacavir {C3H;sM;0) stated on the label.

Identity tests
# Eithar tests A, C and [, or tests B, C and D mayv be appli=d.
A, Carry out test A.1 or, where UV detection is not available, test A.2.

A.1 Carry out the test as described under 1.14.1 Thin-laver
chromatograohy, using silica RE as the coating substance and a
mixture of & volumes of dichloromethans R, 2 volumes of 2-propanal
R as the mobile phase. Apply separately to the plate

5 pl of each of the following 2 solutions in methanal R. For solution
{A) shake a guantity of the tablets containing the eguivalent of 25 mg
of abacavir with 5 ml, filter, and use the clear filtrate. For solution (B)
use & mg of abacavir sulfate RS per ml. After removing the plate from
the chromatographic chamber, allow it to dry exhaustively in air or in
a current of cool air. Examine the chromatogram in ultraviolet light
{254 nm).

The principal spot obtained with solution A comresponds in position.
appearance and intensity to that obtained with solution B.

A2, Carny out the test as described under 1.14.1 Thin-laver
s. using the conditions described above undar test A.1
but using silica gel RS as the coating substance. Spray with

vanillin/sulfuric acid TS1. Haat the plate for a few minutes at 120°C,
Examine the chromatogram in daylight.

The principal spot obtained with solution A comresponds in position,
appearance and intensity to that obtained with solution B.

B. See method A described under Assay. The retention time of the
principal peak in the chromatogram obtained with solution (1} is
similar to that in the chromatogram obtained with solution {2).

C. To a quantity of powderad tablets containing the eguivalent of 15
mg abacavir add 100 ml of water R, shake and filter. Dilute 5 mil of
the filtrate to S0 mi with the same solvent. The zhsgrption spedhum
(1.8} of the resulting solution, when observed between 220 nm and
220 nm, exhibits & maximum at about 291 nm.

. To a gquantity of the powdered tablets containing the equivalent of
about 20 mg of abacavir add 5 ml of water R and shake. The resulting
solution yields reaction A described under 2.1 General identification
fects as characteristic of sulfates.

Related substances. Canry out the test as desoribed under 1,144
High-performance liguid chromatography, using the chromatoegraphic
conditions as desoribed under Assay method A,

Prepare the following solutions in the dissolution solvent prepared by
diluting 1 mil of phosphoric acid (~ 1440 g/1) TS in 1 litre of water R.

For solution (1) transfer a quantity of the powderad tablets containing
the equivalent of 10 myg of abacavir in the dissclution solvent and
diluts to 50.0 ml with the same sclvent. For solution (2) dilute 5.0 mil
of selution (1) to 50.0 ml with the dissolution solvent. Then dilute 5.0
mil of this solution to 50.0 ml with the same solvent. For solution (3}
dissolve 5 mg of abacavir sulfate for system suitability RS {containing
abacavir sulfate and impurities B to F} in the dissolution salvent and
dilute to 25 ml with the same solvent.

Inject separately 20 pl each of solution (1}, {2) and (3] and of
dizzolution solvant in the chromatographic system. Examine the blank
chromatogram for any extransous peaks and disregard the

corresponding peaks obsarved in the chromatogram obtained with
solution {1).

In the chromatogram obtained with solution (2], the impurity peaks
are eluted at the following relative retention with reference to
abacavir {retention time about 19 minutes): impurity C about 0.7;
impurity O about 1.05; impurity E about 1.10; impurity B about 1.3;
impurity F about 1.7. The test is not valid unless the resolution
betwean the peaks due to abacavir and impurity © is at least 1.5,
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