


EUROPEAN PHARMACOPOEIA 4

DIOSMIN
Diosminum
HD ~—0 0 A -OCH;
CHy
HO HOH )
CuHii0)s . M,669
DEFINITION

7-[!6-0-(6-Deom~umannopyxanosyl)-l}-bgluco.py‘van-
osy!]oxy}-&hyd:oxy&(%ydrmy#methmphenylHH-l-ben—
zopyrand-one.
S PR "through”"“* -‘Jlu'
of (25}1{[6—0-{64euxya+mannopwauosy!)-ﬂ-
D-glu:opyranosyl]mty}s-hydrow-zg(s-hydrqu-d-
metharyphenyl2 3dihydro-4H-1-benzopyrand-one
(hesperidin) of natural origin.

Conlent: 80.0 per cent to 102.0 per cent {anhydrous
substance).

CHARACTERS

Appearance: greyish-yellow or light yeltow hygroscopic
powder.

Solubility: practically insoluble in water, soluble in dimethy|
sufphoxide, practically insotuble in alcohot It dissotves in
ditute solutions of atkali hydroxides.

IDENTIFICATION

A. Infrared absorption spectrophotometry (2.2.24).
Comparisor: diosmin CRS.

B. Examine the chi g obtained in the assay,
Results: the principal peak in the chromatogram obitained
with test solution &s similar in retention time and size to
the principal peak in the chromatogram obtained with
reference solution {a).

TESTS

lodine: maximum 0.1 per cent.

Determine the total content of iodine by potentiometry,
using an fodide-selective electrade (2.2.38), after oxygen
combustion {2.5.10).

Test solution. Wrap 0.100.¢ of the substance to be examined
in a piece of filter paper and place it in 3 sarfiple carrier.
Introduce into the flask 50 m of 2 0.2 £/1 solution of
hydrazine R. Flush the flask with oxygen for 10 min. Tgnite
the filter paper. Stir the conteats of the ficsk immediately
after the end of the combustion to dissol pletely the
comhustion prod Continue stivring for 1 h,

Sce the informati tionon g { graphs {cover pages)
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Relerence solution, Ditute 2.0 mi of a 16.6 g/ solution of
polassium iodide R to 100.0 mi'with water R. Dilute 10.0 mi
of the solution to 1000 mi with wafer K.

Introduce into a beaker 30 ml of a 200 ¢/1 solution of
potassium nitrate R in 0.1 M nitric acid, immerse the
eiectrodes and stir for 10 min. The ial of the soluti

~ &mpurity C: not more than 0.6 times the area of the
incipal peak in the ch gram obtained with
reference solution (b) (3 per cent),

- impurity E:nol more than 0.5 times the area of the
pl}'ndpa! peak in the chromatogram obtained with

(n7,) must remain stable. Add 1im! of the test solution and
measure the potential (n7}).

Introduce into a beaker 30 mi of a 200 g/1 solution of
polassium nilrate Rin 0.1 M nitric acid. Immerse the
electrodes and stir for 10 min, The potential of the solution
must remain stable (nR,). Add 80 ul of the reference soluti

lution (b}.(3 per cent),

~ Impurity F: not more than 0.6 times the area of the
incipal peak in the ch gram obtained with
reference solution (b) (3 per cent),

~ any other impurity: not more thar 0.2 times the area of
th principal peak in the chromatogram obtained with

and measure the patential (nR,).

The absolute value {a7, - n7,} is not higher than the
absolute vatue {nR,-nR,|. = ° :

Related substances, Liguid chromatography (2.2.29).

Test solution. Dissolve 25.0 mg of the substance to be
examined in dimethyl sulphoxide R and dilute to 25.0 m!
with the same salvent, . :

Refe lution (a), Dissolve:25.0 mg of diosinéni CRS in
dimethyl sulphoxide R and dilute to 25.0 ml with the same
solvent.

Relerence solution (b), Dilute 5.0 ml of reference solution )
to 100.0 mi with dimethyl sulphoxide R.

Reference solution (c). Dissolve 25.0 mg of divsmin for
system suitability CRS in dimethyl sulphoxide R and dilute
0 25.0 ml with the same solvent,

Column:
~ size:1=0.10m, Gad6mm,

~ stalfonary phase: octadecylsilyl silica gel for
chromatography R (3 ym), -

— temperature: 40 °C.

Mobile phase: acetoritrile R; glocial acetic acid R,
methanol R, water R (2:6:28:66 V/V/V/V).

Flow rate: 1.5 ml/min. .
Detection: spectrophotometer at: 275 nm.

fnjection: 10 pl oop injector; inject the test solution and
réference solutions (b) and (c).

Run time: 6 times the retention time of diosmin.

Relative retention with reference to diosmin (retention
time = about 4.6 min): impurity A « about 0.5, impurity B «
about 0.6, impurity C = about 0.8, impurity D = about 2.2,
impurity E = about 2.6, impurity F = about 4.5.

Systent suitability: reference solition {c):

~ resolution: mint of 2.5 bet the peaks due to
impurities B and C, :

Limits:

~ correction factors: for the calcutation of contents,
multiply the peak areas of the following impurities by

the corresponding correction factor: impurity A » 0.38;
impurity P = 061,

— impurity A: not more than 0.2 times the area of the
principal peak in the chromatogram abtained with
reference solution (b} (1 per cent),

impurity B: not more than the area of the principal peak
in the chromatogram obtained:with reference solution (b}
{5 per cen(,

fution (b} (1 per cent),

-~ total of other impurities and impurity A: not more
than 0.2 times the area of the principal peak in the
) btained with ref tution (b} (1 per

wi

cent),

= {lofal: not more than twice the area of the principal peak
in the chromatogram obtained with reference sofution (b)
(10 per cent), :

—~ disregard limit: 9.02 times the area of the princpal peak
in the ch gram obtained with refe e sotution (b)
0.1 per cent).

Heavy metals (2.4.8): maximum 20 ppm.

2.0 g complies with limit test C. Prepare the standard using

4.0 ml of lead standard solution (10 ppm Pbj R.

Water (2.5.12): maximum 6.0 per cent, determined on
0300 ¢

Sulphated ash (2.4.74): maximum 0.2 per cent, determined
onllg

ASSAY

Liguid ¢h graphy (2.2.29), as described in the test for
related substances.

Injection: test sotution and reference solution (a),

STORAGE
In an airtight container.

- IMPURITIES

CHy

A. J{3-hydroxy4-methoxyphenyi)ethanone
(acetoisovanillone),

OH
A -OCHs

OH OH O

B. (28)-7-[[&msdeom«lrmannopyrannsyl)-ﬂ-u
glucopyranosytjoxy}-S-hydroxy-243-hydroxy-4-
methoxyphenyl}-2,3dihydro44-1-benzopyrand-one
{hesperidin),

General Notices (1) apply to-all monographs and other texts

106}



Diphenhydvamine hydrochioride
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OH ¢ 0
CRI=R3I=HR2- 7—{(60(6«0«9«1-1’
mmnop}mosyl)-p-bglumpyrmosyl]oxy}S-hydrm:y-Z-(#

P} & {isorhaifinj,

D.R1~OH,R2= QCH, R3 = I' H{6-O{6-deoxyar-i-
i 1oy I E hvd; ‘3_

h)dmx:M-met hmhexwl}&xodo-(ﬂ 1] bempym-A—one
{6iododiosmin),

E.RI«R3.eH, RZ-OCH, (6-0{6-deoxy-a-1-

VHoxyl5-hydroxy-244-
methoxyphenylHH-] benzowran-%—one {linarin),

an
OCH,
HO. 0

OH O

F 5.7dihydroxy-2-(3-§/:ydroxy#n{;ethoxyphenyl)-iﬁ-lv
el ) LB i

See the information section or general monagrapks {cover pages)



