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Title:

one kind of tamoxifen citrate tablet and its preparation

Abstract:

one kind of tamoxifen citrate tablet was first micronized to 25
microns or less tamoxifen citrate, microcrystalline cellulose,
lactose , polyvinyl pyrrolidone, sodium lauryl sulfate and
sodium carboxymethyl starch portion having diameters of
less than 0.5mm disintegrating particles, and then add the
magnesium stearate and sodium carboxymethyl starch
remaining pressed into a tablet. The tablet can quickly
disintegrate, its disintegration time of less than two minutes,
faster drug dissolution, bioavailability, dissolution of its five
minutes more than 82%, equivalent to an ordinary piece 30
minutes of dissolution.

Claim (s):

1, one kind of tamoxifen citrate tablet, from binders, fillers,
lubricants, solubilizers and disintegrating agent component
composition, wherein said composition tablet content, in
weight percent of: 5-25wt% tamoxifen citrate, 3.5-7.6wt%
sodium carboxymethyl starch, 15-25wt% of microcrystalline
cellulose, 50-74wt% lactose, 0.5 1.0wt% magnesium
stearate, 0.3-0.5wt% sodium lauryl sulfate, 1-3wt% polyvinyl
pyrrolidone, sodium carboxymethyl starch, said wherein the
dosage is within 1.5-3.5wt% , plus the amount of 2.0-
3.6wt%, consistent with the weight ratio of the above
components is 100%.

2. Tablet according to any one of the preceding claims,
characterized in that the sodium carboxymethyl starch is
mixed with microcrystalline cellulose as a disintegrant, the
disintegrant relative weight ratio of the two 1:4-1 :5.
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characterized in that the preparation comprises the following
main steps: (1) the tamoxifen citrate micronized to a particle
size below 25 micro m, lactose, microcrystalline cellulose,
sodium carboxymethyl starch, magnesium stearate, etc.
through a 100 mesh sieve; (2) Preparation of disintegration
particles: i) the tamoxifen citrate within the first dosage of
sodium carboxymethyl starch Mix equal amount of sliding
scale method, and then followed by adding microcrystalline
cellulose and lactose, were mixed by grinding, sieving,
mixing, standby; ii) polyvinylpyrrolidone was dissolved in
water to prepare a 5% aqueous solution of
polyvinylpyrrolidone, then add sodium lauryl sulfate
surfactant, to make a concentration of 1% to prepare an
agueous solution of a mixture of both; iii) mixing the aqueous
solution was added i) a mixture made of soft material, with a
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centigrade drying, and then to 30 mesh whole, made of
particle size less than 0.5mm tamoxifen citrate disintegrating
particles; (3) Preparation of tamoxifen citrate tablet: the and
the applied amount of magnesium stearate, sodium
carboxymethyl starch and the dry disintegration of tamoxifen
citrate particles uniformly mixed at 5-8kg pressure tabletting
costs invention dispersing Tamoxifen Citrate tablets.

4. Tablet according to claim 1 or 2, wherein said sodium
carboxymethyl starch were added in two portions during the
preparation of particles and disintegrating tablet, wherein the
sodium carboxymethyl starch with added The relative
proportions of the applied sodium carboxymethyl starch is
1:1-1:2.

Description:

one kind of tamoxifen citrate tablet and its preparation

Those of skill

: The present invention relates to contain tamoxifen citrate
pharmaceutical composition is about one kind of tamoxifen
citrate oral formulation of improved technology.

Technical Background: The following definitions apply
throughout the specification and claims: the added sodium
carboxymethyl starch: refers to the preparation of tamoxifen
citrate disintegration when particles are added sodium
carboxymethyl starch, contained in each tablet disintegrate
into particles.
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The sodium carboxymethyl starch is applied: refers to the
use made of tamoxifen citrate disintegrating particles,
prepared as tamoxifen citrate tablets when he again added
sodium carboxymethyl starch, it is in each tablet
disintegration tamoxifen citrate particles outside, distributed
between the disintegrating particles.

Tamoxifen is a non-steroidal anti-estrogen drugs, since the
1970s the advent of breast cancer hormone therapy has
been used as a standard therapy for various types and
stages of breast cancer patients in clinical The treatment, in
recent years, tamoxifen is not only first-line endocrine
therapy for breast cancer treatment, but also for the
prevention and treatment of breast cancer worldwide each
year, about 4.5 million patients with tamoxifen treatment for
breast cancer.

tamoxifen citrate is insoluble in water, its bioavailability in
vivo and in vitro dissolution characteristics of a certain
relevance. Tamoxifen is currently used clinically for the
preparation of tamoxifen tablets. F%ii /= etc. have been
investigated four domestic manufacturers tamoxifen citrate
disintegration and dissolution Fen tablets (see \"China
Pharmacy\", 2002,13 (7): 431-432), although the four kinds
of products \"Chinese Pharmacopoeia\" requirement, but
because of the different formulation and production process,
the disintegration time from 1.87 plus or minus 0.18min to
9.07 plus or minus 2.10min range, leading to the dissolution
of tamoxifen has significant differences. Accordance with the
\"Chinese Pharmacopoeia\" 2000 edition provides that the
dissolution of 30min 75% of the labeled amount, that is
qualified. Due to the slow dissolution of the formulation prior
affect the absorption and bioavailability of the drug.

Summary of the Invention

: The purpose of the present invention is to provide an easy
to take quick absorption, bioavailability of tamoxifen citrate
oral tablet formulation.
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Since tamoxifen citrate is insoluble in water, and therefore
the present invention is to shorten the tablet disintegration
time and improve its dissolution start to increase the
absorption and bioavailability of tamoxifen citrate in .
Solution of the invention is to tamoxifen citrate, formulated
into a rapidly disintegrating tablet tamoxifen citrate. Due to
differences in the nature of the main drug has a great impact
on the tablet disintegration rate, and therefore according to
the characteristics of the main drug used to design the
components of each tablet. Dispersible tablet according to
the invention is tamoxifen citrate, disintegrants, sodium
carboxymethyl starch, microcrystalline cellulose, polyvinyl
pyrrolidone binder, lubricant magnesium stearate and the
second surfactant alkyl sulfate and the like component. The
content of its components, in weight percent of: 5-25wt%
tamoxifen citrate, 3.5-7.6wt% sodium carboxymethyl starch,
15-25wt% microcrystalline cellulose, 50-74wt% lactose, 0.5-
1.0wt% magnesium stearate, 0.3-0.5wt% sodium dodecyl
sulfate and 1-3wt% polyvinyl pyrrolidone.

In the present invention, sodium carboxymethyl starch and
microcrystalline cellulose as disintegrant. Sodium
carboxymethyl starch selected degree of substitution thereof
is usually about 0.3-0.5, a degree of swelling of 5ml / g,
commercially available as Primojel, Explotab, or DST etc.
can be used. Microcrystalline cellulose is selected from a
straight chain polysaccharide consisting of glucose D- pyran
ring, a polymerization degree of 200, a degree of swelling of
3.4ml / g, commercially available as Avicel, PH-101, PH-102,
etc. can be to use. Microcrystalline cellulose, which has
good flowability and disintegration, water can quickly
disintegrate to form a uniform viscous suspensions, and
suspensions having the dual role of a disintegrant. However,
experimental studies have shown that excessive use of
microcrystalline cellulose, the disintegration time of the tablet
will be extended, and therefore the content of the present
invention, the microcrystalline cellulose is selected 15-
25wt%, sodium carboxymethyl starch and microcrystalline
cellulose Both the optimum weight ratio of 1:4-1:5 of the
disintegrant.
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selected 25000-40000 molecular weight of
polyvinylpyrrolidone, PVPK30 as PVPK25, or the like can be
used commercially available products. Strong hydrophilic
polyvinyl pyrrolidone, the use of such adhesive can
accelerate tablet disintegration, dissolution of the drug in
favor. Sodium lauryl sulfate surfactant, having a solubilizing
action, it is also used as polyvinylpyrrolidone, can promote
the disintegration of the tablet and dissolution of the drug.

tablet preparation method of the present invention: First of
tamoxifen citrate micronized to 25 microns, lactose,
microcrystalline cellulose, sodium carboxymethyl starch,
magnesium stearate, etc. through a 100 mesh sieve;
polyvinylpyrrolidone was dissolved in water to prepare a 5%
agueous solution of polyvinylpyrrolidone, sodium lauryl
sulfate was added to make it a concentration of 1% to
prepare a mixed solution of both, for use.

then turn tamoxifen citrate and sodium carboxymethyl starch
prior to mixing equal amounts of sliding scale method, and
then mixed with microcrystalline cellulose to eliminate
between tamoxifen citrate powder electrostatic adsorption,
tamoxifen citrate and disintegrating agents thoroughly
mixed, and finally adding lactose grinding Sift and mix.

Then, a certain amount of polyvinyl pyrrolidone, a mixed
agueous solution of sodium lauryl sulfate, made of soft
material. Using a 30 mesh sieve to a wet granulation, drying
at 40 degrees centigrade, and then the whole 30-mesh
sieve, with a particle size less than 0.5mm, tamoxifen citrate
disintegrating particles. Thereafter, these dried particles
disintegration, then added in a proportion of magnesium
stearate and the remaining amounts of sodium
carboxymethyl starch, mix uniformly, 5-8kg under pressure,
said tablet prepared tamoxifen citrate Raloxifene tablet.

An important feature

This invention is a pre-production, the tablet ingredients are
micronized treatment to tamoxifen citrate micronized to 25
microns or less. Afterwards, as tamoxifen citrate water-
insoluble, micronized particles of the specific surface area
can be increased, so that the disintegrating pharmaceutical
tablet will be more fully integrated into the body fluids.
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Another important feature of the present invention is that
tamoxifen citrate first disintegration of the particles having
diameters of less than 0.5mm, and then pressed into a tablet
easy disintegration. The disintegration of said particles
contains the component parts of sodium carboxymethyl
starch, microcrystalline cellulose, lactose,
polyvinylpyrrolidone, sodium lauryl sulfate and the like; tablet
disintegrating particles in addition to the above, also be
added Another sodium carboxymethyl starch, magnesium
stearate. The sodium carboxymethyl starch, a disintegrant is
added in two portions where the part is being added to the
disintegrated particles, said inner added and the other added
in tabletting, disintegration of particles contained in the
outside, located in the between these particles, called plus.
Within plus and plus sodium carboxymethyl starch preferred
relative proportions of 1:1-1:1.2.

tamoxifen citrate Dispersible tablets thus constituted, after
taking the tablets disintegrate rapidly disintegrating into a
fine particle size of about 0.5mm, followed by the
disintegration of the secondary particles and then rapidly
disintegrate into tiny tamoxifen citrate particles, thereby
increasing the rate of disintegration of the tablet, the
disintegration time shortens. Since the disintegration of
particles and solubilization of microcrystalline cellulose and
sodium lauryl sulfate surfactants and other additives to
improve the main drug tamoxifen citrate dissolution.

tablet disintegration time is directly related to the nature of
the main drug of the present invention is to add volume and
disintegrating tablet disintegrating agent relationship
between the time, made a lot of experiments, the test results
are shown in Table 1.

table relationships ratio and a disintegrating agent
disintegration time

The results show that sodium carboxymethyl starch and
microcrystalline cellulose excessive disintegration time will
be extended, probably because the sodium carboxymethyl
starch, microcrystalline cellulose, water, and the thickened
reasons. Plus the amount of sodium carboxymethyl starch, a
greater impact on the disintegration time, the amount of the
microcrystalline cellulose, the disintegration time compared
to the impact of small sodium carboxymethyl starch.
Determining the amount with added sodium carboxymethyl
starch of the present invention is obtained by screening
experiments, in weight percent, of 1.5-3.5wt%, plus an
amount of 2.0-3.6wt%, the total amount thereof should be
controlled between 3.5-7.6wt% appropriate. Thus made
tamoxifen citrate tablet can completely disintegrate in less
than two minutes.
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to show the progress of the present invention, we have also
made him the present invention, the dissolution test citrate
tamoxifen dispersible tablets, and compared with
conventional tablets. Ordinary piece selected from
commercially produced in Jiangsu Yangtze River
Pharmaceutical Group Co. tamoxifen citrate tablets, batch
number: 030412No0.023. Measurement method using
Chinese Pharmacopoeia 2000 edition of Appendix XC
second method. The test results are shown in Table 2.

Table 2 dissolution test measurement results (%)

According to the Chinese Pharmacopoeia dissolution
gualified limit is 30 minutes of the labeled amount of 75%.
As can be seen from Table 2, the dissolution uniformity three
batches of samples of the present invention is good, small
individual differences in intra and inter-assay reproducibility
is good, the dissolution of three batches of dispersible
tablets significantly faster than commercially available
tablets, 5 Minutes dissolution, which amounts to more than
82%, equivalent to an ordinary piece 30 minutes of
dissolution.

specific embodiment

: The following Examples further embodiment in the present
invention will be further described, the implementation
details of the invention are given, but not intended to limit the
scope of the present invention.

tamoxifen citrate first micronised to a particle size of 25
microns or less, lactose, microcrystalline cellulose, sodium
carboxymethyl starch, magnesium stearate, etc. through a
100-mesh sieve; Weigh 3.5 g of poly vinyl pyrrolidone and
0.7 grams of sodium lauryl sulfate to prepare a mixed
agueous solution, the standby.

called micronized learn tamoxifen citrate 15.2 g, first with 3.0
g of sodium carboxymethyl starch mixed with an equal
amount of sliding scale method, followed by 31.5 g of
microcrystalline cellulose, mix well, add 91 g lactose grinding
and mixing, sifting, mixing, adding a mixed solution made of
soft material above. Using a 30 mesh sieve to a wet
granulation and drying at 40 degrees centigrade, and then

0.5mmpPy FAfiEMScRL, SRFE I NL.57ai%EEE granulated with a 30-mesh sieve, particles having diameters
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of less than 0.5mm of disintegration. Was then added 1.5 g
of magnesium stearate and 3.6 g of sodium carboxymethyl
starch and mix. Tamoxifen citrate percentage content of
particles in the measurement, calculation tablet weight after
at 5-8kg pressure compressed into tablets. So can suppress
the 1000 tablet. Disintegration time of 1 minute, 5 minutes
dissolution was 85.0%.
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