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DESCRIPTION

Technical Field

[0001] The present invention relates to a stable solid pharmaceutical composition of cytisine
and process for the preparation thereof.

[0002] Cytisine is a plant alkaloid, which pharmacological properties have been cited since the
1970s. The description of patent PL185934 mentioned, that cytisine had been used as
painkiller "cytiton" (source: Mashkovsky, M. D., "Medicine remedies", M., 1977, v.1, p.123). The
description of international application WO8302892A1 published in 1983 mentioned, that in
Bulgaria it had been manufactured the preparation called "Tabex", which contained cytisine
and similar preparation manufactured in Yugoslavia called "Kuz'-manovich tablets".

[0003] There are medicinal products containing 1.5 mg of cytisine in a form of film-coated
tablets and hard capsules used in treatment of nicotine addiction. In the description of the
EP1586320 application there is presented cytisine containing solid dosage form being film-
coated tablet, wherein the core contains lactose, microcrystalline cellulose, talc, and
magnesium stearate. Appropriate lactose to microcrystalline cellulose ratios are also presented
as 1:2.0 to 1:2.5. Tablet prepared according to the cited composition had better stability and
mechanical strength than previously manufactured tablets containing i.e. lactose, wheat starch
and calcium bicarbonate. The application EP1586320 does not present the type of
manufacturing technology used for the preparation of the cytisine tablets nor whether it is
possible to obtain tablet containing 1.5 mg of cytisine using direct compression process and
fulfil the requirements presented in European Pharmacopoeia.

[0004] Tablets presented in the example of the EP1586320 application had adequate
uniformity of the active substance, but it was not revealed whether good uniformity was an
effect of prepared composition or appropriate choice of particle size of the active substance
and excipients or the appropriately chosen technology. All these parameters may have an
impact on the uniformity of content of the active substance.

[0005] In the Polish application P.401676 there is presented a composition in a form of hard
capsule containing micronized cytisine in amount of 0.1% to 5%, wherein all the particles have
diameter smaller than 10 um. The composition contains also from 40% to 60% of corn starch
and from 40% to 60% of microcrystalline cellulose.

Background of the invention

[0006] Medicinal products have to comply with many quality requirements, that guarantee
safety and efficacy of its use in the whole shelf-life. In case of solid dosage forms for oral
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administration of medicinal products important quality criteria comprise assay of the active
substance, uniformity of content of the active substance and content of impurities. In case of
tablets appropriate mechanical strength is also required.

[0007] Achieving uniform content of the active substance in the tablets manufactured using
direct compression method is problematic when the active substance is present in only a few
percent of the total tablet mass. In the process of blending of the dry blend segregation or
aggregation of the active substance may take place. Moreover, dry blend must have good
technological parameters (e.g. flowability), what allows to maintain constant conditions in the
tabletting or encapsulation process.

[0008] Achieving better homogeneity of the tabletting blend is possible with the use of wet
granulation process, which is however more complicated than direct compression process.
Additionally, wet granulation in case of hygroscopic substances of good solubility in water, such
as cytisine, may be related to technological difficulties, which arise from increase in viscosity of
the granules and difficulties in water removal.

[0009] In turn, granulation with the use of organic solvent is less preferable from environmental
reasons, needs special equipment for production line and enforces the necessity of testing
residual solvents in the final product.

[0010] During development of the medicinal product containing cytisine it turned out that
commercially available preparation in a form of film-coated tablets is not stable in the
conditions of increased temperature and humidity. Tablets after taking out of blisters were
tested under 30°C/65% RH; 40°C/75% RH, where RH represents relative humidity. After 28
days significant decrease of content of the active substance was observed.

[0011] The results of the content of the active substance in the product "Tabex" after 28 days
of storage at specified conditions were summarized in the table 1.

Table 1
Conditions Percent of de:)clared content §{ Change relative t(? declared content
[%] [%]
30°C/65% RH 84.7% -12.3%
40°C/75% RH 67.4% -30.1%

[0012] On the basis of the performed tests it was concluded that cytisine contained in the
tested product undergoes significant degradations in the environment of increased humidity.

[0013] Additionally compatibility studies between active substance and different excipients
were performed. Summary of the total impurities content observed in the mixture of micronized
cytisine with specified excipients was presented in the table 2

The mixtures were stored at 50°C/75% RH for 28 days.
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Table 1
Composition of the mixture Impurity content

Cytisine + lactose 77.1%
Cytisine + silicified microcrystalline cellulose 2.3%
Cytisine + microcrystalline cellulose 1.7%
Cytisine + calcium hydrogen phosphate 1.5%
Cytisine + sodium stearyl fumarate 0.8%
Cytisine + magnesium stearate 0.5%
Cytisine + colloidal silicon dioxide 0.5%
Cytisine + croscarmellose sodium 0.3%
Cytisine + mannitol 0.2%
Cytisine + talc 0.2%
Cytisine + starch 0.1%
Cytisine (without any excipients) 0.0%

[0014] Compatibility studies revealed that lactose (Lactopress 250SD) is highly incompatible
with cytisine, what puts into question a possibility of using lactose as excipient in the tables
containing cytisine.

[0015] Smaller incompatibility was observed with silicified microcrystalline cellulose (Prosolv
SMCC 50) and even smaller with microcrystalline cellulose (MCC PH101), calcium hydrogen
phosphate (Emcompress) and sodium stearyl fumarate (Pruv). Unexpectedly it turned out that
excipients such as: starch (Starch 1500), talc, mannitol (Parteck M100), sodium
croscarmellose (Vivasol), colloidal silicon dioxide (Aerosil) and magnesium stearate were the
most compatible with cytisine and did not contribute to significant degradation of cytisine in
high humidity conditions.

[0016] Technical problem of preparation solid stable pharmaceutical compositions containing
cytisine with the possibility to use direct compression technology was the basis of the present
invention.

[0017] In particular, the object is achieved by a composition according to claim 1, and a
process of claim 10. Preferred embodiments are subject of dependent claims.

Summary of the invention

[0018] The subject of the present invention is a stable solid pharmaceutical composition of
cytisine in a form of tablet manufactured by direct compression. Compositions manufactured
according to the present invention are stable during long term storage, also under increased
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humidity conditions.

[0019] For the manufacturing of the composition, the above effects can be achieved by using
active substance cytisine having adequately chosen particle size and from 20% to 75% by
weight of microcrystalline cellulose, glidant and at least one excipient chosen from the group
consisting of: mannitol, colloidal silicon dioxide, calcium hydrogen phosphate.

[0020] Compositions prepared according to the present invention do not contain lactose,
whereby such compositions may be used in patients with lactose intolerance without additional
risk of symptoms of gastrointestinal disorders.

[0021] High uniformity of cytisine content in tablets is preferably achieved by using cytisine,
which at least 60% of particles have size from 10 pm to 200 ym. Preferably average particle
size of cytisine dsg is in the range from 10 pym to 30 pym, wherein particularly preferable is at
least 90% of cytisine particles having size below 80 ym (value dgg below 80 um), Term
"average particle size" refers to the volume mean diameter of particles. Volume mean diameter
of particles was calculated by laser light diffraction method using Malvern Mastersizer 2000
apparatus. Value dgg of 20 um means that 50% of the particles by volume have diameter below
20 um. Particularly high uniformity of the composition was achieved when diluent having
average particle size dgg within a range of 100 um do 150 ym. Particularly preferable is when
diluent having average particle size of 100 ym is present in amount of at least 20% of the mass
of composition.

[0022] Unexpectedly it also turned out that even low water content in the active substance
(below 2%) contributes significantly to reducing the stability of cytisine tablets manufacture
using direct compression method. Cytisine used in the present invention contains preferably
below 1% of water. The most preferable water content in the active substance is below 0.5%.

[0023] Water content was determined with the methods described in European
Pharmacopoeia 8.0 in chapter 2.2.32 "Loss on drying" or with the Karl-Fischer method
described in chapter 2.5.12 "Water: Semi-Micro Determination". Water content in the tablets
prepared according to the present invention did not exceed 1%.

[0024] Compositions obtained according to the present invention are of high uniformity of
cytisine content and comply with the European Pharmacopoeia 8.0 requirements described in
chapters 2.9.6 "Uniformity of content of single-dose preparations" and 2.9.40 "Uniformity of
dosage units".

Detailed description of the invention

[0025] Composition according to the present invention preferably comprises:
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1. a) from 0.1% to 3% by weight of the active substance;

2. b) from 20% to 75% by weight of microcrystalline cellulose;

3. ¢) from 20% to 77.5% by weight of diluent chosen from a group comprising mannitol,
colloidal silicon dioxide, calcium hydrogen phosphate;

. d) from 0% to 10% by weight of binder;

. e) from 0% to 5% by weight of disintegrant;

. f) from 0% to 2% by weight of anti-adhesion agent;

. g) from 0.1% to 2.5% of glidant.

N O o~

[0026] Single tablet prepared according to the present invention contains preferably 1.5 mg of
cytisine.

[0027] Preferably formulation according to the present invention comprises at least one
diluent, which is suitable for direct compression. Preferable diluents are mannitol, silicified
microcrystalline cellulose, calcium hydrogen phosphate, starch. Apart from the diluent used,
composition comprises optionally a binder. Binders are chosen from the group comprising such
substances as powder cellulose, cellulose derivatives such as carboxymethylcellulose,
hydroxypropylmethylcellulose, hydroxypropylcellulose. Content of the binder is within a range
from 0% to 10% by weight. Total content of the diluent and binder is preferably within a range
from 90% to 98.5% by weight. It is preferable for the preparation of the composition according
to the present invention to use a blend for which ratio of microcrystalline cellulose to mannitol is
from 1:4 to 1:2.

[0028] Optionally composition according to the present invention comprise anti-adhesion
agent. Anti-adhesion agent are preferable chosen from a group comprising colloidal silicon
dioxide, hydrophilic fumed silica (Aerosil 200), talc. Content of the anti-adhesion agent is
preferably within a range from 0% to 2%.

[0029] Preferably composition according to the present invention comprise at least one glidant
chosen from a group comprising such substances as stearic acid, magnesium stearate,
sodium stearyl fumarate, gliceryl behenate. Total content of glidants is preferably within a
range from 0.1% to 2.5%. Optionally glidant is added in two stages, and between stages the
resulting blend is sieved.

[0030] Optionally composition comprises at least one disintegrant. As disintegrant typical
excipients used for this purpose may be used, including such as: sodium croscarmellose
(cross-linked sodium carboxymethylcellulose), crosspovidon (cross-linked
polyvinylpyrrolidone), sodium starch glycolate, starches such corn starch and modified
starches. Content of disintegrant is preferably within a range from 0% to 5% by weight.

[0031] Composition according to the present invention contains optionally other additives, such
as taste masking agents, pigments, flavours and other substances known by specialist, that
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are added to the composition in amount up to several percent without significant change of
physicochemical properties of the composition.

[0032] The favourable effect being the result of the present invention is to obtain dry blend of
cytisine and excipients having good technological properties. The obtained blends has good
flowability and are suitable for the preparation of solid dosage forms of cytisine for oral use
such as tablets, film-coated tablets, capsules and also in a form of powders for the preparation
of oral suspension or powders for the preparation of oral solution in sachets.

[0033] In a particular embodiment of the present invention additional drying stage is used for
the manufactured tablets, what decreases amount of impurities forming during tablet storage.

[0034] In other embodiment of the present invention the obtained tablets are put into a plastic
container, where desiccator is already present, what additionally decrease amount of impurities
forming during tablet storage.

[0035] Compositions prepared according to the present invention are characterized by the low
level of impurities and high stability in long period of storage. Compositions prepared according
to the present invention and stored in plastic containers with desiccants or in blisters made of
polyvinyl chloride, polyethylene or polychlorotrifluoroethene are stable for at least one year in
conditions 25°C £ 2°C/60% RH * 5% RH.

[0036] The present invention is illustrated by the following examples of preparation:

Example 1

[0037] Cytisine was sieved through 0.2 mm sieve and weighed. The remaining raw materials
after weighing were sieved through a 0.75 mm sieve. Cytisine and 1/3 of the amount of
mannitol were blended in a low-speed blender for 15 min. Then the remaining amount of
mannitol was added followed by microcrystalline cellulose and blended for 15 min. Magnesium
stearate was added to the obtained blend and it was blended for 3 min. The resulting blend
was used for tabletting on a rotatory press, using concave punches od 7 mm diameter. The
target mass of the tablet was 100 mg, and hardness above 40N. The ratios of the ingredients
are presented in the table 3.

Table 3

Recipe [%] weight
cytisine 1.5
mannitol 62.5
microcrystalline cellulose 35.0
magnesium stearate 1.0
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[0038] Tablets having 1.51 mg/tabl. of mean content of cytisine with variance coefficient RSD
5.9% were obtained.

Example 2

[0039] The identical procedure as in example 1 was used, but the ratios of the ingredients
were changed according to the table 4. Tablets having 1.52 mg/tabl. of mean content of
cytisine with variance coefficient RSD 5.6% were obtained.

Table 4
Recipe [%] weight
cytisine 1.51
mannitol 49.49
microcrystalline cellulose 48.00
magnesium stearate 1.00
Example 3

[0040] Cytisine was sieved through 0.16 mm sieve and weighed. The remaining raw materials
after weighing were sieved through a 0.75 mm sieve. Cytisine, microcrystalline cellulose,
sodium croscarmellose and colloidal silicon dioxide were blended in low-speed blender for 15
min. Then mannitol was added and blending was continued for 15 min. Magnesium stearate
was added to the obtained blend and it was blended for 3 min. The resulting blend had good
flowability and was used for tabletting on a rotatory press, using concave punches od 7 mm
diameter. The target mass of the tablet was 100 mg, and hardness above 40N. The ratios of
the ingredients are presented in the table 5.

Table 5
Recipe [%] weight
cytisine 1.5
mannitol 32.0
microcrystalline cellulose 62.5
colloidal silicon dioxide 1.0
croscarmellose sodium 2.0
magnesium stearate 1.0

Example 4
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[0041] Micronized cytisine having average particle size dsg below 20 ym was weighed. The

remaining raw materials were sieved through 0.75 mm sieve. 50% of the mannitol was sieved
directly to the MicroGral Duo high-shear mixer, then cytisine mixed manually with
hydroxypropylmethylcellulose was added and was mixed at 50 rpm for 5 min. To the obtained
blend the remaining amount of mannitol was added and blended for 5 min at 100 rpm
(chopper 500 rpm), arid then the whole amount of microcrystalline cellulose was added and
the mixing was continued for 10 min at 200 rpm (chopper 500 rpm). Magnesium stearate was
added and blended for 3 min in low-speed cubic blender. The resulting blend was used for
tabletting on a rotatory press. The ratios of the ingredients are presented in the table 6.

Table 6

Recipe [%] weight
micronized cytisine 1.5
mannitol 72.5
microcrystalline cellulose 20.0
hydroxypropylmethylcellulose 5.0
magnesium stearate 1.0

[0042] Tablets having hardness of 111 N were obtained, with average mass of 100.5 mg and
water content of 1.44 mg/tabl., with variance coefficient RSD 2.7 %.

Example 5

[0043] Cytisine was sieved through 0.2 mm sieve and batch amount was weighed from the
fraction below 0.2 mm. Silicified microcrystalline cellulose and calcium hydrogen phosphate
were weighed, followed by sieving through 0.75 mm sieve. The above mentioned ingredients
(including 50% of silicified microcrystalline cellulose) were mixed portionwise in MicroGral Duo
high-shear mixer at 50 rpm for 5 min. Cytisine was added to the obtained blend, followed by
the remaining amount of silicified microcrystalline cellulose and the mixture was mixed for 10
min. at 200 rpm (chopper 1000 rpm). Sodium stearyl fumarate was added and blended for 5
min in the same mixer (mixing speed 200 rpm, chopper 1000 rpm). The resulting blend was
used for tabletting on a rotatory press. The ratios of the ingredients are presented in the table
7.

Table 7

Recipe [%] weight
Cytisine (sieved fraction < 0.2 mm) 1.5
silicified microcrystalline cellulose 77.5
calcium hydrogen phosphate 20.0
sodium stearyl fumarate 1.0




DK/EP 2957280 T3

[0044] Tablets having hardness of 62 N were obtained, with average mass of 100.7 mg and
cytisine content of 1.50 mg/tabl., with variance coefficient RSD 1.8%.

Example 6

[0045] Micronized cytisine having average particle size dsg of 20 ym was weighed. The
remaining raw materials were weighed and sieved through 0.75 mm sieve. 70% of the mannitol
was mixed with cytisine in MicroGral Duo high-shear mixer for 5 min. at 50 rpm, then the
remaining amount of mannitol was added and mixed another 5 min at 50 rpm. Microcrystalline
cellulose was added and mixed for 10 min at 200 rpm (chopper 500 rpm). Magnesium stearate
was added and blended for 5 min in low-speed cubic blender. The resulting blend was used for
tabletting on a rotatory press using concave 6 mm punches. The target mass of the tablet was
100 mg and hardness above 40 N. The ratios of the ingredients are presented in the table 8.
Table 8

Recipe [%] weight
micronized cytisine 1.5
mannitol 62.5
microcrystalline cellulose 35.0
magnesium stearate 1.0

[0046] Tablets having mean cytisine content of 1.53 mg/tabl. were obtained, with variance
coefficient RSD 3.4%.

Example 7

[0047] Micronized cytisine having average particle size dgg of 20 ym was weighed. The
remaining raw materials were weighed and sieved through 0.75 mm sieve. 50% of the amount
of mannitol was sieved to MicroGral Duo high-shear mixer, cytisine was added and mixed for 5
min. at 50 rpm. The remaining amount of mannitol and microcrystalline cellulose was added
and mixed for 5 min. at 100 rpm (chopper 500 rpm). Magnesium stearate was added to the
obtained blend and blended for 5 min in low-speed cubic blender. The ratios of the ingredients
are presented in table 9. The blend had good technological properties. Hausner Ratio was
1.31 and Carr index 23.4%.

Table 9

Recipe [%] weight

cytisine 1.5
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Recipe [%] weight
mannitol 77.5
microcrystalline cellulose 20.0
magnesium stearate 1.0

[0048] Tablets having mean cytisine content of 1.46 mg/tabl. were obtained, with variance
coefficient RSD 3.8%.

Example 8

[0049] Micronized cytisine having average particle size dsg of 20 ym was weighed. The

remaining raw materials were weighed. Microcrystalline cellulose, cytisine and
hydroxypropylmethylcellulose were added to low-speed cubic blender and were mixed for 15
min. The obtained blend was sieved through 0.75 mm sieve. Mannitol sieved through 0.75 mm
sieve was added to the blend and mixed for 20 min. Glyceryl behenate sieved through 0.75
mm sieve was added to the blend and mixed for 10 min. The obtained blend was sieved
through 0.75 mm sieve. Magnesium stearate was added and blended for 5 min. The blend had
good technological properties. The ratios of the ingredients are presented in table 10. The
blend had good technological properties. Hausner Ratio was 1.31 and Carr index 23.4%.

Table 10

Recipe [%] weight
cytisine 1.5
mannitol 75.5
microcrystalline cellulose 20.0
glyceryl behenate 25
magnesium stearate 0.5

[0050] Tablets having mean cytisine content of 1.47 mg/tabl. were obtained, with variance
coefficient RSD 1.7%. Loss on drying of the tablets in 105°C was 1.20%

[0051] The resulting tablets were dehumidified in the O'Hara apparatus. Loss on drying was
tested with halogen moisture analyser. The following parameters were using for
dehumidification process. Drum rotation: jog mode 3 rpm, drying temperature: 50°C, air flow

rate: 250 m3/h, drying time 2 h.

[0052] After drying process, tablets were tested for loss on drying at 105°C, with a result of
0.75%.
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Example 9 (for better understanding the invention)

[0053] Composition prepared according to example 7 is manually encapsulated in gelatine
hard capsules Cytisine content in a single capsules is in a range from 1.40 - 1.60 mg.

Example 10

[0054] Tablets prepared according to example 7 were grouped into several parts and put into
climatic stability testing chambers in conditions: 40°C/75% RH and 50°C/75% RH. The first part
was packed into blisters. The second part was packed analogical as the first part, but prior to
packing tablets were stored in double polyethylene bags with desiccator for 14 days.

[0055] The third part was packed into HDPE with desiccator. Tablets in bulk prepared
according to example 7 were also put into chambers.

[0056] Stability testing results of cytisine content and impurities content in the tablets after 28
days storage were presented in the table 11 and 12.

Table 11

Time Start Day 28

Packaging in bulk blisters without blisters with desiccator

desiccator

Conditions - 40°C 75% §{ 50°C 75% | 40°C 75% 50°C 75%
RH RH RH RH

cytisine content { 97.2% 96.6% 92.0 95.6 943%

Sum of <0.05% 0.17% 1.64% <0.05% 0.16%

impurities

Table 12

Time Start Day 28

Packaging in bulk HDPE container with desiccator

Conditions - 40°C / 75% RH 50°C / 75% RH

cytisine content 97.2% 97.1% 98.7%

Sum of impurities <0.05% <0.05% 0.05%

Comparative example with the use

of the blend., which does not comprise

microcrystalline cellulose
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[0057] Micronized cytisine having average particle size dgg of 20 ym was weighed. The rest of
the raw materials were weighed, and then sieved through 0.75 mm sieve. Cytisine was added
to the Microgral Duo high-shear mixer, followed by starch and mannitol and it was mixed for 10
min. at 100 rpm. Magnesium stearate was added and mixed for 3 min. The ratios of the
ingredients used are presented in the following table:

Recipe [%] weight
cytisine 1.5
mannitol 62.5
starch 35.0
magnesium stearate 1.0

[0058] The blend having good technological properties was obtained. The blend has a
satisfactory flowability. The blend was used for tabletting, yielding tablets having average
cytisine content of 1.41 mg/tabl, with variance coefficient RSD of 1.2%. Hardness of the tablets
was 29 N, which was too low.
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FARMACEUTISK FASTSTOFSAMMENSATNING AF CYTISIN oG
FREMGANGSMADE TIL FREMSTILLING DERAF

Patentkrav

1. Farmaceutisk  faststofsammenseetning, der omfatter cytisin  som aktivstof,
kendetegnet ved, at sammensatningen ikke indeholder lactose og omfatter fra 20 til 75
vaegt-% mikrokrystallinsk cellulose, glittemiddel og mindst én farmaceutisk acceptabel
excipiens, som er valgt fra gruppen, der omfatter: mannitol, kolloidt siliciumdioxid,
calciumhydrogenphosphat, hvor mindst 60 % af cytisinpartiklerne har en stgrrelse fra
10 um til 200 ym, og den farmaceutiske sammensatning er i form af en tablet, som
fremstilles ved en direkte presningsfremgangsmade.

2. Sammenseetning ifglge krav 1, der omfatter cytisin med en gennemsnitlig
partikelstarrelse dso i omradet fra 10 ym til 30 um.

3. Sammensaetning ifglge krav 2, der omfatter cytisin med en partikelstgrrelse deo pa
under 80 pm.

4. Sammensaetning ifglge krav 1, kendetegnet ved, at vandindholdet i
sammensatningen er under 1 %.

5. Sammensaetning ifalge et hvilket som helst af kravene 1 til 4, der omfatter:

a) fra 0,1 til 3 veegt-% af aktivstoffet;

b) fra 20 til 75 vaegt-% mikrokrystallinsk cellulose;

c) fra 20 til 77,5 veegt-% diluent;

d) fra O til 10 vaegt-% bindemiddel;

e) fra 0 til 5 vaegt-% spreengmiddel;

f) fra O til 2 vaegt-% antikleebemiddel;

g) fra 0,1 % til 2,5 % glittemiddel.

6. Sammenseetning ifglge et hvilket som helst af kravene fra 1 til 5, kendetegnet ved, at
antikleebemidlet er valgt fra en gruppe, der omfatter: kolloidt siliciumdioxid, hydrofil
silicargg, talkum.

7. Sammenseetning ifglge et hvilket som helst af kravene fra 1 til 5, kendetegnet ved, at
glittemidlet er valgt fra en gruppe, der omfatter: stearinsyre, magnesiumstearat,
glycerylbehenat, natriumstearylfumarat.

8. Sammenseetning ifglge et hvilket som helst af kravene fra 1 til 5, kendetegnet ved, at
bindemidlet er hydroxypropylmethylcellulose.

9. Sammensaetning ifglge et hvilket som helst af kravene fra 1 til 8, der indeholder 1,5 mg

cytisin i en enkelttablet.
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2
10. Fremgangsmade til fremstilling af den farmaceutiske faststofsammensaetning, der
indeholder cytisin som aktivstof ifalge krav 1, kendetegnet ved, at:
a) cytisin, hvor mindst 60 % af partiklerne har en starrelse fra 10 pm til 200 pm, initialt
blandes med mikrokrystallinsk cellulose, der udger fra 20 % til 75 % af slutblandingens
totalvaegt, og valgfrit med diluenterne, bindemidlerne, sprangmidlerne,
antiklaebemidlerne;
b) den resulterende blanding sigtes gennem en sigte;
c) der tilsaettes diluent, som er valgt fra en gruppe, der omfatter: mannitol,
calciumhydrogenphosphat, kolloidt siliciumdioxid;
d) der tilseettes glittemiddel, som er valgt fra en gruppe, der omfatter: stearinsyre,
magnesiumstearat, glycerylbehenat, natriumstearylfumarat, og blandingen blandes fra 1
til 15 minutter;
e) den resulterende blanding valgfrit sigtes, idet den anden del af glittemidlet, som er valgt
fra en gruppe, der omfatter: stearinsyre, magnesiumstearat, glycerylbehenat,
natriumstearylfumarat, tilseettes, og blandingen blandes fra 1 til 15 minutter;
f) den opnaede blanding tabletteres ved den direkte presningsfremgangsmade.
11. Fremgangsmade ifglge krav 10, hvor de opnaede tabletter yderligere affugtes, indtil
der nas et vandindhold pa under 1 %.
12. Fremgangsmade ifglge krav 10 eller 11, hvor de opndede tabletter pakkes i
plastbeholdere, der giver beskyttelse mod fugt.
13. Sammensaetning ifelge krav 1, kendetegnet ved, at sammenseetningen er i en

preeparatform til oral anvendelse.



