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ABSTRACT OF THE DISCLOSURE

The application discloses a process for the manufac-
ture of mechanically-stable, readily~disintegratable
tablets made of small preformed, preferably rounded,
particles or pellets containing a high percentage of active
ingredient in which - prior to compression - the particles
are coated with an agueous or aqueous/organic suspension
containing water-soluble polyvinyl alcohol having an ester
content of 19.4 to 6.7%, a disintegrant, and finely-divided
cellulose, the remainder being excipients such as addition-
al colloids, adjuvants, dyes, and/or flavors and the
suspending 1liquid, and dried, the stable but readily-
friable tablet product thus-produced, and a method of

delivering an active ingredient by the employment of such
a2 tablet for oral ingestion.
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Field of Invention

The invention relates to a process for the manufacture
of tablets which comprise small preformed particles or
pellets containing active ingredients, tablets so prepared,

and a method of active ingredient delivery employing such
tablets.

Background of Invention and Prior Art
various methods have been described for the manufac-

ture of pharmaceutical compositions which continuously
release the pharmaceutical ingredients over an extended
period of time. One such method is to prepare a mixture of
the active ingredient and a suitable, physiologically-~
acceptable vehicle such as, for example, a water-insoluble
colloid with which water-soluble or water-swellable
Colloids may be admixed, and to extrude the admixture in
strands of 0.5 to 3 mm in diameter, dividing these strands
into 1 to 3 mm-long cylindrical particles. A second method
is to soak or coat a physiologically~suitable vehicle in
the form of pellets or particles with the active ingredi-
ent.

1t has however been found that, when compressing such
pharmaceutical-containing particles or pellets into

Tablets, unexpected difficulties arise. When compressed at
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a relatively low pressure, the tablets, when exposed to
liquid, readily disintegrate into the individual components
thereof, but exhibit only low mechanical stability and
avrasion resistance, which may result in damage during
further preparation for market, such as during filling into
blister packs or transportation in other containers. On
the contrary, when higher pressures are employed during the
compression process, mechanically-stable tablets are
obtained which exhibit considerably-retarded disintegration
characteristics, so that the pharmacokinetic properties of
the tablets differ substantially from those of the individ-
ual particles.
OBJECTS OF THE INVENTION

It is an object of the present invention to provide an

improved process for the manufacture of tablets which have

sufficient abrasion resistance but also adequate friability

S6 as not to affect the release properties of active
ingredients contained in individual particles or pellets
comprised therein upon exposure to liquids and especially
upon oral ingestion. A further object is the provision of
tablets comprising small preformed particles or pellets
containing active ingredients, preferably rounded, and
which tablets exhibit improved characteristics as just
Stated. Another object of the invention is a method of
delivering active ingredient contained in small preformed
particles or pellets comprised in tablets according to the
invention. Other objects of the invention will become
apparent hereinafter and still others will be obvious to
one skilled in the art to which this invention pertains.
SUMMARY OF THE INVENTION
The invention, then, comprises the following, inter

alia, singly or in combination:
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A process for the manufacture of mechanically-stable,
readily-disintegratable tablets comprising small preformed
individual pellets or particles containing active ingredi-

ent wherein

A. AN agueous Or aguecus-organic suspension which
consists essentially of:

a) water-soluble polyvinyl alcohol having an
ester content between 19.4 and 6.7%,
D) pharmaceutically-acceptable disintegrant,
C) finely-divided cellulose, and
d) pPharmaceutically-acceptable excipients,
the percentage by weight of said suspension of a)
being 1-20, the bercentage by weight of said suspension of
b) being 1-20, the percentage by weight of said suspension
of c) being 1-20, and the percentage by weight of said
suspension of d) being 0 to 37%, the percentage by weight
of a), b), c), and d) to total weight of the suspension
being 3 to 40 percent, the remainder being the suspending
liguid,
1s applied to the particles or pellets, whereafter
B. the coated particles or pellets are dried, and
C. the dried coated particles or pellets are com-

pressed into tablets wherein the weight of the coating is

at least 3% of the weight of the coated particles or
pellets; such a

process wherein the individual particles or pellets
are rounded cylindrical pellets or particles; such a

process wherein the disintegrant is cross-linked
polyvinylpyrrolidone and the cellulose is in the form of
cellulose powder or microcrystalline cellulose: such a

process wherein the total amount of a), b)), ¢), and d)
in the suspension is about 15 to 25% by weight; such a
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process wherein the amounts of a), b), and c¢) in the
suspension are each about 4 to 7% of the total weight of
the suspension; such a

process wherein the suspension contains about 4 to 7%
by weight of a), about 4 to 7% by weight of b), and about
4 to 7% by weight of c¢), and the total amount of a), b),
c), and d) in the suspension is about 15 to 25% by weight;
such a

process wherein the weight of the coating is about 5
to 60% of the weight of the coated particles or pellets;
such a

process wherein the weight of the coating is at least
10% of the weight of the coated particles or pellets; such
a

process wherein the dried particles or pellets are
compressed into tablets on an excentric or rotary press,
applying a pressure of 2 to 20 kN; such a

process wherein the dried particies or pellets are
compressed into tablets on an excentric or rotary press,
applying a pressure between about 2 and 10 kN: such a

process wherein the pressure applied is between about
2.5 and 5 kKN; such a

process wherein the excipient d) comprises a material
selected from slightly-soluble polymethylmethacrylate,
polyethyleneglycol, polyoxyethyleneglycol, and mixtures
thereof; such a

process wherein the excipient d) comprises a gastro-
resistant, film-forming substance selected from the group
consisting of anionic polymethacrylate, cellulose acetate
phthalate, and hydroxypropylmethylcellulose phthalate; such
a

process wherein the excipient d) comprises a silightly-

soluble polymer selected from the group consisting of
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a polymethacrylate having cationic ammonium groups; such a

process wherein the tablets are coated with a film-
forming substance containing at least one additional
ingredient selected from the group consisting of a pigment,
sugar, other sweetener, dye, flavor, lubricant, and
soiftener; and any such

process wherein the disintegrant b) is cross-linked
polyvinylpyrrolidone and the cellulose c) is cellulose
powder or microcrystalline cellulose.

Also, a mechanically-stable, readily-disintegratable
tablet comprising small preformed particles or pellets
containing active ingredient surrounded by an agueous or
aqueous-organic suspension which consists essentially of

a) water-solubkle polyvinyl alcohol having an
ester content between 19.4 and 6.7%,

D) pharmaceutically-acceptable disintegrant,

C) finely-divided cellulose, and

d ) pharmaceutically-acceptable excipients,

the percentage by weight of said suspension of a)
being 1-20, the percentage by weight of said suspension of
b) being 1-20, the percentage by weight of said suspension
of c) being 1-20, and the percentage by weight of said
suspension of d) being 0 to 37%, the percentage by weight
of a), b), ¢), and d) to total weight of the suspension
being 3 to 40 percent, the remainder being the suspending
liguid,

the coated particles or pellets, after drying, having
been compressed into a tablet under a pressure of 2-20 kN,
said tablet being abrasion resistant but rapidly disinte-
gratable in water within a period of 5 to 300 seconds, said

tablet having a hardness of between about 25 and 125 kN,
and
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such a tablet wherein the suspension contains about 4
to 7% by weight of a), about 4 to 7% by weight of b), and
about 4 to 7% by weight of c), and the total amount of a),
b), c¢), and d) in the suspension is about 15 to 25% by
weight, wherein the weight of the coating is about 5 to 60%
of the weight of the coated particles or pellets, wherein
the disintegrant b) is cross-linked polyvinylpyrrolidone
and the cellulose c) is cellulose powder or microcrystal-
line cellulose, compressed into tablet form under a
pressure between about 2 and 10 kN and having a disinte-
gration time in water between about 15 and 60 seconds, and
having a hardness between about 40 and 80 KkN.

'MOreover,:a method.OfdeliVering'an active ingredient
to a patient in need thereof, comprising the step of orally
administering such a tablet to the said patient.

The Invention

The subj ect matter of the present invention is a
process for the manufacture of tablets comprising drug-
containing small ~particles or pellets which rapidly
disintegrate into the individual particles or pellets. The

‘aim of this project was to prepare a tablet with sufficient

abraSion resistance sO as to be mechanically-stable but
with sufficient friability SO as not to affect the release

i properties of the active ingredients from the individual

particles themselves upon oral ingestion. Unexpectedly, it
was found that the problem can be solved by coating the

small active ingredient-containing particles or pellets

with the following componentS"

water-soluble polyvinyl alcohol having an ester

content (polyvinyl acetate) of 19.4 to 6.7%, a disinte-
grant, and finely-divided cellulose, with additional

6 MERZ 22/d1lk
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colloids, adjuvants, dyes and/or flavors, as required or
desired, being optional.

The individual drug-~containing particles or pellets
are small preformed particles or pellets usually having a
size not greater than about 3 mm on their largest dimension
and are preferably rounded and between about .2 and 3 mm on
their largest dimension, most preferably between about .4
and 2 mm, especially .5-1.5 mm on their largest dimension.

Such particles or pellets are coated with the forego-
ing-identified components according to known procedure in
the form of an aqueous or aqueous/organic e.g., water-
ethanol, suspension thereof containing 1 to 20, preferably
about 4-7 percent by weight of the polyvinyl alcohol; 1 to
20, preferable 4-7 percent by weight of disintegrant:; 1 to
20, preferably 4-7 percent by weight of finely-divided
cellulose; and 0-37% of excipients selected from 0-20
percent by weight of one or more additional colloids and/or
other adjuvants or auxilliary agents and 0-20 percent by
weight of one or more excipients selected from flavors
and/or dyes, the remainder being the suspending fluid or
ligquid present in the suspension, comprising, e.g., at
least about 60 and preferably about 75 to 85 percent by
weight thereof. The coating can be effected in several
Steps, for example, by Spraying in a coating pan with
intermediate drying phases, or by continuous spraying and
subsequent drying. The temperature of the inlet air for
drying is selected in accordance with the sensitivity of
the active ingredient. The coating layer should be 3-60
percent by weight of the coated particles or pellets,
preferably 5-60% of the weight of the coated pellets or
particles, and most preferably at least about 10 percent by
weight of the coated pellets or particles.
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Subsequently, +the coated and dried particles oxr
pellets can be compressed into tablets containing the
desired active ingredient on an excentric or rotary press.
The pressure ranges employed are between 2 and 20 kN,
preferably 2 to 10 kN, and especially 2.5-5 kN. The com-
pressed tablets thus-prepared have sufficient breaking and
abrasion resistance and rapidly disintegrate in water,
i.e., within 5 to 300 seconds, preferably 15 to 60 seconds,
into the original particles, and generally have a hardness
between about 25 and 125 kN, preferably between about 40
and 80 kN. Accordingly, the pharmacokinetic properties of
the tablets are, as desired, identical with those of the
individual particles or of hard capsules filled with the
same individual particles.

A salient characteristic of the process according to
the invention is that the surface of the particle coatings
1s not completely smooth but rather relatively rough, as
can be determined under an electron microscope. This
roughness ensures good entanglement of the individual
particles or pellets upon compression into tablets, even at
lower pressures.,

If desired, the thus-prepared compressed tablets can
also be coated. Such coating may consist of or comprise
any suitable pharmaceutically-acceptable film-forming
substance, innumerable of which are known, e.g., hydroxy-
propylcellulose, hydroxypropylmethylcellulose, cellulose
acetate phthalate, methylmethacrylate, or the 1like, if
required or desired with addition of softeners, lubricants,
and other adjuvants such as pigments, sugar or other
sweetener, dyes, and/or flavors.

The disintegrant employed according to the invention

is preferably cross~linked polyvinylpyrrolidone. The
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finely-divided cellulose is preferably employed in the form
of cellulose powder and/or microcrystalline cellulose.
Any excipients employed may include additional
colloids, which can preferably be a slightly-soluble poly-
methacrylate, PEG, or PEOG, or mixtures thereof, e.g., a
Macrogol'™ such as, for example, Macrogol 6000 the

Macrogols being mixtures of polyethyleneglycols (PEGs) and
polyoxyethyleneglycols (POEGs) of different molecular
weights, the numerical designation being indicative of the
molecular weight of both ingredients, e.g., 6000, with MWs
of 4000 and above being preferred.

Additional pharmaceutically-acceptable excipients or
adjuvants which may be used can be slightly-soluble
polymers such as ethyl cellulose, cellulose acetate, or
polyvinyl acetate having cationic ammonium groups, and/or
gastro-resistant substances such as anionic polymethyl -
methacrylate, cellulose acetate phthalate, or hydroxypro-
pylmethylcellulose phthalate.

The dyes and flavors to be employed are known to the
art. The selection of such specific ingredients depends as
usual on the desired result and is a part of the knowledge
or one skilled in the art.

DETAILED_DESCRIPTION OF THE INVENTION

The following examples are given by way of illustra-

tion only and are not to be construed as limiting.

Example 1

A. Extrusion pellets are prepared according to the
following formula:
Ibuprofen 67.2g 84%

Polymethacrylate with cationic
ammonium groups (Eudragit RS 30D!™M)

calculated as solid substance 8.0g 10%
Triacetin 0.8g 1%
Sodium carboxymethyl cellulose 4.0 5%
Total moisture content 23%

9 ' MERZ 22/d1k



10

15

20

25

30

The moist mixture is extruded in a cylinder granula-

tor, the cylindrical particles obtained being immediately
rounded and dried.

B. Coating suspension

A suspension of the following components is prepared
under vigorous stirring:

Polyvinyl alcohol (Mowiol 4-88im) 4.6%
Cross~linked polyvinylpyrrolidone
(Crospovidone, Kollidon cr'™) 7 %
Cellulose powder (Vitacel M 80 K'Mm) 6.8%
Macrogol 6000'™ 0.2%
Banana flavor 1.4%
Water 80 %

100%

C. Preparation of Coated Particles

Coat 680 g of the particles prepared according to Step
A in a coating pan in several steps by spraying with a
suspensicn according to B, the dried substance content of

which is 120 g. Carefully dry the particles between the
individual coating phases.

D. Tabletting
From the coated, well-dried particles according to C,

tablets are compressed on an excentric or rotary press
using a pressure of 3-3.5 kN. Each tablet contains 500 mg
of active ingredient, corresponding to 700-750 mg of coated
extrusion pellets.

Upon exposure to fluids, especially synthetic stomach
fluids, or wupon oral ingestion, it is found that the
tablets of this example are particularly well suited to act
as a delivery system for the delivery of active ingredient
upon oral administration, since the tablet is characterized
Dy sufficient abrasion resistance but also sufficient
friability so as not to affect the release properties of

10 MERZ 22/dlk
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the active ingredient from the individual particles
themselves upon oral ingestion, thus providing rapid
disintegration of the preformed tablet into the individual

preformed active ingredient-containing particles or
pellets.

Example 2

A, Extrusion pellets are prepared according to the

following formula:

Paracetamol, fine crystals 70% 350mg
Avicel RC 581'm (microcrystalline

cellulose) 20% 100mg
Avicel CL 611tm 10% 50g

Demineralized water plus 35% 173g

The moist powder mixture is processed on a cylinder
granulator into cylindrical pellets having a diameter of
1.2 mm and a length of 3-4 mm. These pellets are finally

rounded out in still wet condition and dried well.

B. Coating suspension

A suspension of the following components is prepared
under wvigorous stirring:

Polyvinyl alcohol (Mowiol 3-83'm) 4. .52 16.6g

Cross-linked polgginylpyrrolidone

(Polyplasdone xL'™m) 5.2% 19.2g

Cellulose powder (Elcema P 050'™)  5.1% 18.9qg

Sodium cyclamate 0.2% 0.8g

Demineralized water 85.0%  314.5qg
100%

C. Preparation of coated particles

Introduce 500 g of the pellets prepared according to
A into a fluidized-bed apparatus (Aeromatic STREA l“n) and
coat with the suspension prepared according to B, the dry
solids content of which is 55.5 g (corresponding to a
solids content of 15%). The percentage of the coating in

relation to the total pellet material 1s about 10%.

1] MERZ 22/d1k
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Subsequently, spray on Macrogol 6000'™ from an agueous

solution to prepare a final coating of 0.5%, again related

to the total pellet material.

The active ingredient content of the resulting coated
pellets is about 63% by weight.
D. Tabletting

From the well-dried, coated particles prepared
according to C, tablets are compressed on an excentric or
rotary press using 9 x 15 mm pressing tools and a pressure
of 3.0-4.0 KkN. Each tablet contains 500 mg of active
ingredient, corresponding to 750 to 800 mg of coated
extrusion pellets.

Upon exposure to fluids, especially synthetic stomach
fluids, or upon oral ingestion, it is found that the
tablets of this example are particularly well suited to act
as a delivery system for the delivery of active ingredient
upon oral administration, since the tablet is characterized
by sufficient abrasion resistance but also sufficient
friability so as not to affect the release properties of
the active ingredient from the individual particles
themselves upon oral ingestion, ‘thus providing rapid
disintegration of the preformed tablet into the individual

preformed active ingredient-containing particles or
pellets.

Example 3

A. Preparation of pellet cores containing active ingredi-
ents

Introduce 1000 g of non-pareils (diameter 0.7-0.9 mm)
into a coating pan and heat to 50°C using a dip pipe.
Spray a solution of the following formulation onto the

cores in the coating pan using a two-fluid nozzle:

l-Ephedrine hydrochloride 24% 330 g
Demineralized water 75% 1045 g
100%

12 MERZ 22/dlk
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Spray on the solution intermittently with intensive
intermittent drying phases. The active ingredient content
Of the resulting pellets is 25% by weight.

B. Coating suspension

Prepare a solution from the following components under

vigorous stirring:

Polyvinyl alcohol (Mowiol 4-88'm) 6.0% 110.0g
Cross-linked polyvinylpyrrolidone 6.0% 100.0g
Microcrystalline cellulose

(Avicel PH 101'm) 6.0% 100.0g
Lemon flavor 0.98% 16.3g
Saccharine sodium 0.40% 6.79g
Indigotine blue 0.01% 0.16g
L-yvellow 0.01% 0.16g
Demineralized water 80.0% 1333.0g

100 %
C. Preparation of the coated pellets

Introduce 1330 g of substance-containing pellets
prepared according to A into a fluidized-bed apparatus
(Aeromatic STREA 1'™ ywith Wurster unit) and spray with
suspension according to B having an ingredient content of
333.3 g (corresponding to a solid content of 20%). Avoid
overwetting and spray intermittently, if required. Dry the
pellets thoroughly and spray with a solution of 0.5%
Macrogol 6000““, related to the total pellet material, in

demineralized water.

The coated pellets obtained contain about 20% of

active ingredient and 20% of coating in relation to their
total weight.

D. Tabletting

The thoroughly-dried coated particles are compressed
into tablets on an excentric or rotary press using 10 mm
pressing tools and a pressure of 2.3 to 3.0 kN. Each

13 MERZ 22/d1k
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tablet contains 50.0 mg of active ingredient corresponding
to 250-300 mg of coated substance-containing non-pareils.

Upon exposure to fluids, especially synthetic stomach
fluids, or upon oral ingestion, it is found +that the
tablets of this example are particularly well suited to act
as a delivery system for the delivery of active ingredient
upon oral administration, since the tablet is characterized
by sufficient abrasion resistance but also sufficient
friability so as not to affect the release properties of
the active ingredient from the individual particles
themselves upon oral ingestion, ‘thus providing rapid
disintegration of thejpreformed tablet into the individual
preformed active ingredient-containing particles or
pellets.

It 1is therefore seen that a novel process for the
preparation of rapidly-disintegratable tablets comprising
small preformed and preferably rounded active-ingredient-
containing particles or pellets has been provided, as well
as the tablets themselves, which tablets are characterized
by sufficient abrasion resistance but also sufficient
friability so as not to affect the release properties of
the active ingredients from the individual particles
themselves upon oral ingestion, and a method of delivering
active ingredients upon oral ingestion by means of a tablet
of the present invention and prepared according to the
process of the present invention.

It is to be understood that the present invention is
not to be limited to the exact details of operation, or to
the exact compounds, compositions, methods, procedures, or

embodiments shown and described, as various modifications

14 MERZ 22/dlk
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and equivalents will be apparent to one skilled in the art,
wherefore the present invention is to be limited only by
the full scope which can be legally accorded to the append-
ed claims.

15 MERZ 22/d1lk
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The embodiments of the invention in which an exclusive
property or privilege is claimed are defined as follows:
- 1 -

Process for the manufacture of mechanically-stable,
readily-disintegratable.tablets comprising small preformed
individual pellets or particles containing active ingredi-~

ent wherein

A. an agueous oOr agueous-organic suspension which
consists essentially of:
a) water-soluble polyvinyl alcohol having an
ester content between 19.4 and 6.7%,
b) pharmaceutically-acceptable disintegrant,
C) finely-divided cellulose, and
d) pharmaceutically-acceptable excipients,
the percentage by weight of said suspension of a)
being 1-20, the percentage by weight of said suspension of
b) being 1-20, the percentage by weight of said suspension
Of c) being 1-20, and the percentage by weight of said
suspension of d) being 0 to 37%, the percentage by weight
of a), b), c¢), and d) to total weight of the suspension
being 3 to 40 percent, the remainder being the suspending
liguid,
is applied to the particles or pellets, whereafter
B. the coated particles or pellets are dried, and

C. the dried coated particles or pellets are com-
pressed into tablets wherein the weight of the coating is

16 MERZ 22/d1ik
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at least 3% of the weight of the coated particles or
pellets.
- 2 -
Process according to Claim 1, wherein the individual

particles or pellets are rounded cylindrical pellets or
particles.

-3 -
Process according to Claim 1, wherein the disintegrant
is cross-linked polyvinylpyrrolidone and the cellulose is

in the form o0f cellulose powder or microcrystalline
cellulose.

- 4 -

Process according to Claim 1, wherein the total amount
of a), b), c), and d) in the suspension is about 15 to 25%
by weight.

- 5 -

Process according to Claim 1, wherein the amounts of
a), b), and ¢) in the suspension are each about 4 to 7% of
the total weight of the suspension.

- 6 ~

Process according to Claim 1, wherein the suspension
contains about 4 to 7% by weight of a), about 4 to 7% by
weight of b), and about 4 to 7% by weight of c), and the
total amount of a), b), c), and d) in the suspension is
about 15 to 25% by weight.

- 7 -

Process according to Claim 6, wherein the weight of
the coating is about 5 to 60% of the weight of the coated
particles or pellets.

- 8 -
Process according to Claim 6, wherein the weight of

the coating is at least 10% of the weight of the coated
particles or pellets.

17 MERZ 22/dlk
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- 0 -
Process according to Claim 1, wherein the dried

particles or pellets are compressed into tablets on an

excentric oOr rotary press, applying a pressure of 2 to 20
KN.

-~ 10 -
Process according to Claim 6, wherein +the dried
particles or pellets are compressed into tablets on an

excentric or rotary press, applying a pressure between
about 2 and 10 kN.

- 11 -

Process according to Claim 10, wherein the pressure

applied is between about 2.5 and 5 kN.
- 12 -

Process according to Claim 1, wherein the excipient d)
comprises a material selected from slightly-soluble poly-
methylmethacrylate, polyethyleneglycol, polyoxyethylenegly-
col, and mixtures thereof.

~ 13 -

Process according to Claim 1, wherein the excipient d)
comprises a gastro-resistant, film~-forming substance
selected from the group consisting of anionic polymeth-
acrylate, cellulose acetate phthalate, and hydroxypropyl-
methylcellulose phthalate.

- 14 -

Process according to Claim 1, wherein the excipient d)
comprises a slightly-soluble polymer selected from the
group consisting of ethylcellulose, cellulose acetate,
polyvinyl acetate, and a polymethacrylate having cationic
ammonium groups.

- 15 -
rProcess according to Claim 1, wherein the tablets are

coated with a film-forming substance containing at least

18 MERZ 22/dlk
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one additional ingredient selected from the group consist-

ing of a pigment, sugar, other sweetener, dye, flavor,
lubricant, and softener.

- 16 -

Process of Claim 7 wherein the disintegrant b) is
cross-linked polyvinylpyrrolidone and the celluloge c¢) is
cellulose powder or microcrystalline cellulose.

- 17 =

A mechanically-stable, readily-disintegratable tablet
comprising small preformed particles or pellets containing
active ingredient surrounded by an agueous or agqueous-

organic suspension which consists essentially of

a) water~soluble polyvinyl alcohol having an
ester content between 19.4 and 6.7%,

D) pharmaceutically-acceptable disintegrant,

C) finely~divided cellulose, and

d) pharmaceutically-acceptable excipients,

the percentage by weight of said suspension of a)
being 1-20, the percentage by weight of said suspension of
b) being 1-20, the percentage by weight of said suspension
of c) being 1-20, and the percentage by weight of said
suspension of d) being 0 to 37%, the percentage by weight
of a), b), c), and d) to total weight of the suspension
being 3 to 40 percent, the remainder being the suspending
liquid,

the coated particles or pellets, after drying, hawving
been compressed into a tablet under a pressure of 2-20 KN,
said tablet being abrasion resistant but rapidly disinte-
gratable in water within a period of 5 to 300 seconds, said
tablet having a hardness of between about 25 and 125 kN.

- 18 -

A tablet of Claim 17, wherein the suspension contains

about 4 to 7% by weight of a), about 4 to 7% by weight of

19 MERZ 22/dlk
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b), and about 4 to 7% by weight of c), and the total amount
of a), b), c), and d) in the suspension is about 15 to 25%
by weight, wherein the weight of the coating is about 5 to
60% of the weight of the coated particles or pellets,
wherein the disintegrant b) is cross-linked polyvinylpyr-
rolidone and the cellulose c¢) is cellulose powder or
microcrystalline cellulose, compressed into tablet form
under a pressure between about 2 and 10 kKN and having a
disintegration time in water between about 15 and 50
seconds, and having a hardness between about 40 and 80 KkN.
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