Phar maceuti cal Preparation of N [5-(Am nosulfonyl)-4- et |-1
3-thiazol-2-vll-N net |-2-[4-(2-pyridinyl)phenyll|acetam de The present
invention relates to a pharnaceutical preparation for oral application
conpri sing

N-[ 5- (Am nosul fonyl ) -4-net hyl -1, 3-t hi azol - 2-yl ] - N-nmet hyl - 2-[ 4- (2- pyri d-

i nyl ) phenyl ] acetam de or its hydrates and/or solvates as well as an acid, a
method for its production as well as the use of this preparation for the
treatment and/or prophy- | axis of diseases which are caused by herpes
viruses, in particular diseases which are caused by herpes sinplex viruses.
N-[ 5- (Am nosul fonyl ) - 4- et hyl - 1,

3-thiazol -2-yl]-Nnethyl -2-[4-(2-pyridinyl)phenyl]- acetam de is a conpound
of the following formula which is highly active against diseases which are
caused by herpes sinplex viruses. o CH, i N-\ o g lco H C NH2

N- (5- (Am nosul fonyl )-4-nmethyl -1

3-thiazol -2-yl]-N-nmethyl -2-[4-(2-pyridinyl)- phenyl]acetamde 2 It was
first described in WO 01/47904, the disclosure of which is included hereby
by reference. Wien in the following reference is nade to active conpound
(1) all nodi- fications of S

N-[ 5- (Am nosul fonyl ) -4-nethyl -1, 3-thi azol -2-yl]-N-nmet hyl -2-[4-(2-pyrid-

methyl-2-{4-(2-pyridinyl)phenvijacetamide

The present invention relates to a pharmaceutical preparation for oral application
comprising N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyrid-
inyl)phenyljacetamide or its hydrates and/or solvates as well as an acid, a method for
its production as well as the use of this preparation for the treatment and/or prophy-
laxis of diseases which are caused by herpes viruses, in particular diseases which are

caused by herpes simplex viruses.

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]-
acetamide is a compound of the following formula which is highly active against

diseases which are caused by herpes simplex viruses.

N-{5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridiny])-
phenyl]acetamide



i nyl ) phenyl ] acetam de as well as the hydrates and/or sol vates are included.
For the active conmpound (1) fast releasing and storage stable tablets are
needed for the therapy of herpes diseases in hunans. Fast rel easi ng neans
here that at |east 80 % of the anobunt of the active conpound are rel eased
within 30 mnutes in e.g. 0.1 N hydrochloric acid at 37C. Storage stability
is characterized by unchanged release characteristics of the active
conpound (1) after a storage of the tablet for several weeks or nonths
respectively under defined climate conditions (tenperature, humdity) and
by the chem cal stability of the active conpound. For this the active
conpound is usually m xed with usual pharnmaceutical excipients, possibly
granul at ed and subsequently conpressed into tablets. Typical classes of
excipients are disintegrants (disintegration auxiliaries), fillers, binders,
| ubricants ' " (0} 1L ' ny
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del ayed rel ease which is therapeutically not desired. The cause for this
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0.1 N hydrochloric acid at 37°C. Storage stability is characterized by unchanged

release characteristics of the active compound (I) after a storage of the tablet for
several weeks or months respectively under defined climate conditions (temperature,

humidity) and by the chemical stability of the active compound.

For this the active compound is usually mixed with usual pharmaceutical excipients,
possibly granulated and subsequently compressed into tablets. Typical classes of
excipients are disintegrants (disintegration auxiliaries), fillers, binders, lubricants and
tensides. These can be used on their own or in any combination in order to obtain
the desired fast release of the active compound and the storage stability of the

preparation (tablet).

If those preparations known from the state of the art are applied to the active com-
pound (I} described here, it has unexpectedly been shown that there is no immediate
release of the active compound but that there is a markedly delayed release which is

therapeutically not desired.

The cause for this release behavior is a “clumping” or a gel formation respectively of
the active compound (I) which is shown in an extreme way in release experiments
using pure active compound (I) but which may be assumed to be the cause in the

release from tablets as well.



3 The addition of acidic excipients (acid conponents) to pharnaceuti cal
preparations in particularly tablets is known in principle. Ctric acid for
exanple is often used as a stabilizer (conplex formation, change of the
pH-value) or as a disintegration auxil- iary in effervescent tablets. O her
acids such as sorbic acid, propionic acid or benzoic acid are conmmon as
preservatives but are not usually found in tablets. Sonme acids such as for
exanple stearic acid are suitabie as lubricant or enulsifiers. Furthernore
there are polynmeric acids such as polyacrylic acid or polylactides which can
al so be wused as pharnteutical excipients. Not described so far is the use
of acids wi thout the addition of gas %enerating sub- stances such as sodi um
carbonate for the acceleration of the“release of the active conpound in
combi nation with an inprovenent of the stability. One object of the

ation nich tablets
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Not described so far is the use of acids without the addition of gas generating sub-
stances such as sodium carbonate for the acceleration of the release of the active

compound in combination with an improvement of the stability.

One object of the invention was to provide a pharmaceutical formulation from
which tablets with sufficient speed of release of the active compound (I) can be

produced and which at the same time have excellent storage stability.

It has surprisingly been found that the object described above can be achieved by a
pharmaceutical formulation which comprises in addition to the usual pharmaceuti-
cal excipients an acid in a specific quantitative proportion. The addition of gas

generating substances is not necessary.

The addition of the acid takes place during the production of the pharmaceutical
preparation. Good speeds of release of the active compound (I) from the tablet are
achieved particularly well with a combined wet granulation of the active compound
(I) with the acid.

Furthermore it has surprisingly been found that the speed of release of the active
compound (I) and the storage stability depend on the acid used and on the quantita-

tive proportion of the acid.



(1) with the acid. Furthernore it has surprisingly been found that the speed
of release of the active conpound (I) and the storage stability depend on
the acid used and on the quantita- tive proportion of the acid. 4 The
present invention therefore relates to pharmaceutical preparations for oral
application conprising

N-[ 5- (Am nosul fonyl ) - 4- et hyl - 1, 3-t hi azol - 2-yl ] - N- net hyl -

[ 4- (2-pyridinyl)phenyl]acetam de or its hydrates and/or sol vates, one or
nore usual pharmaceutical excipients and an acid whereby the acetam de and
the acid forma salt. Suitable acids are for exanple hydrochloric acid,
acetic acid, sulfuric acid, lactic ac%g, citric acid, nethanesulfonic acid
or benzoic acid, with sulfuric acid, t hanesul fonic acid or benzoic acid
bei ng preferred and met hanesul fonic acid or benzoic acid being particularly
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phenyl ] acet rlglgcehpcal %I)g: 1en95 an%xaang?:l e aTe%bd t ede(xjc!e e a %ltl'les ag h as salts of
hydr ochl o- Fi c aci d, i 4, c acr dimeeaEri'ec &% Titric acid,

met hanesul f &M ¢ aci d or benzorc acrd and/or hydrates or sol vat es
respectively thereof. Particularly preferred are
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N- [ 5- ( Ami nositricfagidy inpth4nevelfdmyd acid @ berrowmadt - @thydulfulié avist Imethanesulfonic

acid or benzoic acid being preferred and methanesulfonic acid or benzoic acid being

particularly preferred.

The invention further relates to the salts of N-[S-(Aminosulfonyl)-4-methyl-1,3-
thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)pheny!]acetamide.

Salts of N-[S-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-methyl-2-[4-(2-pyridinyl)-
phenyljacetamide include for example acid addition salts such as salts of hydrochlo-
ric acid, acetic acid, suifuric acid, lactic acid, citric acid, methanesuifonic acid or
benzoic acid and/or hydrates or solvates respectively thereof. Particularly preferred
are N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-methyl-2-[4-(2-pyridinyl)phen-
yl]acetamide hydrochloride, N-[S-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-meth-
yl-2-{4-(2-pyridinyl)phenyljacetamide mesylate or N-[5-(Aminosulfonyl)-4-methyl-
1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide benzoate or their hyd-

rates.

The pharmaceutical preparation according to the invention is a preparation for oral

application.

The invention further relates to a method for the production of the pharmaceutical
preparation characterized in that the acid is added during the production of the
pharmaceutical preparation; preferably the active compound (I) is mixed with the

acid in a combined wet granulation.
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pyri di nyl ) phenyl ] acet am de nesyl ate or

5- (Am nosul fonyl) - 4- net hyl -

-2-yt]-N-met hyl - 2-[ 4- (2- pyri di nyl ) phenyl | acet am de benzoate or
rates. The pharmaceutical preparation according to the invention
is a preparation for oral application. The invention further relates to a

preparation characterized

acid is added during the production of the pharmaceutical

preferably the active conmpound (1) is mxed with the

acid in a

conbi ned wet granulation. 5 The invention further relates to a nmethod for

t he production of tablets conprising

such preparations. The invention

further relates to tablets having a s?orage stability of one to six years

preferably two to five years.

The formul ati on according to the invention
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The formulation according to the invention preferably comprises 30 to 90 % particu-
larly preferably S0 to 70 % N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-
methyl-2-[4-(2-pyridinyl)phenyl]acetamide or hydrates and/or solvates thereof (all
percentage data are percentages by weight based on the weight of the pharmaceutical
preparations).

The pharmaceutical preparation comprises usually 30 to 1200 mg of active com-
pound (I), preferably 50 to 500 mg and particularly preferably 50 to 250 mg based on
a single tablet.

As a component essential for the achievement of the object of the invention the
pharmaceutical preparation comprises a stoichiometric ratio of active compound (I)
to acid of 1 to 0.10 to 1.10, preferably 1 to 0.50 to 1.00 and particularly preferably
1 t0 0.90 to 0.98.

The pharmaceutical preparation according to the invention optionally comprises one
or more dry binders which are for example selected from the group consisting of:
microcrystalline cellulose, fiber cellulose, calcium phosphates and mannitol. Prefera-
bly according to the invention microcrystalline cellulose is used. This is commer-
cially available for example under the designation Avicel®. The pharmaceutical
preparation expediently comprises 1 to 20 %, preferably 1 to 10 %, particularly
preferably 1 to § % of the dry binder(s).

The pharmaceutical preparation according to the invention comprises at least one

disintegration auxiliary which is for example selected from the group consisting of

a single tablet.



As a conponent essential for the achievenent of the object of the invention
the pharmaceutical preparation conprises a stoichionetric ratio of active
conmpound (I) to acid of 1.to 0.10 to 1.10, preferably 1 to 0.50 to 1.00 and
particularly preferably 1 to 0.90 to 0.98. The pharnmaceutical preparation
according to the invention optionally conprises one or nore dry binders

whi ch are for exanple selected fromthe group consisting of:

m crocrystalline cellulose, fiber cellulose, calciumphosphates and
mannitol. Prefera- bly according to the invention mcrocrystalline cellulose
is used. This is comer- cially available for exanple under the designation
Avi cel (r). The pharnmaceuti cal prepargtlon expediently conprises 1 to 20 %
preferably 1 to 10 % particularly preferably 1 to 5 %of the dry

bi nder(s). The pharmaceutical preparation according to the invention
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preferably :lEQinyQSiégzg//o%@%e%ﬁr&té#ﬁleﬂ%&%hﬂ(ﬁg) erably 15 to 29 %of the
di sintegration’auxiliary(ies) he pharmaceutical preparation of the

i nvention conprises at |east one |ubricant
The pharmaceutical preparation of the invention comprises at least one lubricant

selected from the group consisting of fatty acids and their salts. According to the
invention the use of magnesium stearate is particularly preferred. The lubricant is
expediently used in an amount of 0.1 to 2.0 %, particularly preferable 0.2 to 1.5 %
and most preferably 0.5 to 1.1 %.

The pharmaceutical preparation of the invention optionally comprises a wetting
agent which is selected from the group consisting of the tensides and their salts.
According to the invention the use of Tween 80 is particularly preferred. The wetting .
agent is expendiently used in an amount of 0.3 to 2.0 %, particularly preferably from

0.4 to 1.5 % and most preferably from 0.4 to 0.5 %.
A particularly preferred pharmaceutical preparation of the invention comprises:

50 to 70 % N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-methyl-2-[4-(2-pyrid-

inyl)phenyl]acetamide or hydrates and/or solvates thereof,
15 to 29 % croscarmellose-sodium and cross-linked polyvinylpyrrolidon (4:1),
Ay

0.5 to 1.1 % magnesium stearate,

1 to 5 % microcrystalline cellulose,



selected fromthe group consisting of fatty acids and their salts. According
to the invention the use of nagnesium stearate is particularly preferred.
The lubricant is expediently used in an anount of 0.1 to 2.0 %
particularly preferable 0.2 to 1.5 % and nost preferably 0.5 to 1.1 % The
pharmaceutical preparation of the invention optionally conprises a wetting
agent which is selected fromthe group consisting of the tensides and their
salts. According to the invention the use of Tween 80 is particularly
preferred. The wetting agent is expendiently used in an anount of 0.3 to
2.0 % particularly preferably from 0.4 to 1.5 % and nost preferably from
0.4to 0.5 % A particularly preferrgp phar maceuti cal preparation of the

i nvention conprises: 50 to 70 %

N[ 5- (Am nosul fonyl ) -4-nmet hyl -1, 3-thi azol - 2-yl ] - N-nmet hyl - 2-[ 4- (2- pyri d-
i nyl )phe”y|&;ﬂ%ﬁhg}“ﬂﬁ%cﬁwbrm&?éoe?svﬁeg% or solvates thereof, 15 to 29 %
di in

croscarnel | ose-s um and cross ed pol yvinylpyrrolidon (4:1), 0.5 to
1.1 % magnesium stearate, 1 to 5 % mcrocrystalline cellulose, 7 optionally

0.4 tﬁ 0.5 %Jwﬂﬂs@t@mcaﬁd\ﬂ@dhhs@&ctﬁﬁméﬁﬂﬁitg%feﬁd&tﬁxﬁﬁg@% S&a@lfmgtdggam v th
st oi chi onet t acet of 1to to O. ereby the
acet ani de a%aoc%%%’eéeg?@’ef%?tﬁ?‘ CF eacﬁ?gnﬁﬁé?lhaceutl cal preparation of the

i nvention can expendiently be produced by a method in which

N-[5- (Am nOﬁl,JJ Jﬂﬂxiclut%alrﬁélﬁ}ﬁluoﬂ- of?‘thrs kHv@:%tRJn (%x) y)lrp]e td@ Irod%ce.[d (a2'
pyri di nyl ) phenyl )acetam.d Its hydrate an sol v ptio aIIy one or
nore dry method ‘in which N-{5- (Ammosulfony]) 4-methyl-1,3-thiazol-2-yl] -N-methyl 2-[4-(2-

pyridinyl)phenyl]acetamide, its hydrate and/or solvate, optionally one or more dry
binders and an acid are subjected to an aqueous granulation, the granules are subse-
quently mixed with at least one disintegration auxiliary and at least one lubricant

and optionally one wetting agent and optionally tabletted and varnished.

For the granulation methods according to the principle of rapid mixing granulation
can be used. The granulation can take place with water without the addition of a

binder.

The pharmaceutical preparation of the present invention is particularly preferably
used in the form of a tablet formulation which can optionally be varnished (as
already mentioned above weight data in the present patent application are based on
the total weight of the pharmaceutical preparation without the weight of the option-
ally present varnish). For the varnish varnishing formulations usual in pharmaceuti-
cal technology can be used, such as for example those based on hydroxypropyi-
methylcellulose (HPMC) and/or polyethylenglyocol of various molecular weights.
Furthermore the varnish can comprise usual pigments or colors such as for example

titanium dioxide or iron oxide.

The pharmaceutical preparation according to the invention is preferably used for the
treatment and/or prophylaxis of diseases which are caused by herpes viruses, in

particular diseases which are caused by herpes simplex viruses.



bi nders and an acid are subjected to an aqueous granul ation, the granul es
are subse- quently mxed with at | east one disintegration auxiliary and at

| east one lubricant and optionally one wetting agent and optionally

tabl etted and varni shed. For the granul ati on net hods according to the
principle of rapid m xing granulation can be used. The granul ati on can take
place with water without the addition of a binder. The pharnaceuti cal
preparation of the present invention is particularly preferably wused in the
formof a tablet fornulation which can optionally be varnished (as already
menti oned above weight data in the present patent application are based on
the total weight of the pharnaceutica# preparation w thout, the weight of
the option- ally present varnish). Fof the varnish varnishing fornul ations
usual in pharmaceuti- cal technology can be used, such as for exanple those
based on hydtoxypropyl - methyl cel lul ose (HPMC) and/or pol yet hyl engl yocol of
various nol ecular weights. Furthernore the varnish can conprise usual

pi gnents or colors such as for exanple titaniumdioxide or iron oxide. The

phar maceut i @b pRIIBRABHAE D tadEEOHRs Bhct On hEbdrNGNELOIndes Bpliabl y used for
the treatnent and/or, prophyl axis of di seases which are caused by herpes

vi ruses, ingmBH??WEﬂPé&”ﬁﬁ@éﬁ?é@°Which are caused by herpes sinplex viruses.
8 Exanples The production of the tablets takes place on a | aboratory scale

under CorrparFﬂglg?aanE ap H&@&e‘r S}thﬁﬂg retsl?elgéi\%yt ergroglgaqu ’He?ep Are compressed
into tablets with a total weight resulting from the example using usual tablet presses
and using a compression tool with the format 6 mm, radius of curvature 9 mm. The
breaking strength of the tablet on a usual test instrument (e.g. Schleuniger 6D)
should be about 60 N.

Optionally the tablets can be coated with a varnish. For this for example an aqueous
3.5 % (weight/weight) suspension (solids: 60 % hydroxypropyl methylcellulose with
a 15 cp viscosity, 20 % polyethylenglycol 400 and 2C % pigments such as e.g. iron
oxide and/or titanium dioxide) can be used. The process steps and instruments
necessary hereby are well-known to the man of the art. Data on the amounts of
vamish in the examples are based on mg varnish solid per tablet, same with the

amounts stated in the example recipes {(mg solid per tablet).

For the production of 85 g of tablets according to example 1 the amounts are calcu-
lated corresponding to the size of the batch and the solids are mixed. Sufficient for
mixing are for example 15 min. in a 1 liter mixing vessel in a Turbula mixer
(Bachofen; Switzerland). The mixture is compressed into tablets as described and the

tablets can optionally be varnished.

For the production of 50 g of granules each of the examples 2 to 8 the components
are weighed in corresponding to the batch size in the composition stated. Thereby
for examples 2 to 4 42.5 mg of water each per tablet each and for examples S, 6 and 8
60 mg of water per tablet and for example 7 80 mg of water per tablet are used for the
granulation. The polyvinylpyrrolidone as well as optionally the tensides or the acid

components are dissolved in the amount of water. All further components with the



First granules or powder m xtures respectively are produced. These are
conpressed into tablets with a total weight resulting fromthe exanple

usi ng usual tablet presses and using a conpression tool with the fornmat 6
mm radius of curvature 9 nm The breaking strength of the tablet on a
usual test instrunment (e.g. Schleuniger 6D) should be about 60 N.
Optionally the tablets can be coated with a varnish. For this for exanple an
aqueous 3.5 % (wei ght/wei ght) suspension (solids: 60 % hydroxypropyl

met hyl cel lulose with a 15 cp viscosity, 20 % pol yet hyl engl ycol 400 and 20 %
pi gments such as e.g. iron oxide and/or titaniumdioxide) can be used. The
process steps and instrunents necesssry hereby are well-known to the man of
the art. Data on the amounts of varnrsh in the exanples are based on ny
varnish solid per tablet, sane with the anounts stated in the exanple

reci pes (ng solj.d tablet). For the production of 85 f tablets
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wi t zer | and)._, e ture s conpr o.tablets as .described and the
tabl ets can S}% ?ncfln&;efyif/ry gry\‘/%oﬁ’fﬂgﬁte@%ggg}d ' ?é]eed F%ﬁﬁgﬂ%?{"g B tlaeof granul es
each of the neseas{l agoynttf gagnpriure SiepaiscAtmain, At gesgdi Hiea imixebrihespondi ng to
the batch sigiRtukdlistddfpeeeR Gstotthidts 8¢ ads@ibed The BiRbiblefs Gan pAbMlIESe2 t0 4 42.5
ng of water Lach per tabl et each and for exanples 5, 6 and 8 60 ng of water
per tabl et and Tor exanple 7 80 ng of water per tablet are used for the

granul ati on. The pol yvi nyl pyrrolidone as well as optionally the tensides or
the acid The expression “micronized active compound” refers to crystalline active compound

which is micronized. The particle size thereby is 1.04 ym (lower x 10), 2.97 pm
(middle x 50) and 6.29 pym (upper x 90).



conmponents are dissolved in the amount of water. Al further conponents with
the 9 exception of the magnesium stearate are granulated with this
solution. This takes place in a nortar of appropriate size. The addition of
the granul ating solution takes place in portions. The wet nmass is
subsequently pressed through a 2 mm | aboratory sieve and dried in a drying
oven at 60 to 80C. The dry granules are mxed with the necessary anount of
magnesi um stearate (5 mn, 11 vessel, Turbula m xer). The mxture is
conpressed into tablets as described and the tablets can optionally be

varni shed. The expression "mcronized active conpound” refers to crystalline
active conmpound which is mcronizedyo The particle size thereby is 1.04 pm
(lower x 10), 2.97 pm (mddle x 50) and 6.29 pm (upper x 90). 10 Exanple 1
(conparative exanple) Standard tablet conprising 50 ng of

N-[ 5- ( Am noBxabipdny {cpmparagivdietampl- t hi azol - 2-

yl]-N-nmet hyl -2-[4-(2-pyridinyl)phenyl]acetam de as crystalline active
conpound, content of active compound about 59 % (based on an unvarni shed
tabl et): N-Jt&darintablatosemprisiog)d0) mg ofrdk ryAminosulfomi-amethy P1, §-Hiazol-2-

N- et hyl - 2- s eiyy bidizpytidip isohghliReelaad de, crfskanfleabétive €coatholfd, M0

M crocrysta%hkgg ﬁgtéulose %pblﬁsgg,wcxgscarnelIoiqj§gp£un124.00 ny

Magnesi um Sﬁ ner a?e td)-eg;gmpr%un abou b (based on an unvarnished tablet):

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-
N-methyl-2-[4-(2-pyridinyl)phenyljacetamide, crystalline  50.00 mg

Microcrystalline cellulose 10.15 mg
Croscarmellose sodium 24.00 mg
Magnesium stearate 0.85 mg
optionally HPMC varnish 2.70 mg
Example 2

Tablet comprising S0 mg of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-
methyl-2-{4-(2-pyridinyl)phenyljacetamide as micronized active compound, content
of active compound about 59 % (based on an unvarmished tablet) and methanesul-

fonic acid in a molar ratio of 5 %:

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-
N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide, micronized 50.00 mg (0.124 mmol)

Polyvinylpyrrolidone 25 3.50 mg
Microcrystalline cellulose 20.05 mg
Methanesulfonic acid 0.60 mg (0.006 mmol)
Croscarmellose sodium 10.00 mg
Magnesium stearate 0.85 mg

optionally HPMC varnish 3.00 mg



optionally HPMC varnish 2.70 ng Exanple 2 Tablet conprising 50 ng of

N-[ 5- (Am nosul fonyl ) -4-net hyl -1, 3-thi azol -2-yl]-N

met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet ani de as m croni zed active conpound,
content of active conpound about 59 % (based on an unvarni shed tablet) and
met hanesul - fonic acid in a nolar ratio of 5 %

N-[ 5- (Am nosul fonyl )-4-nmethyl -1, 3-thiazol-2-yl]-

N- net hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet am de, m croni zed 50.00 ng (0.124

mrol )  Pol yvi nyl pyrrolidone 25 3.50 ng Mcrocrystalline cellul ose 20.05 ng
Met hanesul fonic acid 0.60 ng (0.006 mml) Croscarnell ose sodium 10. 00 ngy
Magnesi um stearate 0.85 ng optionallly HPMC varnish 3.00 ng 11 Exanple 3
Tabl et conprising 50 ng of

N[ 5- (Am nosul fonyl ) -4-nethyl -1, 3-thi azol -2-yl]-N

met hyl - 2- [ 4ptngdy8i di nyl ) phenyl ] acet anmi de as microni zed active conpound,
content of active conpound about 59 % (based on an unvarni shed tablet) and
met hanesul - fonic acid in a nolar ratio of 10 %

N- [ 5- ( Ami noTabliel ocoplprisidg e hg -, N3S-{Amiadsolferidd)yakthethyl-1,3-thiazol-2-yl]-N-

N- et hyl - 2- {n%t'hg??:Mﬁ-'pgr'lc{m)mpﬂmnelaﬂﬁ&ta@qﬁlg‘gmzm &E&”&%ﬁ:‘l&&t%ex@ (0.124

ol
) of active cornpound about 59 % (based on an unvamished tablet) and methanesul-

fonic acid in a molar ratio of 10 %:

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-
N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide, micronized 50.00 mg (0.124 mmol)

Polyvinylpyrrolidone 25 3.50 mg
Microcrystalline cellulose 19.46 mg
Methanesulfonic acid 1.192 mg (0.012 mmol)
Croscarmellose sodium 10.00 mg

Magnesium stearate 0.85 mg

optionally HPMC varnish 3.00 mg

Example 4

Tablet comprising 50 mg of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-
methyl-2-f4-(2-pyridinyl)phenyljacetamide as micronized active compound, content
of active compound about 59 % (based on an unvarnished tablet) and methanesul-

fonic acid in a molar ratio of 50 %:

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-
N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide, micronized 50.00 mg (0.124 mmol)

Polyvinylpyrrolidone 25 3.50 mg
Microcrystalline cellulose 14.70 mg
Methanesulfonic acid 5.95 mg (0.062 mmol)
Croscarmellose sodium 10.00 mg
Magnesijum stearate 0.85 mg

optionally HPMC varnish 3.00 mg



Pol yvi nyl pyrrolidone 25 3.50 ng Mcrocrystalline cellulose 19.46 ng

Met hanesul fonic acid 1.19 ng (0.012 nmol) Croscarnell ose sodium 10. 00 ng
Magnesi um stearate 0.85 ng optionally HPMC varnish 3.00 ngy Exanple 4
Tabl et conprising 50 ng of

N-[ 5- (Am nosul fonyl ) -4-nethyl -1, 3-thi azol -2-yl]-N

nmet hyl - 2-r4- (2- pyri di nyl ) phenyl ] acet am de as m croni zed active conpound,
content of active conpound about 59 % (based on an unvarni shed tablet) and
met hanesul - fonic acid in a nolar ratio of 50 %

N-[ 5- (Am nosul fonyl ) - 4-net hyl -1, 3-t hi azol -2-yl] -

N- et hyl - 2-[4- (2- pyr|d|nyl)phenyl]acetanlde m croni zed 50.00 ng (0.124
nmmol )  Pol yvi nyl pyrrol i done 25 3.50 ng ZM crocrystalline cellulose 14.70 ny
Met hanesul fonic acid 5.95 ng (0.062 mml) Croscarnell ose sodium 10. 00 ny

Magnesi um st garate 85 ng optionally HPMC varnish 3.00 ng 12 Exanple 5
Tabl et conprl

N- (5- (Am nosul fonyl ) - 4 nethyl-1,3-thiazo|-2-y|]-N—
Tablet comprising 50 mg of N-[S-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-
methyl-2-[4-(2-pyridinyl)phenyl]acetamide as micronized active compound, content
of active compound about 56 % (based on an unvarnished tablet) and methanesul-

fonic acid in a molar ratio of 95 %:

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-
N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide, micronized  50.00 mg (0.124 mmol)

Polyvinylpyrrolidone 25 5.00 mg
Microcrystalline cellulose 1.41 mg
Methanesulfonic acid 11.30 mg (0.118 mmol)
Croscarmellose sodium 20.00 mg

Magnesium stearate 0.89 mg

Tween 80 0.40 mg

optionally HPMC varnish 3.00 mg

Example 6

Tablet comprising 50 mg of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-
methyl-2-[4-(2-pyridinyl)phenyl]acetamide as micronized active compound, content
of active compound about 60 % (based on an unvarnished tablet) and suifuric acid
(95 %) in a molar ratio of 47 % (two-proton acid, i.e. effectively 94 %j:

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-
N-methyl-2-{4-(2-pyridinyl)phenyllacetamide, micronized 50.00 mg (0.124 mmol)

Polyvinylpyrrolidone 25 5.00 mg
Microcrystalline cellulose 1.75 mg
Sulfuric acid (95 %) 6.00 mg (0.058 mmol)
Croscarmellose-sodium 20.00 mg

Magnesium stearate ' . 0.85mg



met hyl - 2- (4- (2pyri di nyl ) phenyl ] acet am de as m croni zed acti ve conpound,
content of active conpound about 56 % (based on an unvarni shed tablet) and
met hanesul - fonic acid in a nolar ratio of 95 /o:
N-[ 5- (Am nosul fonyl ) -4-nethyl -1, 3-thiazol-2-yl]-
N-net hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet am de, m cronized 50.00 ng (0.124
nmml )  Pol yvi nyl pyrrolidone 25 5.00 ngy Mcrocrystalline cellulose 1.41 ny
Met hanesul fonic acid 11.30 ng (0.118 nmol) Croscarneliose sodi um 20. 00 ny
Magnesi um stearate 0.89 ng Tween 80 0.40 ng optionally HPMC varni sh 3.00
ng Exanple 6 Tablet conprising 50 ng of
N-[5-(Aninosulfonyl)-4-nethy|-1,3-thi§zol-2-yl]-N-
met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet aim de as m croni zed active conpound,
content of active conpound about 60 '/o (based on an unvarni shed tabl et)
and sul furig,agigd (95 %9 in a nolar ratio of 47 %@4&¥n-proton acid, i.e.
effectively 94 o/0): N-[5-(Aminos ul fonyl)-4-net -1,3-thiazol-2-yl]-
N—nethyl-2-PHW¥?U%éFMGWﬂVPthenyI]acetanide, nicr%ﬁ??éd 50.00 ng (0.124
mol ) Pol yvi nyl pyrrolidone 25 5.00 ng Mcrocrystalline cellulose 1.75 ny
Sul furic acEdISQS % 6.00 ng (0.058 mmol)

xample 7

Tablet comprising 50 mg of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-
methyl-2-[4-(2-pyridinyl)phenyljacetamide as micronized active compound, content
of active compound about 57 % (based on an unvarnished tablet) and lactic acid

. (90 %) in a molar ratio of 94 %:

N-{5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-
N-methyl-2-[4(2-pyridinyl)phenyl]acetamide, micronized  50.00 mg (0.124 mmol)

Polyvinylpyrrolidone 25 5.00 mg
Microcrystalline cellulose 0.00 mg

Lactic acid (90 %) 11.70 mg (0.117 mmol)
Croscarmellose sodium 20.00 mg

Magnesium stearate 0.90 mg

Tween 80 0.40 mg

optionally HPMC varnish ' 3.00 mg

Example 8

Tablet comprising 50 mg of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-
methyl-2-{4-(2-pyridinyl)phenyljacetamide as micronized active compound, content
of active compound about 54 % (based on an unvarnished tablet) and benzoic acid

in a molar ratio of 100 %:

N-{5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-
N-methyl-2-[4(2-pyridinyl)phenyl]acetamide, micronized  50.00 mg (0.124 mmol)
Polyvinylpyrrolidone 25 5.00 mg

Microcrystalline cellulose 1.47 mg



Croscarnel | ose-sodi um 20. 00 ng Magnesi um stearate 0.85 ng 13 Tween 80 0.40
nmg optionally HPMC varnish 3.00 ng Exanple 7 Tablet conprising 50 ng of
N-[ 5- (Am nosul fonyl ) -4-nethyl -1, 3-thi azol -2-yl]-N

met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet am de as mi croni zed active conmpound,
content of active conpound about 57 % (based on an unvarni shed tablet) and
lactic acid (90 %9 in a nolar ratio of 94 % N [5 - (A mM n os ul fo
nyl)-4-nmethyl-1, 3-th i az of-2-yl] -

N- net hyl - 2-[ 4( 2- pyri di nyl ) phenyl ] acet am de, microni zed 50.00 ng (0.124 mmol)
Pol yvi nyl pyrrolidone 25 5.00 ng Mcrocrystalline cellulose 0.00 ng Lactic
acid (90 %9 11.70 ng (0.117 nmol) Cﬁgscarnellose sodi um 20. 00 ng Magnesi um
stearate 0.90 ng Tween 80 0.40 ng optionally HPMC varnish 3.00 ng Exanple
8 Tabl et conprising 50 ng of

N-[ 5- (Am nogulf;onyd ) - 4-met hyl - 1, 3-thi azol - 2-yl ] - N5 124
nmet hyl . 2-[ 4- 2pyr¥d|nyl)phenyl]acetanlde as nlcrgpif%%«%ctfvgaconpound

cont ent Croscaimellose sodium
Magnesium stearate 0.93 mg
Tween 80 0.40 mg
optionally HPMC varnish 3.00 mg

In order to determine the storage stability of the tablets they are stored as generally
usual in open glass vessels at the stated temperatures or humidities respectively. After
certain times the chemical and physical stability of the tablet is tested. This method
is generally usual in the industrial development of tablets for use as medicaments

and known to a man of the art,



of active conpound about 54 % (based on an unvarni shed tablet) and benzoic
acid in a nolar ratio of 100 % N-[5-(Am nosul fo nyl)-4-nethyl-1,
3-thiazol-2-yl]- N-nethyl-2-[4(2-pyridinyl)phenyl]acetam de, m cronized
50.00 nmg (0.124 mol) Pol yvinyl pyrrolidone 25 5.00 ng Mcrocrystalline
cellulose 1.47 ng 14 Benzoic acid 15.20 ng (0.124 mmol) Croscarnel |l ose
sodi um 20. 00 ng Magnesium stearate 0.93 ng Tween 50 0.40 ng optionally
HPMC varnish 3.00 ng In order to determne the storage stability of the
tablets they are stored as generally wusual in open glass vessels at the
stated tenperatures or humdities respectively. After certain tines the
chem cal and physical stability of the tablet is tested. This nethod is
general |y usual in the industrial delel opnent of tablets for use as

medi canents and known to a man of the art. is Description of the draw ngs

Figure 1 shows. t.he § mpari.son of the rel ease of
N—[S-(Amnrbesr Enonol?)_d?al _1,3_

t hi azol -2-yl]-N-net hyl - 2-[ 4- 2- pyri di nyi ) phenyl ] acet am de from standard

g%‘g‘ ets anGigutdPlLifws ti¥ dobhphiiSn 3¢ HHelrhiRe O N-RCA ik dhufbndy M ARG oric acid at
) thiazol-2-yl]-N-methyl-2-{4-2-pyridinyl)phenyl]acetamide from standard tablets and

tablets with the addition of acid in 0,1 N hydrochloric acid at 37°C.

Time |Sulfuric Acid| Lactic Acid Benzoic Methane- Standard
[min] | Release [%] | Release [%)] Acid sulfonic Tablet
Release [%] Acid Release [%]
Release [%]
0 0 0 0 0 0
84 49 94 63 ,

10 93 86 94 82 10

15 94 99 94 86 13

20 95 99 95 88 16

25 95 99 95 89 19

30 95 99 95 90 21

45 95 99 95 92 28

60 96 99 95 93 34

Figure 1 clearly shows the improved release of N-[5-(Aminosulfonyl)-4-methyl-1,3-
thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide from tablets with the

addition of acid.

Figure 2 shows the comparison of the release of N-[5-(Aminosulfonyl)-4-methyl-1,3-
thiazol-2-yl]-N-methyl-2-[{4-(2-pyridinyl)phenyl]acetamide from tablets with different

molar amounts of methanesulfonic acid in 0,1 N hydrochloric acid at 37°C.



Time Sulfuric Acid Lactic Acid Benzoic Mt hane-
Rel ease [% Acid sulfonic Tablet Release [%4 Acid Release [/u] Release [%
000000 58449 94636 10 93 86 94 82 10 15 94 99 94 86 13 20 95 99
95 88 16 25 95 99 95 89 19 30 95 99 95 90 21 45 95 99 95 92 28 60 96 99
95 93 34 Figure 1 clearly shows the inproved rel ease of

N-[ 5- (Am nosul fonyl ) - 4- net hyl - 1, 3-

thiazol -2-yl]-N-methyl -2-[4-(2-pyridinyl)phenyllacetam de fromtablets with
the addition of acid. Figure 2 shows the conparison of the rel ease of
N-[ 5- (Am nosul fonyl ) - 4- net hyl - 1, 3-

thiazol -2-yl]-N-nethyl-2-[4-(2-pyridipnyl)phenyl]acetam de fromtablets with
different nolar anmounts of methanesul fonic acid in 0,1 N hydrochloric acid
at 37C. 16 Time 5 % Met hane- 10 % Met hane- 50 % Met hane- 95 % Met hane-
[mn] sulfonic Acid sulfonic Acid sulfonic Acid sulfonic Acid

Standard (mn] Release [%

Time 5 Y% Methane- 10 % Methane- | 50 % Methane- | 95 % Methane-
[min] | sulfonic Acid sulfonic Acid sulfonic Acid sulfonic Acid
Release [%] Release [%] Release [%] Release [%]
0 0 0 0 0
8 42 9 27
10 12 60 26 56
15 15 70 40 69
20 17 76 50 77
25 19 79 58 83
30 21 82 64 87
45 25 87 77 94
60 28 89 84 97

Figure 2 clearly shows the improved release of N-[5-(Aminosulfonyl)-4-methyl-1,3-
thiazol-2-yl}-N-methyl-2-{4-(2-pyridinyl)phenyljacetamide from tablets with a high

molar proportion of methanesulfonic acid.

Figure 3 shows the comparison of the release of N-[5-(Aminosulfonyl)-4-methyl-1,3-
thiazol-2-yl}-N-methyl-2-{4-(2-pyridinyl)phenyl]acetamide from tablets after 15 min.
[%] depending on the time and conditions of storage.

Acid 0 Weeks 4 Weeks 4 Weeks 8 Weeks 8 Weeks

40°C/75 % 60°C 40°C/75 % 60°C
Humidity Humidity

Sulfuric Acid 63 14 10 -- -

Benzoic Acid 78 104 101 91 --

hane-
Methane 98 97 91 - 97 91
sulfonic Acid




Rel ease [ Release [ Release [% Release [ 00000 58429 27 10
12 60 26 56 15 15 70 40 69 20 17 76 50 77 25 19 79 58 83 30 21 82 64 87
45 25 87 77 94 60 28 89 84 97 Figure 2 clearly shows the inproved rel ease
of N-[5-(Am nosul fonyl)-4-nethyl-1, 3-

t hi azol - 2-yl ] -N-nmet hyl - 2- (4- (2-pyridi nyl ) phenyl]acetam de fromtablets with
a high nolar proportion of nethanesulfonic acid. Figure 3 shows the

conpari son of the release of N-[5-(Am nosul fonyl)-4-nethyl-1, 3-
thiazol.2-yl]-Nnmethyl-2-[4-(2-pyridinyl)phenyl]acetam de fromtablets after
15 mn. [9% depending on the tinme and conditions of storage. Acid 0 Weks 4
Weeks 4 Weeks 8 Weeks 8 Weeks 400 75, % 60C 40C/ 75 % 60C Hum dity Humdity
Sulfuric Acid 63 14 10 - Benzoic Acid 78 104 101 91 -- Methane

Figure 3 clearly shows the improved storage stability of N-[5-(Aminosulfonyl)-4-
methyl-1,3-thiazol-2-yl}-N-methyl-2-[4-(2-pyridinyl)phenyljacetamide in tablets with
the use of methanesulfonic acid for the production of the pharmaceutical formula-

tion.



98 97 91 97 91 sulfonic Acid 17 Figure 3 clearly shows the inproved
storage stability of N-[5-(Am nosul fonyl)-4-
nmet hyl -1, 3-t hi azol -2-yl ] - N-net hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet ani de in
tablets with the use of methanesulfonic acid for the production of the
pharmaceutical fornula- tion. 18 dCdains 1. Pharmaceutical preparation for
oral application conprising N[5-(Am nosul fonyl)-4-nethyl-1,
3-thiazol -2-yl)-Nnethyl -2-[4-(2-pyridinyi)- phenyl]acetam de or a hydrate
and/ or solvate thereof, optionally one or nore dry binders, at |east one
disintegration auxiliary, at |least one lubricant and optionally a tenside,
characterized in that the preparatiop conprises an acid which is used in a
stoichionetric ratio of N-[5-(Am nosul fonyl)-4-nethyl-1,3-thiazol-2-yl]-N
met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acetam de or the hydrate and/or solvate to
acid of 1 to 0.10 to 1.10 whereby gcetam de and the acid forma salt. 2.
Preparation according to claiml1, characterized in that the preparation com
prises 30 to 1200 ng of N-[5-(Am nosul fonyl)-4-nethyl-1,3-thiazol-2-yl]-N
1. Pharmaceutical preparation for oral application comprising

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-methyl-2-[4-(2-pyridinyl)-

phenyl]acetamide or a hydrate and/or solvate thereof,

optionally one or more dry binders,
at least one disintegration auxiliary,
at least one lubricant and

optionally a tenside,

characterized in that the preparation comprises an acid which is used in a
stoichiometric ratio of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-
methyl-2-[4-(2-pyridinyl)phenyl]acetamide or the hydrate and/or solvate to
acid of 1 to 0.10 to 1.10 whereby the acetamide and the acid form a salt.

2. Preparation according to claim 1, characterized in that the preparation com-
prises 30 to 1200 mg of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-
methyl-2-[4-(2-pyridinyl)phenyl]acetamide or a hydrate and/or solvate based

on a single tablet.

3. Preparation according to claim 1 or 2, characterized in that the dry binder is '

microcrystalline cellulose.

4. Preparation according to any one of claims 1 to 3, characterized in that the
disintegration auxiliary is croscarmellose sodium or a mixture of croscarmel-

lose sodium and cross-linked polyvinylpyrrolidone (4:1).

S. Preparation according to any one of claims 1 to 4, characterized in that the

lubricant is magnesium stearate.



met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acetam de or a hydrate and/or sol vate based
on a single tablet. 3. Preparation according to claim1 or 2, characterized
in that the dry binder is mcrocrystalline cellulose. 4, Preparation
according to any one of clainms 1 to 3, characterized in that the
disintegration auxiliary is croscarnellose sodiumor a m xture of
croscarnel - | ose sodium and cross-I|inked pol yvinyl pyrrolidone (4:1). 5.
Preparation according to any one of clains 1 to 4, characterized in that the
| ubricant is nmagnesium stearate. 19 6. Preparation according to any one of
claims 1 to 5, characterized in that the tenside is Tween 80. 7.
Preparation according to any one of glains 1 to 6, characterized in that the
acid is sulfuric acid, nethanesul fonic acid or benzoic acid. 8. Preparation
according to any one of clainms 1 to 7, characterized in that the

preparati OB. COMRph@ASH aceBrdir? t6@nYne of claims 1 to 5, characterized in that the
N-[5-(An1nosulfonyliHA-neépyl-l,3-th|azol-2-y|]-N—nethyI-2-[4-(2-

pyri di nyl ) phenyfPERE&F e or hydrates and/or sol vates thereof, 15 to 29 %
croscarnel | ose sodi um and cross-1inked polyvinyl pyrrolidone (4:1), 0.5 to

1.1 % magnesi u 1.t % mi | L Lul ootional |
33 [ maones WRhaAkReoahgld afy BhLOIARL Y36 8! blaARicfiBld H'BA%he OP y

acid is sulfuric acid, methanesulfonic acid or benzoic acid.

8. Preparation according to any one of claims 1 to 7, characterized in that the

preparation comprises:

50 to 70 % N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-
pyridinyl)phenyl]acetamide or hydrates and/or solvates thereof,

15 to 29 % croscarmellose éodium and cross-linked polyvinylpyrrolidone (4:1),
0.5 to 1.1 % magnesium stearate,

1 to 5 % microcrystalline cellulose,

optionally 0.4 to 0.5 % Tween 80, as well as

of methanesulfonic acid with a stoichiometric ratio of acetamide to acid of 1
to 0.90 to 0.98 whereby the acetamide and the acid form a salt.

9. Tablet preparation for oral application comprising a core of the pharmaceuti-

cal preparation according to any one of claims 1 to 8 and a varnish coating.

10.  Preparation according to any one of claims 1 to 9, characterized in that it
comprises N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl}-N-methyl-2-[4-(2-
pyridinyl)phenyl]acetamide. ‘

11.  Preparation according to any one of claims 1 to 10 for the treatment and/or
prophylaxis of diseases which are caused by herpes viruses, in particularly dis-

eases which are caused by herpes simplex viruses.



of met hanesul fonic acid with a stoichionetric ratio of acetam de to acid of
1 to 0.90 to 0.98 whereby the acetam de and the acid forma salt. 9. Tabl et
preparation for oral application conprising a core of the pharnaceuti- cal
preparation according to any one of clains 1 to 8 and a varni sh coati ng.

10. Preparation according to any one of clains 1 to 9, characterized in that
it conprises

N-[ 5- (Am nosul fonyl )-4-nethyl -1, 3-thiazol -2-yl]-Nnethyl -2-[4-(2-

pyridi nyl)phe nyl] acetam de. 11. Preparation according to any one of clains
1 to 10 for the treatnment and/or prophylaxis of diseases which are caused
by herpes viruses, in particularly di 29 eases which are caused by herpes
sinplex viruses. 20 12. Method for the production of the pharnaceuti cal
preparation for oral applica tion according to any one of clains 1 to 10,
charact eri zéd i Methad foutheprodussipn ophgIphammacyutisalipsenaiation for oral applica-

3-thiazol - 2-yl ] -thNmnedcbithirg2td 4ny In®WE icBimy i) Bhen-chilaties/tian thas Nfss hydrate

and/ or sol vat e, tionally one or re nder s d a id are

subj ected to an(ggﬁgﬁﬁ@“ﬂ%éﬁﬂﬁgfkB%g“?ﬁgiéwghﬁﬁgg4ﬁwgg?ﬁﬂggﬁﬁﬁﬁﬁhtIy m xed
with at |east ongladitanideagrigtdranasdis jolvarey opiehadly oneasinapneryl hibddars cant and
optionally a wetfiyng Rgeft sahdiPbiANAlLids ERRLELHLE dAneRANURE He306d.

quently mixed with at least one disintegration auxiliary and at least one lubri-

cant and optionally a wetting agent and optionally tabletted and varnished.



