Phar maceuti cal Preparation of N-[5-(Am nosul fonyl)-4-nethyl-1
3-thiazol-2-yl]-N nethyl-2-14-(2-pyridi nyphenyl! 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
met hod 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. CH3 N1 Jo N S Sao H3C NH2

N-[ S- (Am nosul fonyl) - 4- et hyl - 1,

3-thiazol -2-yl]-Nmethyl -2-[4-(2-pyridinyl)- phenyl]acetamide 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

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

i nyl ) phenyl )acetam de as well as the hydrates and/or sol vates are included.
For the active conpound (1) fast releasing and storage stable tablets are
needed for

methyl-2-[4-(2-pyridinyl)phenvyl]acetamide

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)phenyl]acetamide 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-pyridinyl)-

phenyl]acetamide



t he therapy of herpes diseases in humans. Fast rel easing neans here that at

| east 80 % of the anmount of the active conpound are released wthin 30
mnutes in e.g. 0.1 N hydrochloric acid at 37C. Storage stability is
characteri zed by unchanged release characteristics of the active conpound
(I') after a storage of the tablet for several weeks or nonths respectively
under defined climte conditions (tenperature, humdity) and by the

chem cal stability of the active conmpound. For this the active conpound is
usual ly m xed wi th usual pharnmaceutical excipients, possibly granulated and
subsequent|ly conpressed into tablets. Typical classes of excipients are
disintegrants (disintegration auxiliaries), fillers, binders, |ubricants and
tensi des. These can be used on their own or in any conbination in order to
obtain the desired fast rel ease of the active conpound and the storage
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"cl unpi ng" or rmation respecti he active compound (1) which
is shown in an extrene way in release experinents using pure active
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Citric acid f®o %xathelamduat of thenctiedm@surad are released within 30 minutes in e.g.

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.



stabilizer (conplex formation, change of the pHvalue) or as a
disintegration auxil- iary in effervescent tablets. Qther acids such as
sorbic acid, propionic acid or benzoic acid are commbn as preservatives but
are not usually found in tablets. Sone acids such as for exanple stearic
acid are suitable as lubricant or emulsifiers. Furthernore there are

pol ynmeric acids such as polyacrylic acid or polylactides which can al so be
used as pharnteutical excipients. Not described so far is the use of acids
wi t hout the addition of gas generating sub- stances such as sodi um carbonate
for the acceleration of the release of the active conpound in conbination
with an inprovenment of the stability. Onge object of the invention was to
provi de a pharnmaceutical forrmulation from which tablets with sufficient
speed of release of the active conmpound (I) can be produced and which at
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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.



4 The present invention therefore relates to pharmaceutical preparations
for oral application conprising

N-[ 5- (Am nosul fonyl ) -4-net 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 acid, <citric acid, nethanesulfonic acid
or benzoic acid, with sulfuric acid, methanesulfonic acid or benzoic acid
being preferred and net hanesul fonic acid or benzoic acid being particularly
preferred. The invention further relatesgto the salts of

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

[ 4-(2-pyridinyl)phenyl] acetam de. Salts of

N-[ S (Ami nOSUh‘h@Qﬂés}nt‘lnﬁ@ﬁtM tﬂe;re?or% heR%9 | to Zphékrhaddhtiat Iiwépalanbﬁk foz-etyir i di nyl) -
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met hanesul f onil€2awridinghphdpghaeiamidecordtsarydfates anyithr adlegespons of w@tessual

respectively tph%ﬁ@éaﬂcﬁ%&&hféms%h%n&"cﬁfﬂe&&g th@-ﬁ&tamlde and the ac1d form a
N-[S-(Anlnosulfony ) - 4- et thiazol -2-yl]-Nnethyl-2-14-(2- pyrldlnyl)p

hen- yI]acetaﬁ?He hydrochlorlde
N—I5 (Am nosul fonyl ) - 4- nethyl 1, 3-thiazol - 2-yl ] - N- net h-

N- [ g Eim( ﬁ Ogﬁ{ ;‘W cl %gf H %r%% ydrochloncS gcu? acetlcéraad sulfuric acid, lactic acid,
1, 3-t hi azol - chhQad&mmﬁmwkambﬁﬁa@aopyﬂudmmwﬁymhenwhhaaeﬁanﬂﬂambﬁﬁmﬁate or
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is a preparation
particularly preferred.

The invention further relates to the salts of N-[5-(Aminosulfonyl)-4-methyl-1,3-
thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide.

Salts of N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[{4-(2-pyridinyl)-
phenyl]acetamide include for example acid addition salts such as salts of hydrochlo-
ric acid, acetic acid, sulfuric acid, lactic acid, citric acid, methanesulfonic 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-
ylJacetamide hydrochloride, N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-meth-
yl-2-[4-(2-pyridinyl)phenyl]lacetamide 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.



The invention further relates to a nethod for the production of the

phar maceutical preparation characterized in that the acid is added during
the production of the pharmaceutical preparation; preferably the active
conmpound (1) is mxed with the acid in a conbined wet granulation. 5 The
invention further relates to a nethod for the production of tablets
conprising such preparations. The invention further relates to tablets
having a storage stability of one to six years preferably two to five
years. The fornulation according to the invention preferably conprises 30 to
90 % particu- larly preferably 50 to 70 %

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

met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet am de or hydrates and/or sol vates
thereof (all percentage data are percentages by wei ght based on the wei ght
of the phar maggeirvedtion fitBpiedetitds 363 )metHbtEfop gy proe@itioh G ltaklte pah@singn
conprises usually 30 t.9 1200 ng of active com pound (1), preferably 50 to
500 ng and pa?ﬁiéﬁﬂgFﬁvn%referably 50 to 250 ng based on a single tablet.
As a conponent essential for the achievenent of the object of the invention

t he har naceut j cal ti . ‘ o ¢ (i A
compotnd (1) 1hoiaerAPERRLELAR: PG SIAHENATY bl ol B 4586 170020
particul arly preéfaiasoyo fiyeyers0. 90 to 0.98. The pharmaceutical preparation

according to the invention optionally conprises one or nore dry binders

whi ch are for exanple selected fromthe group consisting of :
The formulation according to the invention preferably comprises 30 to 90 % particu-

larly preferably S0 to 70 % N-[S-(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 (1), 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 to 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 5 % 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



m crocrystalline cellulose, fiber cellulose, calciumphosphates and
mannitol. Prefera- bly according to the invention mcrocrystalline cellul ose
is used. This is comer- cially avail able for exanple under the designation
Avicel (r). The pharnaceutical preparation expediently conprises 1 to 20 %
preferably 1 to 10 % particularly preferably 1 to 5 %of the dry
bi nder(s). The pharnmaceutical preparation according to the invention
conprises at least one disintegration auxiliary which is for exanple
selected fromthe group consisting of 6 starch, pre-gelatinized starch,
starch gl ycol ates, cross-Ilinked pol yvinyl pyrrolidone, sodium
car boxynet hyl cel  ul ose (= croscarnel | oses sodi unm) and other salts of car-
boxymet hyl cel l ul ose. A m xture of two disintegration agents can al so be
used. According to the invention the use of croscarnell ose sodi um and
% OSS;] | i nked p@icyi, pteigamtiﬁiyécr @daicdpstercﬁrgéﬁomext Lo 8-1dked bslybmlp&ﬁolpfoﬁé erred.

e pharmaceuti ¢ pendi_ent
preferably 10 (f Cfp )ﬁ%&hgcﬁnﬁlgoﬁ g roscarm -° ee?oanl})y) T?Sf) gleﬁ@al% (gfgaf he
di sintegrati ohommtlll}ilcaﬂylpseesd) miFtyee phawmzl@ﬁermgrvain pgeaparat rlom bef usethe

invention COMApicefisg & thle§ARNtiONend LBk %&‘éarme‘ﬁ%lees%r%gl zir{cPHbstshl%k&{ sy o)
consisting of fatty acids and their salts. According to the invention the

use of magnesRAPERULIORE O asm‘ﬁéﬂ“f Prthedrpys preered rids. Phi*ﬁ’éacF‘ﬁHfﬂ REPAT s
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to 1.5 % and HBﬁtls%%%ﬁ%e\’dené L 8ortakis ggy(lyge pharmaceutical preparation

of the invention’optionally conpr ses a agent which is sel ected
fromthe group consisting of the tensides and thelr salts. According to the

invention theTysehinaldfesl 3obatatioRrithe tvahlidh PSfRES Bteas 3fe WO

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-[S5-(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),
0.5 to 1.1 % magnesium stearate,

1 to 5 % microcrystalline cellulose,



agent is expendiently used in an anount of 0.3 to 2.0 % particularly
preferably from 0.4 to 1.5 %and nost preferably fromO0.4 to 0.5 % A
particularly preferred pharnaceutical preparation of the invention
conprises: 50 to 70 % N-|

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

i nyl ) phenyl ] acet am de or hydrates and/or solvates thereof, 15 to 29 %
croscarnel | ose-sodi um and cross-1|inked pol yvinyl pyrrolidon (4:1), 0.5 1to
1.1 % magnesium stearate, 1 to 5 % mcrocrystalline cellulose, 7 optionally
0.4 to 0.5 % Tween 80, as well as of nethanesulfonic acid with a
stoichionetric ratio of acetamde to acid of 1 to 0.90 to 0.98 whereby the
acetam de and the acid forma salt. The pharmaceutical preparation of the

i nvention can expendiently be produced by a nethod in which

N-[ 5- (Ami nosubb@ghaly 0416050y fwdenof Bivan@l - 2-y1 ] - N-net hyl - 2-[ 4- (2-
pyridi nyl)phenyl]acetam de, its hydrate and/or solvate, optionally one or
nore dry binders and an acid are subjected to an aqueous granul ation, the

granul es are sths@an&uUiesti¢ ycidrivkRd swidhlonadtri¢ 286 of aRenddsionicrRigstatto@moauxi | i ary

and at |east ogn ubr i cant nd .optjonally one wetting agent and optionally
tabl etted and%%g?%wgrga%% Bg%¥wge§FgﬁﬁF%?¥%Waﬁ%%ﬁods according to the
principle of rapid mxing granulation can be used. The granul ati on can take

br aparati on' of 1t RErp@Ulcd BtpBRor bfe Bhefior el bt BOPERRAASACE | 1 1 e
form of a tabmethadoinnyihigh Noly-Girasuléanyl dpnstbyldl 3-thidsal-Z di-Nimeiby-% (442
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 hydroxypropyl-
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.



al ready nentioned above weight data in the present patent application are
based on the total weight of the pharmaceutical preparation w thout the
wei ght of the option- ally present varnish). For the varnish varnishing
formul ati ons usual in pharnmaceuti- cal technol ogy can be used, such as for
exanpl e those based on hydroxypropyl - nethylcellul ose (HPMC) and/ or

pol yet hyl engl yocol of various nol ecul ar weights. Furthernore the varnish
can conprise usual pigments or colors such as for exanple titanium dioxide
or iron oxide. The pharnaceutical preparation according to the invention is
preferably used for the treatnent and/or prophyl axis of di seases which are
caused by herpes viruses, in particul arg di seases which are caused by herpes
sinplex viruses. 8 Exans The production of the tablets takes place on a

| aborat ory scal e under conparable granulation and tabletting conditions.
First granul egx&mprowder 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 radi us of Tﬁupmnurcm 8 i tabliére takes pakd B adhbiceatgiylscalt unb@ doaipagbleon a

usual test in hl e er 6D) should be about 60 N
Optional ly thg&P;%F g&ﬁgﬂe ggégh %3 Wth a varnish. For this for exanple an

aqueous 3.5 % (wei ght/wei ght) suspen5|on (solids: 60 % hydroxypropyl
met hyl cel | ul 0§ﬁstvgr4nmes%r o P68 NhREASIdennl) 216 Bk hhmg@qley&% 4QQ and 20 %

pi gments such as I oXI can be used. The
process steps i4AQ (gabilqtiss‘tvyc}m Adptplsweight resultlng 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 20 % 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
varnish 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 5, 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



necessary hereby are well-known to the man of the art. Data on the anounts
of wvarnish in the exanples are based on ng varnish solid per tablet, sane
with the anounts stated in the exanple recipes (ng solid per tablet). For
the production of 85 g of tablets according to exanple 1 the anounts are
calcu- lated corresponding to the size of the batch and the solids are

m xed. Sufficient for mxing are for exanple 15 mn. ina 1l liter mxing
vessel in a Turbula mxer (Bachofen; Switzerland). The m xture is
conpressed into tablets as described and the tablets can optionally be
varni shed. For the production of 50 g of granules each of the exanples 2 to
8 the conponents are weighed in corresponding to the batch size in the
conposition stated. Thereby for exanples 2 to 4 42.5 ng of water each per
tabl et each and for exanples 5, 6 and 8 60 ng of water per tablet and for
exanpl e 7 80 grepfonett @ mgghedial|sthradd fe Ye@diafearwit nis 9518164, AthiisOfakes The

pol yvi nyl pyrrof i done as WE%I | as .o%i or:ltﬁl lc\{ .1 he ft%nsi de% .or the ac%d
conponent s  ar B2 BoPIRY 4 APPRBIARSn ! "o AIRYEP! tPABTA RIS P U BB ent s wi th
the 9 except plre iof partiens "Hgrresingy stselxe@teatlppessgd amohgt 2@ mmtldbotatorg
solution. Thi siefeluicR g Bryhlk GreflBE bPlo RFc AMRAPELANE, &t Fiixed Uifh #dI i on of

the granul ating solution takes place in portions. mass_ 1S
subsequent | y PFEEEEPRIANG 1 HM2BNSSIVH, St3FRsT & 81 llsyeewh Tampldimized)-ithea drying
oven at 60 tomBtiGie iJ Remefeysed fiadUhiists ak @esttibeddanidl th thiblers cae ©pB&lly banount of
magnesi um stegrate (5 mn, 11 vessel, Turbula mxer). The mxture is
conpressed into abl ets as described and the tablets can optionally be

varni shed. The expression "mcronized active conpound” refers to crystalline
active COWpOUﬁlge expression “micronized active compound” refers to crystalline active compound

which is micronized. The particle size thereby is 1.04 pym (lower x 10), 2.97 pm

(middle x 50) and 6.29 pm (upper x 90).



which is mcronized. The particle size thereby is 1.04 lim(lower x 10),
2.97 pm (mddle x 50) and 6.29 pm (upper x 90). 10 Exanple 1 (conparative
exanpl e) Standard tablet conprising 50 ng of

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

yl']-Nnet hyl -2-[4-(2-pyridinyl)phenyl]acetam de as crystalline active
conpound, content of active conpound about 59 % (based on an unvarni shed
tablet): N [S-(Aminosul fonyl)-4-nethyl-1, 3-th iazol-2-yl] -

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

M crocrystalline cellulose 10.15 ng Croscarnell ose sodium 24.00 ng
Magnesi um stearate 0.85 ng optionally HPMC varnish 2.70 ngy Exanple 2
Tabl et conprising 50 ng of

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

met hyl - 2- [ 4- ( Exqnple di(@rhpdahenydxhaph)) anm de as ni 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 nosubtndeyd kablet neetrpyibing ,58-mhfliod 206[5-(2mitopulfonyl)-4-methyl-1,3-thiazol-2-

et Y 2 L L AR BRSLOR A, 1 SHOTAE e Ly, 120,

Met hanesul f onFentendt |o§|ac@1v@ g)qmj)upg abos Sﬂﬁ(qﬂb)\sed on an unvarnlshed tablet):

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-
N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide, 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 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 59 % (based on an unvarnished 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 3.50mg
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



Croscarnel | ose sodi um 10. 00 ng Magnesi um stearate 0.85 ng optionally HPMC
varnish 3.00 ng 11 Exanple 3 Tablet conprising 50 ng of

N-[ 5- (Am nosul fonyl ) -4-nmethyl -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 59 % (based on an unvarni shed tablet) and
nmet hanesul - fonic acid in a nolar ratio of 10 Vu: N-[5-(Am no sul
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

mol ) Pol yvinyl pyrrolidone 25 3.50 ng Mcrocrystalline cellulose 19.46 ng
Met hanesul fonic acid 1.19 ng (0.012 nmohk) 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 nosuktfple B- 4- met hyl -1, 3-t hi azol -2-yl ] - N

nmet hyl - 2-[ ' 4- (2- pyri di nyl ) phenyl ] acetam de as m croni zed acti ve conpound,
content of active conpound about 59 % (based on an unvarni shed tablet) and
met hanesul - t Datle a@hgtising d0Mmalgalof re{3-@Anahosalonil)-4-MNethyl-1,3-thiazol-2-yl]-N-

[5- (Am nosul f %@Mlly}-i-f'éf-&?ptyplﬂn_yl]yphe%}f] ﬂ'et%%x?cle_a% _nyilcr]oni_zed active compound, content
of active compound about 59 % (based on an unvarnished 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 1.19 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)phenyl]acetamide 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
Microcrystalline cellulose
Methanesulfonic acid
Croscarmellose sodium
Magnesium stearate

optionally HPMC varnish

3.50 mg
14.70 mg

5.95 mg (0.062 mmol)
10.00 mg

0.85 mg

3.00 mg



N- et hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet am de, m cronized 50.00 ng (0.124
nmol )  Pol yvi nyl pyrrolidone 25 3.50 ngy Mcrocrystalline cellulose 14.70 ng
Met hanesul fonic acid 5.95 ng (0.062 mmol) Croscarnell ose sodi um 10. 00 ny
Magnesi um stearate 0.85 ng optionally HPMC varnish 3.00 ng 12 Exanple 5
Tabl et conprising 50 ng of
N-[ 5- (Am nosul fonyl )-4-nethyl -1, 3-thiazol -2-yl]-N
met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet anmi de as mi croni zed active conpound,
content of active conpound about 56 % (based on an unvarni shed tablet) and
met hanesul - fonic acid in a nolar ratio of 95 % N
[ 5- (Am nosul fonyl)-4-nethyl -1, 3-th iazep-2-yl] -
N- net hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet am de, m croni zed 50.00 ng (0.124
mol ) Pol yvi nyl pyrrolidone 25 5.00 ng Mcrocrystalline cellulose 1.41 ny
Met hanesul f onggamgled 11.30 ng (0.118 nmmol) Croscarnel | ose 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 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 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)phenyljacetamide as micronized active compound, content
of active compound about 60 % (based on an unvarnished tablet) and sulfuric acid

(95 %) in a molar ratio of 47 % (two-proton acid, i.e. effectively 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 1.75 mg
Sulfuric acid (95 %) 6.00 mg (0.058 mmol)
Croscarmellose-sodium 20.00 mg

Magnesium stearate 0.85 mg



Tabl et conprising 50 ng of

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

met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet anmi de as mi croni zed active conpound,
content of active conpound about 60 % (based on an unvarni shed tablet) and
sul furic acid (95 % in a nolar ratio of 47 % (two-proton acid, i.e.
effectively 94 %9: 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 croni zed 50.00 ng (0.124

mol ) Pol yvi nyl pyrrolidone 25 5.00 ng Mcrocrystalline cellulose 1.75 ny
Sul furic acid (95 %9 6.00 ng (0.058 mml) Croscarnell ose-sodi um 20.00 ny
Magnesi um stearate 0.85 ng 13 Tween 8018€.40 ng optionally HPMC varni sh
3.00 ng Exanple Tablet conprising 50 ng of

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

met hyl - 2- [ 4- (2wgyrgodi nyl ) phenyl ] acet am de as m croni aedlmgcti ve conmpound,
content of act.i .about 57 % (based on an rni shed tablet) and
| actic acid %@boﬁélyﬁﬁﬁgwﬁolsir ratio of 94 % N 30l

[ S (Am nosul fonyl)-4-nethyl-1, 3-th iazol-2-yl] -

N net hyl - 2- [ 4&%@3%&2& nyl ) phenyl ] acet am de, m croni zed 50.00 nmg (0.124 nmmol)
Pol yvi nyl pyrrolrdone 25 5.00 ng Mcrocrystalline cellulose 0.00 ng

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 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)phenyl]acetamide 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



Lactic acid (90 %9 11.70 ng (0.117 nmmol) Croscarnell ose sodi um 20. 00 ny
Magnesi um stearate 0.90 ng Tween 80 0.40 ng optionally HPMC varni sh 3.00
ng Exanple 8 Tablet conprising 50 ng of
N[ 5- (Am nosul fonyl ) -4-nmethyl -1, 3-thi azol -2-yl]-N
met hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acet am de as mi croni zed active conpound,
content of active conpound about 54 % (based on an unvarni shed tablet) and
benzoic acid in a nolar ratio of 100 % N-[5-(Am nosul fonyl)-4-nethyl -1,
3-thiazol-2-yl]- N-nethyl-2-[4(2-pyridinyl)phenyl]acetam de, m cronized
50.00 nmg (0.124 mmol) Pol yvinyl pyrrolidone 25 5.00 ng Mcrocrystalline
cellulose 1.47 ng 14 Benzoic acid 15.2Q4ng (0.124 mmol) Croscarnellose
sodi um 20. 00 ng Magnesi um stearate 0.93 ng Tween 80 0.40 ng optionally
HPMC varnish 3.00 ng In order to determ ne the storage stability of the
tabl ets they aesomtacided as general ly usual in openighkesss @agsainsolat the
stated tenperatures or houorgadities respectively. Aft% certain tines the
abi

chem cal and p ‘i/sgainclzlg % Ti ty of the tablet is tespgg.mgl'hi s met hod

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.



is generally usual in the industrial devel opnent of tablets for use as

medi canents and known to a man of the art. 15 Description of the draw ngs
Figure 1 shows the conparison of the rel ease of

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

t hi azol - 2-yl ] - N-nmet hyl - 2-[ 4- 2- pyri di nyl ) phenyl ] acet am de from st andard
tablets and tablets with the addition of acid in 0,1 N hydrochloric acid at
37C. Time Sulfuric Acid Lactic Acid Benzoic Methane- Standard [m n] Rel ease
[ Release [ Acid sulfonic Tablet Release [ Acid Release [9% Rel ease
[ 000000 584 49 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 95599 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-

t hi azol - 2-yl ] -lj\égﬁﬁmcgilofzm[dﬁ@g@yri di nyl ) phenyl ] acetami de fromtablets with
the addition of acid.

Figure 1 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 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

5 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.




Figure 2 shows the conparison of the rel ease of

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

thiazol -2-yl]-N-methyl -2-[4-(2-pyridinyl)phenyl]acetam de fromtablets with
different nolar anmounts of nethanesulfonic 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 Release [%
Release [ Release [ Release [ 0 0 0 0 0 58 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 inproved rel ease of

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

thi azol -2-yl]-Nmethyl -2-[4-(2-pyridi nyl)phenyl]acetam de fromtablets with
a high nolar proportion of methanesulfonic acid. Figure 3 shows the
conpari son of the release of N [5-(Am nosul fonyl)-4-nethyl-1, 3-

t hi azol - 2-yl | -Nenet hyl -2 rA (2- Jrg\/rndnn\/l\nh fromtablets after
15 min. [% d@ﬂ@ndl%é’ Mgthames { j 10 M‘Fﬂﬁ%nclﬁa %%etB?“estglgéd‘éMe%‘f‘& Weeks 4
Weeks 4 Weekg [hiNEeksilnidtadid 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 S50 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)phenyl]acetamide 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 -
Methane-
98 97 91 97 91
sulfonic Acid




40C/ 75 % 60C 40C/ 75% 60C Hum dity Hum dity Sulfuric Acid 63 14 10 -- --
Benzoic Acid 78 104 101 91 -- Methane 98 97 91 97 91 sulfonic Acid 17
Figure 3 clearly shows the inproved storage stability of

N[ 5- (Am nosul fonyl ) - 4-

met hyl - 1, 3-t hi azol - Z-yl ] - N-net hyl - 2-[ 4- (2- pyri di nyl ) phenyl ] acetam de in
tablets with the use of nethanesulfonic acid for the production of the
pharmaceutical fornula- tion. 18 Cdains 1. Pharnaceutical preparation for
oral application conprising N[5-(Am nosul fonyl)-4-nmethyl-1,
3-thiazol-2-yl]-N-nethyl-2-[4-(2-pyridinyl)- phenyl]acetam de or a hydrate
and/ or solvate thereof, optionally one qr nore dry binders, at |east one
disintegration auxiliary, at |least one lubricant and optionally a tenside,
characterized in that the preparation conprises an acid which is used in a

stoi chi onetri gighAat 3 Qedfly Nhbvw (HRAMRSHLT @ de) st SEYN-14-(AnihBluddRyy-&- Y1 1 - N
methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide in tablets with
the use of methanesulfonic acid for the production of the pharmaceutical formula-

tion.



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 the acetam de and the acid forma salt. 2.
Preparation according to claim1l, characterized in that the preparation com
prises 30 to 1200 ng of N-[5-(Am nosul fonyl)-4-methyl-1,3-thiazol-2-yl]-N
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 croscarnell ose sodiumor a m xture of

croscarnel - | ose sodi um and cross-|inkedgpol yvinyl pyrrolidone (4:1). S
Preparation according to any one of clains 1 to 4, characterized in that the
| ubricant is nagnesium stearate. 19 6. Preparation according to any one of
claims | to 5, characterized in that toRimd enside is Tween 80. 7.
Preparation according to any one of clains | to 6, characterized in that the
acid is sulfuric acid, nethanesul fonic acid or benzoic acid. 8. Preparation
according to any mernidcewtical prepaiation fof,orat Applraticr doneising t hat t he

preparation conprises: 50 to 70 %

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

pyri di nyl) phenyl | a¢&-@micaulbenyhydcmathels1, 2ittddzor-2-glpNviattegl-2-Rep-@ofidinidls t o 29 %

croscar el | ose” sodj U ANL. G055 hidke dnd8] YiaRthAYgT ol i done (4:1),

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)phenyljacetamide or the hydrate and/or solvate to
acid of 1 t0 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.



0.5to 1.1 % nmagnesium stearate, 1 to 5 % mcrocrystalline cellul ose,
optionally 0.4 to 0.5 % Tween 80, as well as of nethanesulfonic acid with a
stoichionetric ratio of acetamde to acid of 1 to 0.90 to 0.98 whereby the
acetam de and the acid forma salt. 9. Tablet preparation for oral
application conprising a core of the pharmaceuti- cal preparation according
to any one of clains 1 to 8 and a varnish coating. 10. Preparation
according to any one of clainms 1 to 9, characterized in that it conprises
N-[ 5- (Ami nosul fonyl ) -4-nethyl -1, 3-thi azol -2-yl]-N-net hyl -2-[4-(2-
pyridi nyl ) phenyl] acetam de. 11. Preparation according to any one of clains
1 to 10 for the treatnent and/or prophybaxis of diseases which are caused
by herpes viruses, in particularly dis- eases which are caused by herpes
sinplex viruses. 20 12. Method for the production of the pharnaceuti cal
preparation f@r ormépartfiphiacérdiho &eComddN@riin® 1a6)5, Oiacddrizéd ai tat thet 0 10,
characterized in Hn%tew”£§knF m nosul fonyl ) -4-net hyl -1,
3-thiazoI-2-yI]-N—ﬁthy?-%- ~(2-pyridi nyl)phen- yl]acetam de, its hydrate
and/ or solvate, optionally one or nore dry binders and an acid are

subjected 10 3n aggaus; g ra@&?(ﬁig% LRy {A%%f%'iéi‘#ﬂ%‘%? 6arcr?ar§c‘r'é?ﬁ§d -nqg]%{”&rley m xed
with at |east one di'sintegratio aux lary and at [east one ffubrt -"°cant and
optional |y a wet tiagif iagyéinric agid mesphangndioniy acid pf eangeidacihd var ni shed. 13. A
conmpound sel ected fromthe group consisting of:

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

3-thi azol - 2- y|8] _ I\I_Pﬁgjtamlpnzlgfo,idl(@ jccp@mi men?,q c)la_lms 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)phenyljacetamide or hydrates and/or solvates thereof,

15 to 29 % croscarmellose sodium 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.



phenyl ] acet am de hydrochl oride, N-[5-(Am nosul fonyl)-4-methyl -1,
3-thiazol-2-yl]-Nnethyl-2-[4-(2-pyridinyl)- phenyl]acetam de nesylate and
N-[ 5- (Am nosul fonyl ) -4-net hyl -1,

3-thiazol -2-yl]-Nnethyl-2-[4-(2-pyridinyl)- phenyl]acetam de benzoate or
their hydrates.

20

12.  Method for the production of the pharmaceutical preparation for oral applica-
tion according to any one of claims 1 to 10, characterized in that N-[5-
(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phen-
ylJacetamide, 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 lubri-

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

13. A compound selected from the group consisting of;:

N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyl]acetamide hydrochloride,
N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyljacetamide mesylate and
N-[5-(Aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyljacetamide benzoate

or their hydrates.





