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1 Pharmaceutical composition containing indomethacin and/or
acemetacin The present patent application relates to pharmaceutical
compositions or forms of administration containing at least one of the
active ingredients indomethacin and 5 acemetacin in micronized form. The
present invention further relates to procésses for the preparation of these
composmons The compounds mdomethacm and acemetacm and their

pain- rellevmg and antlpyretlc propertles 10 Indomethacm has the
chemical nomenclature 1-(p-chlorobenzoyl)-5-methoxy-2-methyl-
3-indolylacetic acid. Acemetacin has the chemical nomenclature

ThprepterbBesRbiPPECsHEEIS- I athymssHBRAbesIgalkett adRime of
gHq t)-rt 3 ~~4 pt 15 R = H: indomethacin R = -CH2COOH: acemetacin
SHHmEGOMeratiBReg, ddpediany attmattivn ngedivdio pHomeissorignd
wettable and also poorly soluble in solvents suitable for pharmaceutical
BEUNNRSTE GV ER Bothzaetivemindlediepiten asyentaly rdniariaies wavesses for
bitter taste, making them unsuitable for 2 peroral administration, e.g. in

the ferparetiom dftbrye soamasibpagation. Unexpectedly,

The compounds indomethacin and acemetacin and their preparation are known. The
compounds have anti-inflammatory, pain-relieving and antipyretic properties.
Indomethacin has the chemical nomenclature 1-(p-chlorobenzoyl}-5-methoxy-2-methyl-
3-indolylacetic acid. Acemetacin has the chemical nomenclature 1-(p-chlorobenzoyl)-5-

methoxy-2-methyl-3-indolylacetoxyacetic acid.

{
%

R = H: indomethacin R = .CH,COOH: acemeiacin

Said active ingredients, especially acemetacin, are hydrophobic, poorly wettable and
also poorly soluble inn solvents suitable for pharmaceutical use. Moreover, both active

ingredients, especially acemetacin, have a bifter taste, making them unsuitable for
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the bitter taste, e.g. in an effervescent preparation or a suspension, could
not be masked with the flavourings conventionally used in pharmacy.
However, when said active ingredients are used, e.g. for conditions of
chronic and, in particular, acute pain, it js of 5 great advantage to have the
fastest possible release of the active ingredient, or the rapid attainment of
a high bload, level, and spmetimes also to administer it perorally, e.g. in
RRETO ATBF AT 5B et BrepaTation” GS°H BE g5 ReE e tRerpectedly.
reparation of water-soluble complexes of water-insoluble, 10
%ﬁ datificaty HehE TN RSOUHAE SEAR IR A G AT D RikeTAidnot be masked
pharmaceutically active compound is dissolved in an organic solvent and
BBk IAYS WaRea ORI HOpHBS Bl P LRAIABYo dde s tiygen said active
disadvantage that an organic solvent has to be used, so the original =
BIsrSdinme o0 s IRt RGeS L SBEEHS A O RN AT T tAB S AL 1s of
semisolid vesicles. US 5,932,245 describes a colloidal dispersion _
gresh adsaniags sots e fberBdtes par Ritaekraaor Sretpbrsdmesisent or the rapid
indomethacin, in the form of a nanosol. It has now been found that the
AlieEnERS @fe rmedf tlned & it compatsIRtdseih adIasier Aceereebine ¢ In
especially acemetacin, only exhibits said disadvantages to a reduced
thasmmibaraltiBorprsighcnii@demctive ingredients can thus be
administered perorally 20 in quick-dissolving or quick-releasing, galenical
forms, especially effervescent preparations or suspensions, or in
quick-dissolving, solid dosage forms such as tablets or capsules, which
rapitllyegives dtoodievsis pretaart sudficierthydoighiforampdisiral Useaicrtmisoluble,
being advantageous especially in the treatment of conditions of chronic
pahetniacButically active compounds, e.g. acemetacin, wherein the pharmaceutically

active compound 1s dissolved in an organic solvent and brought into contact with a
phospholipid. This process has the disadvantage that an organic solvent has to be used,
so the original crystalline form is dissolved to give a liposomal formulation in the form
of semisolid vesicles. US 5,932,245 describes a colloidal dispersion prepared with a

selected gelatin, inter alia for acemetacin and indomethacin, in the form of a nanosol.

It has now been found that the micronized form of the active ingredients indomethacin
and acemetacin, especially acemetacin, only exhibits said disadvantages to a reduced
extent, if at all. Surprisingly, these active ingredients can thus be administered perorally
in quick-dissolving or quick-releasing, galenical forms, especially effervescent
preparations or suspensions, or in quick-dissolving, solid dosage forms such as tablets or
capsules, which rapidly gives blood levels that are sufficiently high for medicinal use,

this being advantageous especially in the treatment of conditions of chronic and, in



particular, acute pain. This is coupled with the further advantage that, in

the case of effervescent preparations, the release of carbon dioxide in the
stomach. stimulates the stomach walls and initiates peristaltic

movements, leading to a desirable rapid. evacuation of the solution or
suspension of the effervescent preparat?on into the 5 duodenum. It has

also been found, surprisingly, that the bitter taste of micronized
RAHE SEH R adbin staEHPIS SR tiR hitsked vy s AditiBAhgrease of
flavonoid derivatives, e.q. neohesperidin dihydrochalcone, and/or
%%@i?ﬁﬁ&?@.@“@%ﬁéﬁr&ﬁﬁ%@é@frﬁéfﬁaﬂ doddsdurnits tosegsstimulates the
surprising that, despite the large surface area of the micronized active
sjregio el anf dninerenpeiF pliseatry aetnity laadoe Redigsariinterih
efficient masking of the taste is achieved with comparatively small

evHeEHe R nseohiioneiduskRved B Belypestitiesresifpe ipredent
invention relates to a pharmaceutically effective composition or
predanaoautical form of administration containing at least one of the active
ingredients indomethacin and acemetacin and optionally other additives,
characterized in that this composition contains the active ingredient or a
mixture of these active ingredients, i.e. indomethacin and/or acemetacin,

Tn Imscaboi beehférmmd2nTinsip iy ethiainiteriivnrfurtear nslatesirsdimd omethacin and
above-defined composition or pharmaceutical form of administration

witick s shareiickzgy mathat ibedntadsithe attisingrédentisian ag.
mixture with at least one flavonoid derivative or a polypeptide or a mixture
ot csusipecdmpibydischalcone, and/or polypeptides, e.g. thaumatin, even in small

amounts. It is also surprising that, despite the large surface area of the micronized
active ingredient and the increased gustatory activity associated therewith, an efficient
masking of the taste is achieved with comparatively small concentrations of flavonoid

derivatives and polypeptides.

The present invention relates to a pharmaceutically effective composition or
pharmaceutical form of administration containing at least one of the active ingredients
indomethacin and acemetacin and optionally other additives, characterized in that this
composition contains the active. ingredient or a mixture of these active ingredients, 1.¢.
indomethacin and/or acemetacin, in micronized form.

The present invention further relates to an above-defined composition or pharmaceutical
form of administration which is characterized in that it contains the active ingredient(s)
in a mixture with at least one flavonoid derivative or a polypeptide or a mixture of such

compounds.
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4 The present invention further relates to a process for the preparation of
the composition according to the invention, characterized in that, prior to
production of the form of administration, the active ingredient(s) is (are)
micronized, preferably using mechanical 5 means, i.e. mechanically
micronized, after which the form of admihistration is produced using the

“micronized active ingredient(s). The present invention further relates to

the use of the composition according to the invention for the treatment of

ain conditions, inflammations and fever, especially 10 chronic N
%bﬁ/ﬁﬁ?ﬁ?ﬁ@?ﬁ@ﬁé?@éﬁb@ fshat s aguecespoE R PeTRRR Tary el jBip eomRgsition
the spinal column, Bechterew's disease, gout, inflammatory conditions of
fAS60JsIHNS torfiisileensan. teidererireddB VAN b RiBdusinibagdafam of
superficial venous inflammations (thrombophlebitis). 15 The present
RilemiE R tih reradtitesipg Ticativ és iy o didpneniredrmefraehiyarseng mechanical
acemetacin as bulk powders, optionally in a mixture with other additives,
shrarsctei reekhinnipali vl eroties th gréelisvts atheromiced s ath foraioTHe produced
present invention further relates to the active ingredients indomethacin
apdPhaosmenasin axibuivgedides optionally in a mixture with other
additives, characterized in that the active ingredients are in micronized
form in a mixture with at least one flavonoid derivative or a polypeptide or
a mixture of such compounds. 5 The present invention further relates to
the: ysesef the active inghedielus inddhetkaciiihe composition according to the

invention for the treatment of pain conditions, inflammations and fever, especially
chronic polyarthritis, degenerative joint diseases, especially of the large joints and the
spinal column, Bechterew’s disease, gout, inflammatory conditions of the joints,
muscles and tendons, tendovaginitfis, bursitis, lumbago and superficial venous

inflammations (thrombophlebitis).

The present invention further relates to the active ingredients indomethacin and
acemetacin as bulk powders, optionally in a mixture with other additives, characterized

in that the active ingredients are in micronized form.

The present invention further relates to the active ingredients indomethacin and
acemetacin as bulk powders, optionally in a mixture with other additives, characterized
in that the active ingredients are in micronized form in a mixture with at east one

flavoneid derivative or a polypeptide or a mixture of such compounds.
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and acemetacin in micronized form as bulk powders, optionally in a

mixture with a flavonoid derivative or a polypeptide or a mixture of such
compounds, and optionally in a mixture with other additives, for the
production of the normal-releasing and quick 5 releasing forms of
administration according to the invention, or of pharmaceutical

compositions, especially for the medicinal treatment of pain_conditions, )

i R RIS SR Ay R R AN RS g R ethacn
joint diseases, especially of the large joints and the spinal column, _

B RS ATIE SR EEOHBEE, R AT RS D eH AR ORE BRI G Sk
and tendons, tendovaginitis, bursitis, lumbago and superficial 10 venous .
frnanmddshstir smbophietitisy arrereistiie @ pRkicasaiagls, and optionally in
compositions or pharmaceutical forms of administration comprise

R EPERIEIYH) eibradtiBreasoahsy aredbrtan i dhving talerl coviaiz apfegsick-
(sucking tablets, sublingual tablets, buccal tablets), parenteral tablets,
tsasinigrab eidsiantr aferiese s tis; lpncatpButs L Enbrag Yeatal
gelatin capsules and soft gelatin capsules; (iii) liquid dosage forms such
seRIEiions, eapriEibRdanbesuspentmbHeagnr ee triprodistimnyrendlabiyations
suppositories such as suspension suppositories and dissolving

sup postoriescicl fechap wgpalyesthaitis. @ gsusgsaiiatoris fdsparentepsicially of the
administration, preferably intramuscular or subcutaneous administration,

2OgE peithe drfosesof teumasBatlinerstitiod] staser@ride ttfemoren sargitions
fine particle size in the micrometre range, these micronized particles

pfdlienabiys bemsy leroduceddcsoteidg vagithie snvention loyhseohemdicaperficial
means and their crystal structure remaining unchanged.

venous inflanmimations (thrombophlebitis).

The claimed pharmaceutical compositions or pharmaceutical forms of administration
comprise especially (1) tablets such as peroral tablets, chewing tabiets, oral tablets
(sucking tablets, sublingual tablets, buccal tablets), parenteral tablets, dissolving tablets
and effervescent tablets; (i) capsules such as hard gelatin capsules and soft gelatin
capsules; (iii) liquid dosage forms such as solutions, emulsions and suspensions; (iv}
rectal products, preferably suppositories such as suspension suppositories and dissolving
suppositories, or rectal capsules; and (v) preparations for parenteral administration,

preferably intramuscular or subcutaneocus admintstration.

For the purposes of the present invention, “micronized” denotes a very fine particle size
in the micrometre range, these micronized particles preferably being produced according

to the invention by mechanical means and their crystal structure remaining unchanged.
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6 Preferably, the expression "active ingredient in micronized form"

denotes that at least 90% by volume, preferably at least 95% by volume

and particularly preferably at least 98% by volume of the active ingredient
has a particle size below 25 pm (micron) (<25 5 pm) and preferably below

21 pm (micron) (<21 pm). For these purposes, the "active ingredient in
micronized form" is preferably in the form of microcrystals with which

highly disperse systems can also be produced. Preferably at least 50% by
volume and patrticularly preferably at least 60% by volume of 10 the
Jetiveanyrédienprissianpadicle wige deimin10igraniaid domn{<dOpis) thatct least
preferably below 8 pm (micron) (<8 m). Preferably at least 30% by

vélarne wilvmes aptiferiigyedibnstdtidphyticeitamty prefprablyiatyeaskt0ls byleast
volume of the active ingredient has a particle size below 5 pm (micron) 15
&g v ol dovi éhqpantivieisizediienitissabpattitlpwigntickon) 2o pall(gaidon) (<25
values. The micronized active ingredient is used directly either as

micr emized paveradom?2 provdssecbiorii2é.gnas Petldtssopgramaeshor istive
processed further. Methods of micronizing active ingredients are known
persdciixampiesrofsulini0 imatifocksh Bréndihe domm indnifceobalbmaiilvatjeihich
mill, and wet grinding in an agitated ball mill (bead mill, sand mill) or

toddid disitkrseichisemib ose desbripestin:-tde relevant scientific literature.

The apparatuses which can be used for micronization are 7 commercially
available, e.g. the Chrispro Jet-Mill MC 300KX-TD apparatus from

Preferably at least 50% by volume and particularly preferably at least 60% by volume of

the active ingredient has a particle size below 10 um (micron) (<10 pm) and preferably

below § pm (micron) (<€ um).

Preferably at least 30% by volume of the active ingredient and particularly preferably at
least 50% by volume of the active ingredient has a particle size below 5 um (micron)
{<5 pm). The lower particle size limit is about 1 pm (micron) for all said values. The
mucromzed active ingredient is used directly either as micronized powder or in

processed form, e.g. as pellets or granules, or is processed further.

Methods of micronizing active ingredients are known per se. Examples of such
methods are dry grinding in a ball mill or jet mill, and wet grinding in an agitated ball
mill (bead mill, sand mill) or colloid mill, such as those described in the relevant

scientific literature. The apparatuses which can be used for micronization are
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Micro-Macinazione SA. Jet milling is preferred. Examples of flavonoid
derivatives are those belonging to the group comprising 5 chalcones and
dihydrochalcones or their glycosides, and combinations and complexes
prepared therefrom, especially chalcones and dihydrochalcones and
glycosides derived therefrom, i.e. chalcdne glycosides and

dihydrochalcone glycosides. Such compounds are known per se. Typical
coprasericitivesinble. g.caknGhrishac olve YRS G99K-TD apparatus from
3,4-unsaturated) or hesperetin dihydrochalcone glucoside (R = glucoside)
éﬁdl:dri\i@ipa:ﬁmﬁa&?&né@hééﬁé?ﬂiﬁmﬁm@bhalcone (R = glycoside).
Dihydrochalcones have the formula below: OMe RCS, (. 0HOH 15
dihydrochalcones in which R is a radical known per se, preferably

hydrogen or (Ci_6)-alkyl. R is preferably a radical corresponding to the
Hikyrdrdehal dbversormpouds tisted thelowhe205ihe twéiglervaticohaotive
ingredient to flavonoid compound ranges preferably from 10:1 to 50:1,
phsticuler lynpréferdbishimonms btolsh: klandsekpeeid lyoirdmmitivte 25dkomBexes
the case of neohesperidin dihydrochalcone, it is especially about 6:1. The
activereidrechient(Ssis(By oiixkdwithitbelflavoodidlcampauhdipraides derived
mixture of such compounds, the active ingredient optionally being
mhigedentapsuhitair glmanies drodinydesdaicone glycosides. Such compounds

are known per se. Typical representatives are e.g. naringin chalcone (R = glycostde,
3, 4-umsaturated) or hesperetin dihydrochalcone glucoside (R = glucoside) and, s

particular, neohesperidin dihydrochalcone (R = glycoside).

Dihydrochalcones have the formula below:

dihydrochalcones

in which R is a radical known per se, preferably hydrogen or (C; 4)-alkyl. R is

preferably a radical corresponding to the dihydrochalcone compounds listed below.

The weight ratio of active ingredient to flavonoid compound ranges preferably from

10:1 to 5011, particularly preferably from 2:1 {o 50:1 and especially from 1:1 1o 15:1. In
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5 Examples of oligopeptides and polypeptides and derivatives thereof

which are optionally present in the mixture are particularly dipeptides,

such as dipeptides derived from L-aspartic acid and dipeptide esters
derived from L-aspatrtic acid, and dipeptides and dipeptide esters derived
from L-aminomalonic acid, especially L-%spartyI-D-aIanine, 10
L-aspartyl-L-phenylalanine methyl ester and Laspartyl-L-methionine
thetaye estegohasacdbe gl enia apsptide esrreidenbed from Tysigetive
especially N- phenylacetylglyeyllysine and N-acetylphenylalanyllysine, and
prligsigsticie ds4 Aee) ol phitet bai dayreBoib eaned yre tropicaltsi ahtsiend
having a molecular weight of between 5 and 100 kDa and a high
sorepeenitigthonty sutrelobtantsinafindrorseri IScsaps Bateininpmanner
acids), curculin (monomer: about 114 amino acids), mabinlin (dimer:
abowh38rs@bout 72 amino acids), miraculin (tetramer: about 191 amino
acids), monellin (dimer: about 45 + about 50 amino acids), pentadin and
thaumatin (about 207 amino acids). 20 The weight ratio of active

ingredient to oligopeptides and/or polypeptides ranges from 10:1 to
I@6miplesafbodiglyptnemd &: Artd kOOptrantt espe diaiyafrors thdrdof 2tikhlarthe
case of thaumatin, it is especially about 6:1. The active ingredient(s) is
(@ré)maivestovitly thelf pepticeaor panmixtlind;ofipaph danspounsddjihgidetiderived
ingredient optionally being microencapsulated in a manner known per se.

lfr thhe lcanppositioidcont dipspai destires eicfiawvd foich dndspatyipeptitlenthépeptides
mixing ratio

and dipeptide esters derived from L-aminomalonic acid, especially L-aspartyl-D-alanine,

L-aspartyl-L-phenylalanine methy! ester and L-aspartyl-L-methionine methyl ester, and
dipeptides and dipeptide esters derived from lysine, especially N-
phenylacetylglycyllysine and N-acetylphenylalanyllysine, and polypeptides and
polypeptide mixtures obtained from fropical plants and having a molecular weight of
between 5 and 100 kDa and a high sweetening power, such as brazzein {(monomer:
about 54 amino acids), curculin (monomer: about 114 amino acids), mabinlin {dimer:
about 33 -+ about 72 amino acids), miraculin (tetramer: about 191 amino acids),
monellin (dimer: about 45 + about 50 amino acids), pentadin and thaumatiﬁ {about 207

amino acids).

The weight ratio of active ingredient to oligopeptides and/or polypeptides ranges from
10:1 to 100:1, preferably from 2:1 to 10C:1 and especially from 1:1 1o 20:1. In the case

of thaumatin, 1t is especially about 6:1. The active ingredient(s) 1s (are) mixed with the
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S flavonoid:polypeptide is preferably 3:1 to 1:3, particularly preferably 2:1

to 1:2 and very particularly preferably in the range of 1: 1. Thus
flavonoid:polypeptide mixing ratios of 1:3, 1:2, 1:1, 2:1 or 3:1 present no
problems, the total amount of flavonoid + polypeptide corresponding to

the amount indicated above for only onéof the two components. 10

Tablets, such as peroral tablets, chewing tablets, oral tablets (sucking

faleds csumigust ehblelscnpeandablbisycpapenssrdimabietoribsditing
tablets and effervescent tablets, are produced by techniques known per
gucxokaasudvedtitableanecoknaethey sfter the prior production of

granules or pellets. Conventional additives that are inert in the 15

composition can be used in this process. The following are examples of
additives which can be used for these granules, pellets and tablets: fillers,
$ltie asnippeisioh starcinkronintper sefllaciosd, el ipddsestmarthitohigng ratio
sorbitol; binders, such as starches known per se, celluloses and
pakethidmoty Bepglye o sirdisiatégants; Slcipasstnthesckooin perisd .2 and very
which can be used per se for this purpose, celluloses, alginates,
pahividytpyrrelicdabbsiatiksadgsm ity drofems darbonatepolybegadisp stghratios of
as stearates like magnesium stearate; flow regulators, such as silicon

digxide; andIilsférmingsagenipkstomnnpEieseid Anstanché siavhiatican be
used are any of those known per se, rice, wheat and potato starches

beingepiefe satk dpketvigeotiedifiadistarchesdhsawndgier saigambefusedyo
such as

componenis.

Tablets, such as peroral tablets, chewing tablets, oral tablets (sucking tablets, sublingual
tablets, buccal tablets), parenteral tabiets, dissolving tablets and effervescent tablets, are
produced by techniques known per se, such as direct tableting or tableting after the prior
production of granules or pellets. Conventional additives that are mert in the

composition can be used in this process.

The following are examples of additives which can be used for these granules, pellets
and tablets: fillers, such as types of starch known per se, lactose, celluloses, mannitol
and sorbitol; binders, such as starches known per se, celluloses and polyethylene
glycols; disintegrants, such as starches known per se which can be used per se for this
purpose, celluloses, alginates, polyvinylpyrrolidones and sodium hydrogen carbonate;
lubricants, such as stearates like magnesium stearate; flow regulators, such as silicon

dioxide; and film-forming agents known per se.
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those modified by methyl, hydroxymethyl and/or hydroxypropyl. They are
preferably 5 used in proportions of about 5-20%, based on the total weight

of the form of administration. Celluloses which can be used are

unmodified pulverulent cellulose, microcrystalline cellulose or modified
cellulose, such as celluloses modified bydmethyl, ethyl, propyl, 10
hydroxymethyl, hydroxyethyl and/or hydroxypropyl, e.g. HPMC. They can
preferably be used in the range from 20 to 90% by weight, based on the

total weight of the form of administration, or else used as coating
irtatekieisvigilcom dioxitd moreferiihpsskubmptioidali terwhinamoiisaf
about 0.1 to 0.5%, 15 based on the weight of all the additives. Lactose
starches sveeimefirsdiebikomsor piodifxdsiptehsprayvdripe ke amdunised, such as
ranging from about 65 to 85%, based on the total weight of the additives.
Huisethyteheddly colstanchdeérivativeth theredfaredusetbagmylubTisantscosreferably
binders in amounts of 0.5 - 5% by weight, based on the total weight of the
additivgsopativinyiipholidoae%irbamduntshefiO8 walthbyweightnbased

on the total 20 weight of the additives, can be used as binders,
dibintegfratit;or coating agents. Calcium hydrogen phosphates and

mannitol are used as diluents in the range from 10 to 90% by weight,

based on the total weight of the additives. Stearates, preferably

magnesium 11 stearate, are used as lubricants in the range from 0.25 to

B9 bjoweightichasedonstdiartoiahweigiidobaldhe-adeitiviese Th8crocrystalline
production of effervescent preparations, e.g. effervescent tablets, is

kelwIBspeIr $fodified cellulose, such as celluloses modified by methyl, ethyl, propyl,
hydroxymethyl, hydroxyethyl and/or hy droxypropyl, e.g. HPMC. They can preferably
be used in the range from 20 to 90% by weight, based on the total weight of the form of

administration, or else used as coating materials.

Silicon dioxide is preferably used in colloidal form in amounts of about 0.1 to 0.5%,
based on the weight of all the additives. Lactose can be used in untreated form or, for
example, spray-dried in amounts ranging from about 65 to 85%, based on the total
weight of the additives. Polyethylene glycols and derivatives thereof are used as
lubricants or binders in amounts of 0.5 — 5% by weight, based on the total weight of the
additives. Polyvinylpyrrolidones in amounts of 0.5 - 5% by weight, based on the total
weight of the additives, can be used as binders, disintegrants or coating agents. Calcium
hydrogen phosphates and mannitol are used as diluents in the range from 10 to 90% by

weight, based on the total weight of the additives. Stearates, preferably magnesium
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They can contain the additives previously mentioned for the production of

tablets, but 5 additionally contain an effervescent substance. This
effervescent substance usually consists of a combination of a carbonate
or hydrogen carbonate, preferably sodium hydrogen carbonate, on the
one hand, and a suitable organic acid, preferably citric acid or ascorbic
acid, on the other. Such additives are known per se as effervescent

Stisstan ees wad afréubsenibén the nemgsrbusddRpositiohs. e gtiebased on the
composition of the effervescent substance is not critical for the present
imientoightad diftwedddivesubstance consisting of sodium hydrogen
carbonate and citric acid and/or ascorbic acid is preferred. 15 For this
plirppselwiepeisditrireseemiondpatheonel atgs aBcarcedfanhiebldntis known per se.
preparation, preferably an effervescent tablet, which contains at least one
dftthe cactiveninigrédiendst s proettvadiv ranot meetitaitin ppréfetallyf tablets, but
acemetacin, and other additives known per se for an effervescent
prépacatiin cohtacte kfedvisdhat hiisteorep dSitioel eontsias: the setiveusually
ingredient(s), i.e. indomethacin and/or acemetacin, in micronized form and
preferabbf incathbimiidure withradiegastohedilayancichodertvapirededntdy sodium
polypeptide or a mixture of such compounds. 12 Said effervescent
prefagatiandsoatee, covireshbydhe, datinittaiabhdicgiett abayeeteraisipasdtric acid
of the particle size distribution of the micronized active ingredient(s) and

tbeisderepadeidoon anddtheespach afihieiavenaishderpativeoetheyescent
polypeptide, and the other

substances and are described in numerous compositions.

The composition of the effervescent substance is not critical for the present invention.
An effervescent substance consisting of sodium hydrogen carbonate and citric acid

and/or ascorbic acid 1s preferred.

For this purpose, the present mmvention further relates to an effervescent preparation,
preferably an effervescent tablet, which contains at least one of the active ingredients
indomethacin and acemetacin, preferably acemetacin, and other additives known per se
for an effervescent preparation, characterized in that this composition contains the active
ingredient(s), i.e. indomethacin and/or acemetacin, in micronized form and preferably in
a mixture with at least one flavonoid derivative or a polypeptide or a mixture of such

compounds.
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additives, it being possible for these active ingredients in the effervescent
preparation, 5 preferably in the effervescent tablet, to be in pulverulent

form or in modified-release form, e.g. as pellets or as pellets provided

with a film coating. A preferred effervescent preparation, preferably an
effervescent tablet, is one which consist of (a) active ingredient granules
containing the micronized active ingredient, 10 the latter being (b) in a

Priisct e pvirkrent paepaoaeofiay atsidderisdbiyelor depolyipeplidicetedamixtune

of such compounds, (c) an effervescent substance consisting of at least
orseesilidond zedtinky gumidisarbdrate Compuarmige bsarbonae demppdandl their
such as siliconized sodium hydrogen carbonate and/or siliconized

catoirat oarbshatessdiad trgfaicacid dgyrefenrably Gitrisohgidpiate and the other
optionally (d) other additives. 15 Additives are selected e.g. from the
gadipeqnprsipgesvesteite tbesyathieticigurgdicrsu bstituteScand altgreparation,
thereof, polyols, natural and synthetically prepared flavourings, loading
agdots)|sunfdctarifsrcolouranié: tlitkete dnglingermt A0rkxanples dified-release
additives are sweeteners, such as polysaccharides, e.g. sucrose, fructose,
diueose;. destibse, dsamalibsepiouiiizdadtiiol ahd trehialese; synthetic

sugar substitutes and salts thereof, such as xylitol, cyclamate,

acesulfame, sucralose, saccharin, alitame and aspartame; polyols, e.g.
glycerol, mannitol and vanillin; and lemon flavouring, 13 strawberry

flayefeing anthnaltral giagsynbhclicatlyapre paretHavpurngsiknovehPetich

se. The active ingredient granules can contain a loading agent, e.g.

s0dikn 60ltecand/igredient granules containing the micronized active ingredient,
the latter being (b) in a mixture with at least one flavonoid derivative or a polypeptide or
a mixture of such compounds, (c) an effervescent substance consisting of at least one
siliconized inorganic carbonate compound or bicarbonate compound, such as siliconized

sodium hydrogen carbonate and/or siliconized calcium carbonate, and an organic acid,

preferably citric acid, and optionaliy (d) other additives.

Additives are selected e.g. from the group comprising sweeteners, synthetic sugar
substitutes and salts thereof, polyols, natural and synthetically prepared flavourings,

ioading agents, surfactants, colourants, fillers and binders.

Examples of additives are sweeteners, such as polysaccharides, e.g. sucrose, fructose,
glucose, dextrose, 1somaltose, inulin, lactitol and trehalose; synthetic sugar substituies
and salts thereof, such as xylitol, cyclamate, acesulfame, sucralose, saccharin, alitame

and aspartame; polyols, e.g. glycerol, mannitol and vanillin; and lemon flavouring,
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barium sulfate; a surfactant, e.g. a polyoxyethylene castor oil derivative

such as macrogol glycerol hydroxystearate, a polyoxyethylene stearate

such as polyoxyl (8) 5 stearate, a polyoxyethylene sorbitan fatty acid ester
such as polyoxyethylene (20) sorbitan monostearate, or poloxamers; and

a colourant. The effervescent substancéXan additionally contain fillers in

an amount preferably of 15% by weight to 30% by weight and especially
of2612%y (Dased oy thel totatweightyaftiidithiefteprest €hb preparationn per se.
Examples of such fillers are lactose and/or sorbitol, either in untreated

fBneective pretréatad:fande e gn gramiatehiding, datelervesaantsulfate and/or
substance can. additionally contain a binder in an amount preferably

remgimos fildate Qe 2%r Chytaneight 1pOLESahyhwRightaner espeaiaty af §43%
(based on the total weight of the effervescent preparation), a preferred

linclern:begtecpalluirgdpyy colidan ea(PMP) 16 prrier sy iean anaoualeky] (8)
0.6% by weight to 1% by weight, based on the effervescent substance,

andratcolgoiaoky Ehe kabenate.compaviicpieiarably siicenizad kedium)
hydrogen carbonate, is preferably prepared separately by adding silicone

apitfeanemisionty sogilrta2Q-hysiagenkaranate (typically about 0.3
2% by weight, based on the weight of the sodium hydrogen carbonate),
the molar ratio of sodium hydrogen carbonate to acid preferably being
about 1:1. 14 An efficient, long-lasting masking of the bitter taste of the

qeiveringrasiantisachieved diusngiins.aloneMentionad ARG MAsKRG 1y of
agents belonging to the class of substances

15% by weight to 30% by weight and especially of 26.2% (based on the total weight of
the effervescent preparation). Examples of such fillers are lactose and/or sorbitol, either
in untreated form or in pretreated form, e.g. granulated form. The effervescent
substance can additionally contain a binder in an amount preferably ranging from 0.2%
by weight to 0.6% by weight and especially of 0.43% (based on the total weight of the

effervescent preparation), a preferred binder being polyvinylpyrrolidone (PVP),

preferably in an amount of .6% by weight to 1% by weight, based on the effervescent

substance, and a colourant.

The carbonate compound, preferably siliconized sodium hydrogen carbonate, is
preferably prepared separately by adding silicone antifoam emulsion to sodium
hydrogen carbonate (typically about 0.32% by weight, based on the weight of the
sodium hydrogen carbonate), the molar ratio of sodium hydrogen carbonate to acid

preferably being about 1:1.
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comprising flavonoids and derivatives thereof and/or polypeptides and
derivatives thereof, as described above. 5 Optimal taste masking is

achieved by a combination of two or more sweeteners. It is thus possible,

for example, to use a combination of two sweeteners, such as a flavonoid
derivative, e.g. neohesperidin, and a polypeptide, e.qg.

L-aspartyl-D-alanine. An optionally additional, spontaneous, short-lived
swedtidas dandkanhyevedieng ofiitle bBisodistmesakehatinategiediomiiolachieved
mailtiitol. and/or sorbitol, preferably sodium saccharinate. A
$Spwsihevalopingnliengeidasing mwaehtessearbiemchieretiaihss of substances
aspartame, xylitol and/or alitame, preferably aspartame. Especially

perekiesmMaehadinimistaticaihal gives sy noldth, suchasdies
effervescent preparations, suspensions, tablets that disintegrate in. the
Ahetitt, anddergedenslany other forms of administration, can contain taste
correctors such as ethereal oils; organic acids, e.g. citric acid or ascorbic
acid; polysaccharides, e.g. sucrose, fructose, glucose, dextrose,
isomaltose, inulin, lactitol or trehalose; synthetic sugar substitutes and

sapstnerees, BEahas XYIebe YoM G BERSIHIIN B, S W RlOSe wlieners. Tt is

saccharin, alitame or aspartame; polyols, e.g. glycerol, sorbitol or

maepielisadvanilinpld he Rieduehionieficarseies swehashasd.gelatiMavonoid
capsules and soft gelatin capsules, liquid dosage forms, such as

spiians, erpuisions RadisLshensiensyanficectal praduels. 351 546D agy
different types of suppositories, e.g. suspension suppositories and

d580MIAY additional, spontaneous, short-lived sweetness can be achieved e.g. with
sodium saccharinate, mannitol, maltitol and/or sorbitol, preferably sodium saccharinate.

A slow-developing, longer-lasting sweetness can be achieved with aspartame, xylitol

and/or alitame, preferably aspartame.

Especially peroral forms of administration that give a taste in the mouth, such as
effervescent preparations, suspensions, tablets that disintegrate in the mouth, and in
general any other forms of administration, can contain taste correciors such as ethereal
oils; organic acids, e.g. citric acid or ascorbic acid; polysaccharides, e.g. sucrose,
fructose, glucose, dextrose, 1somaltose, inulin, lactitol or trehalose; synthetic sugar
subgtitutes and salts thereof, such as xylitol, cyclamate, acesulfame, sucralose,

saccharin, alitame or aspartame; polyols, e.g. glycerol, sorbitol or mannitol; and vanillin.

The production of capsules, such as hard gelatin capsules and soft gelatin capsules,

Hguid dosage forms, such as solutions, emulsions and suspensions, and rectal products,
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suppositories, or rectal capsules, is known per se and can be carried out

with additives known per se. 5 The production of hard gelatin capsules

and soft gelatin capsules is known per se, the composition according to

the invention being filled into hard gelatin capsules, preferably as

granules, in a manner known per se, or lhade up into soft gelatin

capsules, preferably as a viscous suspension or a paste. Such granules,
\iscnas diffspensigrs afwipasiesrean ceasilyioespre papedshiytiko sadskifedving
in the art in accordance with analogous formulations. 10 In one preferred
empediment, of pedietsapkidhscarkhewsedraecoitivag te therioyentionth sditives
pellets contain (a) at least one of the active ingredients indomethacin and
deerwatpain:0r a mixture thereof in micronized form, preferably obtained

by mechanical means, and additionally a binder and a loading agent, and
optionally (b) these pellets are coated with a varnish resistant to gastric

juice and/or have been produced in the 1.5 presence of a varnish resistant
toigastniduitties oThest pelitis hinvg-amappatentApnsipsupiefeialiober se, the
1.4-2.4 g/cm3 and particularly preferably of 1.5-1.8 g/cm3. Their diameter
eterabbiorangesiirenli? gk Siibdhe peletpie RAAUSRERBEANIRY, preferably
preferably about 0.1-80% by weight of active ingredient and preferably

alaih 9550 Dy weightReh par H&@Wﬁ@ﬁ@@%@ﬁ%@i%@'gﬁg@@é, preferably

weight of loading agent, as well as binder, 20 colourant and acidifying

agentabi099%byswaight @é%“@ﬁ&ﬁ%xﬁﬁﬁ‘i‘@s‘;‘ ladyoeuitablenleadings pastes can

agents are titanium dioxide, barium sulfate and/or iron oxide. 16 The

fermms, ekapmpinistiaian freduced frem Hhe a8t Ao NG s formulations.

invention, such

In one preferred embodiment of pellets which can be used according to the inveniion,
said pellets contain (a) at least one of the active ingredients indomethacin and
acemetacin or a mixture thereof in micronized form, preferably obtained by mechanical
means, and additionally a binder and a loading agent, and optionally (b) these pellets are
coated with a varnish resistant to gastric juice and/or have been produced in the
presence of a varnish resistant to gastric juice. These pellets have an apparent density
preferably of 1.4-2.4 g/onn® and particularly preferably of 1.5-1.8 g/em”. Their diameter
preferably ranges from 0.2 to 1.8 mm, the peliet preparation containing preferably about
0.1-80% by weight of active ingredient and preferably about 20-95% by weight and
particularly preferably about 40-80% by weight of loading agent, as wel! as binder,
colourant and acidifying agent ad 100% by weight. Examples of particularly suitable

loading agents are titanium dioxide, barium sulfate and/or iron oxide.
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as those mentioned herein, e.g. tablets or capsules, preferably contain the
active ingredient(s) in an amount of 25 to 200 mg of active ingredient per
unit form of administration, i.e. in amounts of e.g. 25 mg, 30 mg, 50 mg,
60 mg, 80 mg, 90 mg, 100 5 mg, 180 mg or 200 mg per unit form of
administration. The pellets according to tlge invention are produced e.g. by
mixing at least one of said active ingredients in micronized form with the

agritivemsRalIRtRG e bR & MAANKE KPOMNRE598:3RE ARYRNaINOn, such

providing the resulting pellets with a coating, 10 which may be a varnish

cRalipgd asistantiorgastiic Mics fberresugtion iliquid dosagederps e

such as solutions, emulsions and suspensions, is known from analogous

f‘?ﬁ%}HJﬁ&%' iR ERRSIENoRSd Iy %ﬁ%%@éﬁ%ﬂﬁ%@y&% form of

literature are molecularly disperse solufions with average particle sizes

belownisd 280 (1 RRARmGHe)Rartiskes s ), Golloidally dISRISE, 90 me. 100

solutions are liquid systems withan avefage particle Size of T nm -1 m.

Adlitivesfor Jiasd formms o adIRISaligl, SeR &S Solutions, are known

perse, examples being solubilizers such as alcohols, preferably ethanol;
surfactants known per 20 se; viscosity builders such as celluloses and
cellulose derivatives like HPMC; polyvinyl compounds such as polyvinyl

g'&%ﬁéﬁ&?@&é’iﬁ%ﬁg rg)g%l gﬁ?ﬁnﬁf&% Q%é%c‘i}éﬁc% 2ale, ht&?‘éa%tgﬁeaﬁ qe of said

ylene glyco ethylene s; polysaccharides suc

pol 1qrg)§[1r orlsegie%ggg?nqr??%%}vz%a 15! Ch\%?tiﬁlé@%%%@%%,aﬁ% Ct?;'}t@p %nx;kliéture ina
silicates; alginates suc as alginic acia ana sodium a gln%. e, an

pgggnenrgral%/g\%h-ggp 56 atl ”(I)% i(l)rr]la;[L 3(? &%\%%ri]ng the resulting pellets with a coating,

which may be a varnish coating resistant to gastric juice,

The production of liquid dosage forms, such as solutions, emulsions and suspensions, is
known from analogous formulations. Solutions mentioned here according to the
relevant literature are molecularly disperse solutions with average particle sizes below 1
nm (1 nanometre) (particles < I nm}. Colloidally disperse solutions are liquid systems

with an average particle size of 1 nm - 1 pm.

Additives for liquid forms of administration, such as solutions, are known per se,
examples being solubilizers such as alcohols, preferably ethanol; surfactants known per
se; viscosity builders such as celluloses and celluiose derivatives like HPMC; polyvinyl
compounds such as polyvinyl alcohols, polyvinylpyrrolidones and polyvinyl acetate
phthalates; polyethylene glycols and polyethylene oxides; polysaccharides such as

polydextrose; mucoadhesives such as carrageenan and chitosan; silicates; alginates such
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easily use and optimize these substances in the necessary concentrations
and compositions. Syrups often contain up to 65% by weight of sugar,
e.g. sucrose, as well as taste correctors. 5 Examples of preferred
auxiliary substances or additives for emulsions are as follows: surfactants
such as anionic surfactants, bile acid s&lt, preferably sodium glycocholate,
and gum arabic; cationic and non-ionic surfactants known per se; higher
Fattle slcohoisastishdagicetylimicohod andstediyéalditest galial fathe acidan
esters of polyhydric alcohols, 10 such as ethylene glycol monostearate;
parhalifatypdeidiesrert ofesotpitarc €0 10 1hk5%edagechorethentotal svelight of
the formulation), e.g. sorbitan monolaurate; partial fatty acid esters of
pohosyathylebergorbifen (0:rtalibop, thaséd lonwhketotal ueight.af therose, as well

formulation), e.g. polyoxyethylene sorbitan fatty acid esters; macrogol
glyceealdatiytoacid esters such as macrogol glycerol laurate; fatty acid

esters of polyoxyethylene (0.5 15 10%, based on the total weight of the
formulation); fatty alcohol ethers of polyoxyethylene, e.g. polyoxyethylene
stearyl ether (0.5-25%, based on the total weight of the formulation); and
Fatiynaleisl eSterfeot polyglmeralbsacpobighidaiot ofeatenul eithindas follows:
preferred among the amphoteric emulsifiers. In suspensions, surfactants
anéaquafemath as shsparsanfaciihe, tohkcandrstionadfsetlareknewpliocholate,
those skilled in the art 20 from analogous applications. Preferred
axbgoples4f cechabpiodud itoari BlispeRHIAS WPPOsIteras andidissalyingohols
suppositories. Their production is known per se. Thus the suppository
M@S8siSetyl alcohol and stearyl alcohol; partial fatty acid esters of polyhydric alcobols,
such as ethylene glycol monostearate; partial fatty acid esters of sorbitan (0.01-15%,
based on the total weight of the formulation), e.g. sorbitan monolaurate; partial fatty
acid esters of polyoxyethylene sorbitan (0.1-15%, based on the total weight of the
formulation), e.g. polyoxyethylene sorbitan fatty acid esters; macrogol glycerol fatty
acid esters such as macrogol glycerol laurate; fatty acid esters of polyoxyethylene (0.5-
10%, based on the total weight of the formulation); fatty alcohol ethers of
polyoxyethylene, e.g. polyoxyethylene stearyl ether (0.5-25%, based on the total weight
of the formulation); and fatty acid esters of polyglycerol, e.g. polyglycerol oleate.
Lecithin is preferred among the amphoteric emulsifiers. In suspensions, surfactants are

preferred as dispersants. The concentrations used are known to those skilled in the art

from analogous applications.

Preferred examples of rectal products are suspension suppositories and dissolving

suppositories. Their production is known per se. Thus the suppository mass is
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18 preferably prepared using cacao butter and derivates thereof as
triglycerides; hard fats such as mono-, di- and triglycerides of saturated

fatty acids, like those of coconut fat or palm. kernel fat; and water-soluble
compounds such as polyethylene glycols and glyceryl gelatin. Waxes,
bentonites or silicon oxides, for exampl& can be used as viscosity 5

builders. Solubilizers are emulsifiers such as lecithin. The rectal products
raréepnidusepatsy teneastag Yhisititig) processabane prassihiy préve seed fats
known per se. The Examples which follow illustrate the invention.
sExanipien¢Rréparatiorzbicmidronizeatindomthasindanidkadboseelomyonut fat or
Coarse indomethacin and acemetacin, both of pharmaceutical grade,
naknecanicyioiiz @dd Mealeitsdhbl€ hoisprondds- MithMO83@KX TR ghpalate glyceryl
from Micro-Macinazione SA according to the following grinding principle:
cehmiparfictess pbgrinditeg matirial axedeadsedxtongddidenvithusribaandtberity

at high speed in the grinding region by means of lateral nozzles (supply
hrbésureS6i0Hidrewanc penpirefistrediDdderitbrz & hnglet825) duibkeare produced
grinding material is separated into fine and coarse material by centrifugal
actlencatbnbhenkhtnmaterntabissdisd pargsd dhnouedsdhereentradowut] €TlanBxamples
the coarse material is comminuted further until it has all reached the
veattired dedtaseiteahzmintititsn. The powder obtained had the particle

size distribution shown in Table 1: Table 1 20 Cumulative distribution
Partiele $izg¥naparation of micronized indomethacin and acemetacin)

Coarse indomethacin and acemetacin, both of pharmaceutical grade, were micronized
with thé Chrispro® Jet-Mill MC 300KX-TD apparatus from Micro-Macinazione SA
according to the following grinding principle: The particles of grinding material are
caused to collide with one another at high speed in the grinding region by means of
lateral nozzles (supply pressure 6.0 bar; working pressure 4.0 bar; nozzle angle 32°57).
The grinding material is separated into fine and coarse material by centrifugal action.
The fine material is discharged through the central outlet and the coarse material 1s
comminuted further unti! it has all reached the reguired degree of comminution. The

powder obtained had the particle size distribution shown m Table i:

Table 1

Cumulative distribution Particle size (um) |

(%)

99 20.5
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(%) 99 20.5 19 9515.0 9012.3 8510.5 809.0 707.1 50 3.87 1010.9
Example 2 (Production of a tablet) The micronized acemetacin or
indomethacin prepared in Example 1, 4 times the amount of modified
lactose (spray-dried for direct tableting) and 0.3% by weight of thaumatin
5 (based on the total composition) are r])gssed through a 0.8 mm sieve

and then mixed. .Qﬂ’&bwuelghimmagne%umstearai,e_i&adfed and
mixing is then repedted. The resulting pulverulért mixture is then

compressed to tablets on a rotary press. Example 3 (Praoduction of
granules) 10 The fiitronized acemetacin or ihddmethacin prepared in
Example 1 is mixed with 15% of citric acid and 74.6% of sodium sulfate
(based in each cas&son the total weight of the l§ranules). The colourant
(0.075% by weight, based on the total compasition) is _dissolved in three
times the amount;dfivater, and macrogol glycér6l hydroxystearate

70 7.1
50 3.87
10 0.9

Example 2 (Production of a tablet)

The micronized acemetacin or indomethacin prepared in Example 1, 4 times the amount
of modified lactose (spray-dried for direct tableting) and 0.3% by weight of thaumatin
{(based on the total composition) are passed through a 0.8 mm sieve and then mixed.
0.25% by weight of magnesium stearate is added and mixing 1s then repeated. The

resulting pulverulent mixture is then compressed to tablets on a rotary press.

Example 3 (Production of granules)

The micronized acemetacin or indomethacin prepared in Example 1 is mixed with 15%
of citric acid and 74.6% of sodium sulfate (based in each case on the total weight of the
granules). The colourant (0.075% by weight, based on the total composition) is
dissolved in three times the amount of water, and macrogol glycerol hydroxystearate
{1.5% by weight, based on the total composition) is dissoived in 2.5 times the amount of
ethanol. The above-mentioned pulverulent mixture is moistened with the ethanolic

solution, and the aqueous colourant solution is then added. Sufficient 1:1 ethanol/water
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(1.5% by weight, based on the total composition) is dissolved in 2.5 times
the amount of 15 ethanol. The above-mentioned pulverulent mixture is
moistened with the ethanolic solution, and the aqueous colourant solution
is then added. Sufficient 1:1 ethanol/water 20 mixture is added to achieve
uniform moistening and the mixture is then granulated through a sieve
(2.0 mm). The moist granules are dried for approx. 2 hours at 50C down
BIEWES S G IR OR RESSHHENTD B By Wisight! HisdrREpasdss eiratighed
a sieve of mesh size 1.0 mm. 5 Example 4 (Pulverulent mixture for hard
G 606 ThE mithsreid SEaminen SrsAdonaPmsn prepafsd inc
Example 1 is mixed with lactose (200 mesh, 17% by weight, based on the
thnaindernpusitonireing gfasishen 013ctozse waisltoaus) s gatseshidaergh a sieve of
the total composition). After the addition of 2% by 10 weight of talc and
29%4shyigrelghof.magnesium stearate (based on the total composition)

and 0.35% by weight of silicon dioxide (based on the total composition),
the pulverulent mixture is filled into hard gelatin capsules. Example 5
(Production of tablets) 15 Polyvinylpyrrolidone (1% by weight, based on
theatotdd doniPalsitionyns wissolydat ima7d gtilaies thpsaleount of ethanol. The
micronized acemetacin or indomethacin prepared in Example 1 is mixed
With tactoseéd 6oy tweaight iphsectiomith erigtaedom pasitiplz) | Gs284xdglywith
weight of neohesperidin and 0.2% by weight of thaumatin, and the mixture
igactose (200 mesh, 17% by weight, based on the total composition} and granulated

lactose (35.7% by weight, based on the total composition). After the addition of 2% by
weight of talc and 2% by weight of magnesium stearate (based on the total composition)
and 0.35% by weight of silicon dioxide (based on the total composition), the pulverulent

mixture is filied into hard gelatin capsules.

Example 5 (Production of tablets)

Polyvinylpyrrolidone (1% by weight, based on thetotal composition) is dissolved in 70
times the amount of ethanol. The micronized acemetacin or indomethacin prepared in
Example 1 is mixed with lactose (46% by weight, based on the total composition), 0.2%
by weight of neohesperidin and 0.2% by weight of thaumatin, and the mixture is
granulated with the ethanolic polyvinylpyrrolidone solution and then dried at 40°C
down to a residual moisture content of 5% by weight. 12.4% by weight (based on the
total composition) of tale, 2.7% by weight of wheat starch and 1.5% by weight of stearic

acid are added to these granules and the whole is mixed. After the addition of 1% by
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granulated with the ethanolic polyvinylpyrrolidone solution and then dried

at 40C 20 down to a residual moisture content of 5% by weight. 12.4% by
weight (based on the total composition) of talc, 2.7% by weight of wheat
starch and 1.5% by weight of stearic acid are added to these granules

and the whole is mixed. After the additidti of 1% by 21 weight of

magnesium stearate (based on the total composition) and further mixing,
theidbtalfepmpesiiianiseompisssed hdablels anpapsoiady He se:txampiley, the
6 (Production of an effervescent tablet) 5 (a) The effervescent substance:
33taedbypasiaht pfankrdiebicits asid Yrbymeight. based in each

case on the total composition), 11.4% by weight of sodium hydrogen
carbonate, 19.8% by weight of lactose monohydrate, 6.5% by weight of
sorbitol and neohesperidin DC (0.3% by weight), 0.6% by weight of
Fspafane aekOdkdfo by weight-efsagehaiisodium are charged into the
granulator and intimately mixed. Yellow 10 orange (0.02% by weight) is
digsphéeshind{narssiiieamount ofvRteradRAF alRoMYINYIRMERlISONS, by weight
(0.4% by weight) is dissolved in approx. 5 times the amount of 96%

ethanah 1he ahouesmentienedRphassient mdiire isdnaistensdwithiiiscen

ethanolic solution. The colourant solution is added immediately

afieryards: 5uehey SanUrBeMIFRAGRAMNE HREOID MAIHeRiNg IS0l and

~achieved, and the mixture is then 15 granulated through a 2.0 mm sieve.

TR MmYshaiRmies A% died 06 SOWR Baass: A ARR0LlQ 3% DYy weight

weight,"and then passed through'a 1.25 mm sieve. (b) Sodium hydrogen

‘ CRFRQNAG: SUicaniAed: é&&’é‘éﬁ‘iﬁ%dﬂi@gﬁ&ﬁ%{‘ﬁﬁ Qﬂﬁ%&@¥ mixed. Yellow-

orange ((.02% by weight) is dissolved in 3 times the amount of water at 50°C.
Polyvinylpyrrolidone (0.4% by weight) 1s dissolved in approx. 5 times the amount of
96% ethanol. The above-mentioned pulverulent mixture is moistened with this
ethanolic solution. The colourant solution is added immediately afterwards. Further
ethanol (96%) is added until uniform moistening is achieved, and the mixture is then
granulated through a 2.0 mm sieve. The motist granuies are dried at 60°C down 1o a loss

on drying of 0.3% by weight, and then passed through a 1.25 mm sieve.

(b) Sodiwm hydrogen carbonate, siliconized: Sodium hydrogen carbonate (1.3% by
weight, based on the total composition) is placed in a wet mixer. With constant stirring,
the appropriate amount (0.005%, based on the total composition) of silicone antifoam
emulsion (33%) is slowly added to this dry substance. Stirring is continued for about 30
minutes and the mixture is then dried on frays at 55°C and passed through a .7 mm

sieve,
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weight, based on the total composition) is placed in a wet mixer. With

constant stirring, 20 the appropriate amount (0.005%, based on the total
composition) of silicone antifoam emulsion (33%) is slowly added to this

dry substance. Stirring is continued for about 30 minutes and the mixture

is then dried on trays at 55C and passedhrough a 0.7 mm sieve. 22 (c)

The effervescent tablet: The above-described effervescent substance

[section. (a)], the above-described siliconized sodium hydrogen

carbonate [section (b)], the pellets produced in Example 3 (20.6% by

(peibhe, BEeseesars s Gasheor ovs wRicebripuStiorr eranubsi8%edyection (a)], the
weight of sodium hydrogen carbonate, 3.1 % by weight of polyethylene
ghyost6600 kaddsiewi syl wedghn diidneenflevbaridg estmixEe) fohg pellets
minutes in a suitable tumbling mixer. The finished mixture is compressed
towtferdesderartaiiteis Yho % ttargiples dated maximmonseretativet prahviditposition)
of 25% and at 20C. 10 Example 7 (Production of an effervescent powder)
T etfe weide off sulbstarigelr82ss Ve pareight. O¥amhyadighsofitridsatiglene
(% by weight based in each case on the total composition), 11.4% by
wigightcdDsadidm Hydrogeipitarbenate; 19vb%Uihy meightedf factdsainutes in a
monohydrate, 6.5% by weight of sorbitol and neohesperidin DC (0.3% by
weighh, ithabiingtini {0:3%Hayfineiglat y (:680ehy veeighiseéd b ashmrtansaianblets on
0.12% by weight of saccharin sodium are charged into the granulator and
intseatehranixed.niellowrorange {0:QA%ihy wieghthialdissotged in 3 times

the amount of water at 50C. Polyvinylpyrrolidone (0.4% by weight) is
dissolved in approx. 5 times

Example 7 (Production of an effervescent powder)

(a) The effervescent substance: 32.5% by weight of anhydrous citric acid (% by weight
based in each case on the total composition}, 11.4% by weight of sodium hydrogen
carbonate, 19.5% by weight of lactose monohydrate, 6.5% by weight of sorbitol and
neohesperidin DC (0.3% by weight), thaumatin (0.3% by weight}, 0.6% by weight of
aspartame and 0.12% by weight of saccharin sodium are charged into the granulator and
intimately mixed. Yellow-orange (0.02% by weight) is dissolved in 3 fimes the amount
of water at 50°C. Polyvinylpyrrolidone (0.4% by weight) is dissolved in approx. 5 times
the amount of 96% ethanol. The above-mentioned pulverulent mixture 1s moistened
with this ethanolic solution. The colourant solution is added immediately afterwards.
Further ethanol (96%) is added until uniform moistening is achieved, and the mixture i3
then granulated through a 2.0 mm sieve. The moist granules are dried at 60°C down to

a loss on drying of ¢.3% by weight, and then passed through a 1.25 mm sieve.
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the amount of 96% ethanol. The above-mentioned pulverulent mixture is
moistened with this ethanolic solution. The colourant solution is added
immediately afterwards. 20 Further ethanol (96%) is added until uniform
moistening is achieved, and the mixture is then granulated through a 2.0
mm sieve. The moist granules are dried28t 60C down to a loss on drying
of 0.3% by weight, and then passed through a 1.25 mm sieve. 23 (b)

Sopfunitiydrogrencoarboates silicanized: SodiumyErRear 4aHRARAE 3% by
(1.3% by weight, based on the total composition) is placed in a wet mixer.

Wit oo batadtostittingatheappsoprigte amesin(@ #05%xbased@r dRgnt stirring,
total composition) of silicone antifoam emulsion (33%) is slowly added to

tthis apyropiisiancpubiidiogiscoatnle for @howoad Smtes et foam
mixture is then dried on trays at 55C and passed through a 0.7 mm sieve.

(enbisishext effesveseent.pawderinIherakove-Aescribed 2ffRnveseantd for abou: 30

substance [section (a)], the above-described siliconized sodium hydrogen

carbenatedagetion (il iiheetQineliels RERduesdin Examplekd 0% Y mm

weight, based in each case on the total composition) and 1.8% by weight
gfisedium hydrogen carbonate, 3.1 % by weight of polyethylene glycol
6000 and 1.5% by weight of lemon flavouring are mixed for 15 minutes in
a suitable tumbling mixer. The finished mixture is packaged as a single
dose of effervescent powder, e.g. in a sachet, at a maximum relative

humigifyeh 294 and-at F%@&&CTE&HIRJ@-&&E’EBQ&‘ chHon, of eifeLyeseant [section

tablets and effervescent powder)
(a)], the above-described siliconized sodium hydrogen carbonate [section (b)), the

pellets produced in Example 3 (20.6% by weight, based in each case on the total
composition) and 1.8% by weight of sodium hydrogen carbonate, 3.1% by weight of
polyethylene glycol 6000 and 1.5% by weight of lemon flavouring are mixed for 15
minutes in a suitable tumbling mixer. The finished mixture is packaged as a single dose

of effervescent powder, e.g. in a sachet, at a maximum relative humidity of 25% and at

20°C.

Example 8 (Production of effervescent tablets and effervescent powder)

Analogously to Example 6 for the Ijroduction of an effervescent tablet, and analogously
to Example 7 for the production of effervescent powder, effervescent tablets and
effervescent powder can be produced with the compositions indicated in Table 2 using
micronized acemetacin. The indicated amount of acemetacin can be changed to the

corresponding amount of indomethacin.



Analogously to Example 6 for the production of an effervescent tablet, and
analogously to Example 7 for the production of effervescent powder,
effervescent tablets and 20 effervescent powder can be produced with the
compositions indicated in Table 2 using micronized acemetacin. The
indicated amount of acemetacin can beXhanged to the corresponding
amount of indomethacin. 24 Table 2 Formulation 1 Formulation 2 (mg)
(hagde Acemetacin (active ingredient) 60.00 60.00 Auxiliary substances:
Citric acid, anhydrous 1156.00 1156.00 Sodium hydrogen carbonate
470.34 470.34 Sodium sulfate 500.00 500.00 Alpha-lactose - 1H20
642.30 642.30 Sorbitol 212.00 212.00 Yellow-orange 85 E 110 1.20 1.20

a |_glycerol hydroxystearate 10.00 10.00:dz2elvadene 14100944188 2

Neohesperidi E 959 10.00 Thaumatin, E 957 1 10.00

(mg) (mg)
Acemetacin (active ingredient) 60.00 60.00
Auxiliary substances:
Citric acid, anhydrous 1156.00 1156.00
Sedium hydrogen carbonate 470.34 470.34
Sodium sulfate 500.00 500.00
Alpha-lactose - 1H,0 642.30 642.30
Sorbitoi 212.00 212.00
Yellow-orange 85 E 110 1.20 1.20
Macrogoi glycerol hydroxystearate 10.00 10.00
Polyvidone 1.4.00 14.00
Neohesperidin DC, E 959 10.00 -
Thaumatin, E 957 - 10.00
Aspartame 20.00 20.00
Saccharin sodium 4.00 4.00
Lemon flavouring, Evogran, 301686, Symaise 50.00 50.00
Polyethylene glycol 6000 1060.00 100.00
Silicone antifoam emuision 0.16 0.16

Example 9 (Production of suppositories)




10

Aspartame 20.00 20.00 Saccharin sodium 4.00 4.00 Lemon flavouring,
Evogran, 301686, Symrise 50.00 50.00 Polyethylene glycol 6000 100.00
100.00 Silicone antifoam emulsion 0.16 0.16 Example 9 (Production of
suppositories) 25 The hard fats Witepsol W 35 (56.2 parts) and Witepsol

E 75 (38.5% by weight) are melted at 35C, with stirring. Cetostearyl
alcohol (2.9 parts) is then melted at 75C and admixed lege artis to the

de arhelts Adeepetddinor Beidmethaaiad Mitrgridde 7acB8rilhdtoveight) are
Example 1 (58 parts in each case) is separately stirred into the melt 5
ekiadded syrdringadswitihtheremaininpamneliobffe whichithbeemdtiad at 75°C and
mixture is cooled to 40C. Suppositories are then filled into printed strips
ugingHe-peRRAsio i casingmElachisenaiibiconsidohsilibag. iteonized
suppositories are subsequently cooled firstly to room temperature then
slowhtite 15€.angbibe stipsataheatsealods I mxampanial Rroductieht

of an intramuscular injection) After prior sterilization, micronized

JERMRLAGHA OindoMat iRciaRiaRAsad SECaTEiRghich Bxamplgihdsmixture is cooled
separately incorporated into 30 times the amount of medium-chain

triglyeeridas, BYsSiHnG.-d Reresulingdopmutatienilss illad-info sips andy casting
sealed. All operations are carried out under aseptic conditions. 15
machine, with constant stirring. The suppositories are subseguently cooled firstly to

room temperature then siowly to 15°C and the strips are heat-sealed.

Example 10 (Production of an intramuscular injection)

After prior sterilization, micronized acemetacin or indomethacin prepared according to
Example 1 is separately incorporated into 30 times the amount of medium-chain
triglycerides by stirring. The resulting formulation is filled into vials and sealed. All

operations are carried out under aseptic conditions.



26 MCSLLP Claims 1. Pharmaceutically effective composition or
pharmaceutical form of administration containing at least one of the active
ingredients indomethacin and acemetacin and optionally other additives,
characterized in that this composition contains the active ingredient or a;c g | p
mixture of these active ingredients in mi€ronized form and in a mixture
with at least one flavonoid derivative or a polypeptide or a mixture of such
unds, and wherein said flavonoid derivatives are selected from the
group comprising chalcones and dihydrochalcones and are glycosides
and combinations and complexes prepared therefrom. 2. Composition
according to Claim 1, characterized in that the micronized active
Ingred@MBIERTRIGAR D EHIErBITi SRRty iinenes tiis Ylermpplained
by micronization using mechanical means, preferably by dry grinding, jet
%ﬁ%ﬂ?ﬁ&%?%&cwﬁm% seispiieRs BEIRG Hare g pairedamsthacin and
Composition accordi g to one of Claims 1 or 2, characterized in that it is in
SR EPOTY) LR AUREFAE FEFo S EaSIeEs S AG bR Rlion
tablets (sucking tablets, sublingual tablets, buccal tablets), parenteral
GEPREHE: A AP IR " AL B St oSS, rherapged

ard gelatin capsules ar soft gelatin_ capsules; (iii) a liquid dosage form,
) & SEAH Bhov BPe PR P RO RERIC or
referably a suppository and particularly preferably a suspension
B SRR RS i v e setecta fom
ﬁ%eﬁ%‘%%t'gor}ﬁg%ing chalcones and dihydrochalcones and are glycosides and

combinations and complexes prepared therefrom.

2. Composition according to Claim 1, characterized in that the micronized active
ingredient or mixture of micronized active ingredients has been obtained by
miicronization using mechanical means, preferably by dry grinding, jet milling or wet

grinding, jet milling being particularly preferred.

3. Composition according to one of Claims 1 or 2, characterized in that it is in the
form of (i) tablets, preferably peroral tablets, chewing tablets, oral tablets (sucking
tablets, sublingual tablets, buccal tablets), parenteral tablets, dissolving tablets or
effervescent tablets; (ii) capsules, preferably hard gelatin capsules or soft gelatin
capsules; (iii) a liquid dosage form, preferably a solution, emulsion or suspension; (iv)
rectal products, preferably a suppository and particularly preferably a suspension
suppository or dissolving suppository, or rectal capsules; or (v) preparations for

parenteral administration, preferably intramuscular or subcutaneous administration.



parenteral administration, preferably intramuscular or subcutaneous
administration. MCSLL.P 27 4. Composition according to one of Claims
1-3, characterized in that the micronized active ingredient has a parti%?CS
size distribution in the range below 100 m (micrometre). 5. Composition LLP
according to one of Claims 1-4, charac#tized in that at least 90% by
volume of the active ingredient, preferably at least 95% by volume of the
active ingredient and particularly preferably at least 98% by volume of the
active ingredient has a mean particle size distribution below 25 m
tmicrofcanwpisterssirdernie 2nanf Glathé-bwhitieitrbfthin phatitle
size distribution is about 0.1 m (micron), the active ingredient in
PRieOHEESRESR IerstisBi Bemppi ¢ivesTar i BTivE aachy shalsarge below 100 pm
Composition according to one of Claims 1-4, characterized in that at least
OBV‘&%]ume of the active ingredient and preferably at least 60% by
volume of the active ingredient has a mean particle size distribution below
10 m (micron) and preferably below 8 m, and the lower limit of the particle
size distribution is about 0.1 m (micron). 7. Composition according to one
Of Claif@™MPasiting araeitag th dnarhiieins dodechy i on thal atirast 90%
ingredient and preferably at least 50% by volume of the active ingredient

PaAURESH Pariichy S PEaEbURISH BB S ah Wnicharchmaaré teuastive

limit of the Qartic,le size distributjon is about 1 m (micron). o
ingredient and particularly preferably at least 98% by volume of the active ingredient

has a mean particle size distribution below 25 um (micron) and preferably below 21 pm,

and the lower limit of the particle size distribution is about 0.1 um (micron), the active

ingredient in micronized form preferably being in the form of microcrystals.

6. Composition according to one of Claims 1-4, characterized in that at least 50%
by volume of the active ingredient and preferably at least 60% by volume of the active
ingredient has a mean particle size distribution below 10 pm (micron) and preferably
below 8 um, and the lower limit of the particle size distribution is about 0.1 pum

(micron).

7. Composition according to one of Claims 1-4, characterized in that at least 30%
by volume of the active ingredient and preferably at least 50% by volume of the active
ingredient has a mean particle size distribution below 5 pm (micron) and the lower limit

of the particle size distribution is about 1 um (micron).



MCSLLP 28 8. Composition according to one of Claims 1-7,

characterized in that said flavonoid derivatives being chalcones and
dihydrochalcones and glycosides derived therefrom, i.e. chalcone .
glycosides and dihydrochalcone glycosides. 9. Composition according tomc‘g’i-LFB
Claim 8, characterized in that the flavoA8id derivatives are selected from

the group comprising naringin chalcone, hesperetin dihydrochalcone
Blucosidensprsliepasheriag Heohespéiimsdihydrbothatetdned iOthat said flavonoid
Composition according to one of Claims 1-9, characterized in that the
draiyriveats sesdmleonsg et slibydmabosens cordbye s daglsifohthet:from, i.e.
to 50:1, preferably from 2:1 to 50:1 and especially from 1:1 to 15:1, and in
thaleareshr srsstrs sy dncaterrmsrrsidesspecially about 6:1. 11.

Composition according to one of Claims 1-7, characterized in that the
oligopeptides and polypeptides and derivatives thereof are dipeptides
derived from L- aspartic acid and dipeptide esters derived from L-aspartic
Gcid; dip¥PragSamecanpeiede esiss carvaeiarsmd Lodhihtnamimecadid;
@nd dipeptides and dipeptide esters derived from lysine, preferably

CHYBRYEA B SfRTR VOt phs AU ARy s RgiRyAhalsape, hesperetin
-aspartyl-L-methionine methyl ester, N-phenylacetylglycyllysine and N-
@@é{%ﬁi@%&f‘a SiFe 289 ‘éé’mﬁﬁglﬂbﬁl%f&%%élﬁd!éw rbakinms 1-7,
characterized in that the oligopeptides and polypeptides as well as

polypeptides obtained from tropical plants

10. Composition according to one of Claims 1-9, characterized in that the weight
ratio of active ingredient to flavonoid compound ranges from 10:1 to 50:1, preferably
from 2:1 to 50:1 and especially from 1:1 to 15:1, and in the case of neohesperidin

dihydrochalcone is especially about 6:1.

1. Composition according to one of Claims 1-7, characterized in that the
oligopeptides and polypeptides and derivatives thereof are dipeptides derived from I.-
aspartic acid and dipeptide esters derived from L-aspartic acid; dipeptides and dipeptide
esters derived from L-aminomalonic acid; and dipeptides and dipeptide esters derived
from lysine, preferably L-aspartyl-D-alanine, L-aspartyl-L-phenylalanine methyl ester,
L-aspartyl-L.-methionine methyl ester, N-phenylacetylglycyllysine and N-

acetylphenylalanyllysine.

12, Composition according to one of Claims 1-7, characterized in that the

oligopeptides and polypeptides as well as polypeptides obtained from tropical plants



MCSLLP 29 and polypeptide mixtures having a molecular weight of

between 5 and 100 kDa, preferably brazzein, curculin, mabinlin,

miraculin, monellin, pentadin and thaumatin. 13. Composition according MCSLip
to one of Claims 1-12, characterized in that the weight ratio of active
ingredient to oligopeptides and/or polyg€ptides ranges from 10:1 to

100:1, preferably from 2:1 to 100:1 and especially from 1:1 to 20:1, and in
ah Relseptidn auindztivs apregar abhcanieuv@izhl af Bowhsoshtion! d66d¢Hing

to one of Claims 1-13, characterized in that the composition contains a
priserrel vbirZsHbiersndipondeptidenvracriringoraibn, pentadin and thaumatin,
flavonoid:polypeptide of 3:1 to 1:3, preferably of 2:1 to 1:2 and particularly
preferably in the range of 1.:1. 15. Composition according to one of

Claims 1, 2 and 5-14 in the form of an effervescent tablet, characterized

1A that SteBPRIdI bRy R EiRBRiEMiBrahUl s AtisHirRgl thehat the weight
micronized active ingredient, the latter being (b) in a mixture with at least
T8He AhvEhGIdNEEsARLE SRS OF RlREaHSIEY Stes P ddrdS,

(cé an effervescent substance consisting of at least one siliconized

1O b EARie AR TortbERtd BRbreRrbihaE 2B polint):pranstapipe case of

siliconized sodium hydrogen carbonate and/or siliconized calcium
BANRA RS BREELPBrgaAR &did, preferably citric acid, and optionally (d)
other additives. 16. Composition according to Claim 15, characterized in
that the additives which

14, Composition according to one of Claims 1-13, characterized in that the
composition contains a mixture of flavonoid and polypeptide in a mixing ratio
flavonoid:polypeptide of 3:1 to 1:3, preferably of 2:1 to 1:2 and particularly preferably

in the range of 1:1.

15. Composition according to one of Claims 1, 2 and 5-14 in the form of an
effervescent tablet, characterized in that it consists of (a) active ingredient granules
containing the micronized active ingredient, the latter being (b) in a mixture with at
least one flavonoid derivative or a polypeptide or a mixture of such compounds, (c) an
effervescent substance consisting of at least one siliconized inorganic carbonate
compound or bicarbonate compound, preferably siliconized sodium hydrogen carbonate
and/or siliconized calcium carbonate, and an organic acid, preferably citric acid, and

optionally {(d) other additives.

16.  Composition according to Claim 15, characterized in that the additives which

may be present are selected from the group comprising sweeteners, synthetic sugar



may be present are selected from the group comprising sweeteners,
synthetic sugar MCSLLP 30 substitutes and salts thereof, polyols, natural
and synthetically prepared flavourings, loading agents, surfactants,
colourants, fillers and binders. 17. Composition according to one of Claims
1-16, characterized in that it contains B8ohesperidin as the flavonoid
derivative and thaumatin as the polypeptide, or a mixture of these
whrieighasd selteheiposinelydecortiry wbrambetiatipienated flavourings,
characterized in that it is in the form of pellets and (a) these pellets
leatizanaentastoielvtithedeiraindibercnes Mrdsifethacin and

acemetacin or a mixture thereof in micronized form, and additionally a

binder and a loading agent, and optionally (b) these pellets have been

coated with a varnish resistant to gastric juice and/or granulated in the
hreserfcaytosiigiispelingan one fdstientitd 61 Sharsispastipnthat it contains
according to Claim 18, characterized in that the pellets have an apparent
ohsipenavtaedlaenaifd piafrapir G hesmpnge e Pahepsméide, or a mixture
diameter ranges from 0.2 to 1.8 mm. 20. Composition according to Claim
ofghesrarteeBadfin that the pellets contain about 0.1-80% by weight of

active ingredient and preferably about 20-95% by weight and particularly
preferably about 40-80% by weight of loading agent, as well as binder,

colourant and acidifying agent ad 100% by weight, ) . L
18. Composition according to one of Claims 1-17, characterized in that it is in the

MCSLLP

form of pellets and (a) these pellets contain at least one of the active ingredients
indomethacin and acemetacin or a mixture thereof in micronized form, and additionally
a binder and a loading agent, and optionally (b) these pellets have been coated with a
varnish resistant to gastric juice and/or granulated in the presence of a varnish resistant

to gastric juice.

19, Composition according to Claim 18, characterized in that the pellets have an
apparent density of 1.4-2.4 g/em® and preferably of 1.5-1.8 g/em’, and their diameter

ranges from 0.2 to 1.8 mm.

20. Composition according to Claim 18, characterized in that the pellets contain
about 0.1-80% by weight of active ingredient and preferably about 20-95% by weight
and particularly preferably about 40-80% by weight of loading agent, as well as binder,

colourant and acidifying agent ad 100% by weight.



MCSLLP 31 21. The forms of administration produced from the pellets
according to one of Claims 17-20, preferably tablets or capsules,

containing the active ingredient(s) in an amount of 25 mg to 200 mg of MCSLLP
active ingredient per unit form of administration and preferably in amounts

of 25 mg, 30 mg, 50 mg, 60 mg, 80 mg}190 mg, 100 mg, 180 mg or 200

mg per unit form of administration. 22. Process for the preparation of the
Fompokitdnaetof didig it ot of hdnesd fom dlsarelbttrixedrihingan, gmopf

to production of the form of administration, the active ingredient(s) is (are)
hiereniZedloyrieeianichlsitcariepasies. whidhitieefderrofvadrainibeationn an
is produced using the micronized active ingredient(s). 23. The active
JREiehs ingomettama dms e merdimbres Y owa efsadpvrizitotrrad
mixture with other additives, suitable for the preparation of a composition
HetBRag teBRETEs Ol AimE2- 19 mhABierRam Manth P are.ih0f meg, 180 mg
micronized form obtained by mechanical means. 24. Composition

LBt EPES BB oL AdRHBIEHENIN that the active ingredients are in
micronized form in a mixture with at least one flavonoid derivative or a
polypeptide or a mixture of such compounds. 25. Use of the composition
according to Claim 23 or 24 for the production of a form of administration

For thetrsarcitin the anrieiet Af ST AR aRition srt ddriiaging of Claims 1-21,

[ flammatigr]s and fever, especially chraonic_polyarthritis, degenerative joint
%H@éiﬁg&ze in that, prior to production of the form of administration, the active

ingredient(s) is (are) micronized by mechanical means, after which the form of

administration is produced using the micronized active ingredient(s}.

23.  The active ingredients indomethacin and acemetacin as bulk powders, optionally
in a mixture with other additives, suitable for the preparation of a composition
according to one of Claims 1-19, characterized in that they are in a micronized form

obtained by mechanical means.

24, Composition according to Claim 23, characterized in that the active ingredients
are in micronized form in a mixture with at least one flavonoid derivative or a

polypeptide or a mixture of such compounds.

25, Use of the composition according to Claim 23 or 24 for the production of a form
of administration for the medicinal treatment of chronic and acute pain conditions,
inflammations and fever, especially chronic polyarthritis, degenerative joint diseases,

especially of the large joints and the spinal column, Bechterew’s disease, gout,



especially of the large joints and the spinal column, Bechterew's disease,
gout, MCSLLP 32 inflammatory conditions of the joints, muscles and
tendons, tendovaginitis, bursitis, lumbago and superficial venous MCSLLP
inflammations (thrombophlebitis). 26. Use of the composition according to
one of Claims 1-24 for the manufacturé®f a medicament for therapeutic
application for the treatment of chronic and acute pain conditions,
imfrmimataio o adidi dever, hepenislynokebiopbigadtnititsndeyegisititveujuitis,
diseases, especially of the large joints and the spinal column, Bechterew's
lymbage apdavpsnficiditenory sutmitionisons tibrjoithepdalstids and

tendons, tendovaginitis, bursitis, lumbago and superficial venous
inflammations (thrombophlebitis).

26,  Use of the composition according to one of Claims 1-24 for the manufacture of a
medicament for therapeutic application for the treatment of chronic and acute pain
conditions, inflammations and fever, especially chronic polyarthritis, degenerative joint
diseases, especially of the large joints and the spinal column, Bechterew’s disease, gout,
inflammatory conditions of the joints, muscles and tendons, tendovaginitis, bursitis,

lumbago and superficial venous inflammations (thrombophlebitis).



