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*159159* Pharmaceuti cal conposition cont

i ndonet haci n and/ or acenetacin The pr eseawmgﬁmwmwmmm
application relates to pharnaceutical co

forms of admnistration contqining at | east *one* of
the active ingredients indonethacin and 5 acenetacin
in mcronized form The present invention further
Phdrmaeentical gommositioasontgining indomethaginsnilion aegmatagin o
conp03|t|ons The conpounds i ndoret haci n and
acenetacin and their preparation are known. The
compounds have anti-inflanmatory, pain-relieving and

?Eé m‘%}é%rﬁ bbhfent ?l@ﬁ[(;n' Bhitest0 phAARRBIRACE IR R InE®r forms of

nomne at ure

hl.or obenzo t - 2- et . . .
e Btmo T Iesshie e AR dibydients ndgmegecin and
nonencl ature 1-(p-chl orobenzoyl)-5-
peemeiojn I misronizedormd dbg persertaRyeation furthes relatepto mrpeegses for
OR 1 MQ YOO 15 R = H indonethacin R = - CH2COOH:
tegigjadation cfahade acmpystionsgr edi ents, especial ly
acenetacin, are hydrophobic, poorly wettable and also
poorly soluble in solvents suitable for pharnmaceutica
use. Moreover, both active

The compounds indomethacin and acemetacin and their pfeparation 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: acemetacin

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

ingredients, especially acemetacin, have a bitter taste, making them unsuitable for

-
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I ngredients, especially acenetacin, have a bitter

taste, making themunsuitable for I I I I I I 1 | |

T e O I e

[ I I *000002* 2 peroral adm nistration, e.g. in the
formof an effervescent prepasation. Unexpectedly,

the bitter taste, e.g. in an effervescent preparation

or a suspensi.on, coul d not be sked with the

R LRAMIA Tt e iR Bidp OE%%?qrﬁeSﬁﬂngtl%mépqctedlya
when said active ingredients are used, e.g. for

tho hittet tastese.gf incimredfeirceseemd praparapian oi & glspensian wovldgwit he masked
it is of 5 great advantage to have the fastest

WhE el R oteh@awaveitionaRy asddiid thbga.d HoWlever) wheh €aid active
rapid attainment of a high blood |level, and sonetines

AR08 AEIR iRy, By MR A o
O CHEHC R CEA TIER R N A —

conpounds, e.g. acenetacin, wherein the

ytanment efie highl blgod level grd soompimeasdlsodo dilmeustorid pnoradly, e.g. in
organi c solvent and brought into contact with a

b ashef dniffbrvekbérst ppdpactivg. has t he di sadvant age t hat

an organi c solvent has to be used, so the origina
crystalline formis dissolved to give a |iposonal
fornmulation in the form of sem solid vesicles. US

(s ciny 73 St 2 mersition of eSOl pOR REat e psoluble,

and i ndonethacin, in the formof a nanosol. It has
planmpesaticslbiavtive kampowrdsne. g rasamnglaging whereot the pharmaceufisally
i ngredi ents indonethacin and acenetacin, especially
ageeb@apobihd iddisgolexd irbart Srgamic doldetatid dndiahe ttd cortact with a
reduced  extent, if at all. Surprisingly, these active

pRAPESighdt Phi ProdebdBasiiRe adiAVAhREE tHRaPEFg@hRIsbWent 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
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20 in quick-dissolving or quick-rel easing, galenica
forns, especially effervescent preparations or

suspensi ons, or in quick-dissolving, solid dosage

forns such as tablets or capsules, which rapidly

gi ves blood | evels that are sgfficiently hi gh for
medi ci nal use, this being advantageous especially in
the treatnment of conditions of chronic and, in 3
pestiqulasyacaite paie.uThispuequplerivish the furhey adyanipgeathetyim the case of
further advantage that, in the case of effervescent
qifeeyEacait preparativhs thelebaseofafartsomr dioxidel irothe d®mach stimulates the
stomach stinmulates the stomach walls and initiates

Réhhchdalls dhd TGRS Bhstalti6 AfHvRthehR, Radifs td @Pés?rﬁféﬁ%ﬂd

evacuation of the solution or suspension o

effervescent preparation.intp.the.5 duodenum ..1t. ha
S GbE 3h TR oRiR I ARt (rme B <P Bt BRPTano] it e
of m cronized i ndonethacin and acenetacin is

FRY®2nt |y masked by the addition of flavonoid
derivatives, e.g. neohesperidin dihydrochal cone,
and/ or pol ypeptides, e.g. thaumatin, even in small 10
amounts. It is also surprising that, despite the | arge

1 i AsEhbhgausd, shlpisith R fHat aRbittéGhdty 6f mgb A dERboAAacin and
the increased gustatory activity associated therewth,

Bl Bl BRAHIAR AL Rl R

derivatives and pol ypeptides, 15 The present invention
neghesperdingliby dipchalrone, And(oa Priypeptidss: §-&-dhaumatins pYsngR sexall
pharmaceutical form of adm nistration containing at
dreastts. dh & ad$o sumprisaing thaty despgedblée bingessurfanelanee bhthe inmcrwndzed
acenetacin and optionally other additives,

SIBRE Apr&dibR Qdd itk inBrhsedpustatozP BRREHytdsitif@NihafeRsthl Aeefficient
active ingredient or a mxture of these active

ﬁlgﬁﬁﬁéjbietﬂé taste is @chieved 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, i.e.
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.



10

15

20

i ndonet haci n and/or acenetacin, in mcronized form 20
The present invention further relates to an
above-defi ned conposition or pharmaceutical form of
adm ni stration which is characterized in that it
contains the active ingredient(s) in a mxture with
at | east one flavonoid derivaﬁlve or a pol ypeptide or

"a m xture of such conpounds. 4 The present invention

further relates to a process for the preparation of

the conposition according to the invention,

Thapresdnt inveaton furthefielat¢y to @ procesp Fdhicprieparatidn dithe toposition
of adm nistration, the active ingredient(s) is (are)

ScerdRRg ?oetﬂe iRVeRfiSH, %B&r)ﬁcteﬁtéwinﬁﬁé‘t rQ@hro’ﬁu@f?{ﬁf‘@f thé f6m of
mechani cal I'y m croni zed, after whic e form of

IR AR hOMalyR RISAREY iy BB e i SERRUEF g mechanica

rel ates to the use of the conposition according to the
msdRsni-¢-gRechapicelhiemisrenigers Aftebwhishithe 0FR @ pdpistration is produced
i nfl ammati ons and fever, especially 10 chronic

psihg thetrhicrdnized adﬁg@imgre@lidn‘t(s).j oi nt di seases, especially

of the large joints and the spinal colum,

Bechterew s di sease, gout, inflammatory conditions of

the joints, nuscles and tendons, tendovaginitis,

?ﬂ% ?fetséﬁ &n\leﬂﬂgﬁgﬁ}hggg%%ﬁ)t%rtfl% ﬁ (J)f t%%@ofﬁéosmon acc?rdmg to the

amat
invention further relates to the active |ngred|en S

vaptien foa dherireatrent of prwrcarditions Inilammeplipigend fever, especially

optionally in a mxture with other additives,
clranizqtofrarthetis, degendnativetjbiat diseases espagiadlgtiof meslargeéoiints and the
m croni zed form The present invention further rel ates
bsindlRQ Lk, IBehieG¥’ 6 disedte Sgdut daMBhARAEI cédtitions of the joints,

muscles and tendons, tendovaginitis, 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 least one

flavonoid derivative or a polypeptide or a mixture of such compounds.
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20 acenetacin as bul k powders, optionally in a m xture
with other additives, characterized in that the
active ingredients are in mcronized formin a mxture
with at | east one flavonoid derivative or a
pol ypepti de or a m xture of sgch conmpounds. 5 The
present invention further relates to the use of the
ctive ingredi epts i ndonmethacin nd acemetacin in )
CPIEHTY gw%wn&a@e %eﬁatemevsgof@pﬁ%Mﬁmgyedl?pt&mdomethacm
m xture wwth a flavonoid derivative or a pol ypeptide
and axemetacirie nofroniret fommpobull powderd, aptivnaliyain a/mixtureawith a
m xture with other additives, for the production of
fAONBRT deivali® SaSpdlgpepiide O h elixfard &l saals topduideBandioptionally in
adm ni stration according to the invention, or of
hatl, ' : 0§ ti O 4 Lal .
PRAIRCGH bk s BRI MCHRNARREP T dofmaPebilfe agd guick
and fever, especially chronjc.polyarthritis, :
o Qf gdgypistrafiangacerdin fgdéf‘cﬁna?wnof)r ¢fpharmageyfical
joints and the spinal colum, Bechterew s di sease,
guupositions] espedllyr for themiedicioaktreagrhentiod ppioi conditions duflasgmations
and tendons, tendovaginitis, bursitis, |unbago and
sitpRyEd, edpatiallP cieRRYsoly AMhiridis]\ddgefuR&tive joint diseases, especially of the
(thronmbophl ebitis). The cl ai med pharnaceuti cal

o o o 1 | ..
RORBO L W i P UOA RS S B Qe R ekl e fkiions
tabl ets, chewing tablets, oral. tablets (suckin .
obe JRiats, DR TS dAFndoR6 p ,Va@a%a{vm?%l g0 atd superficial
parenteral tablets, dissolving tablets 15 and
wérfous Udlaoanatiana theersborhlgbjtiapsul es such as hard
gelatin capsul es and soft gelatin capsules; (iii)
l'i qui d dosage forns such as sol utions, enulsions and
suspensions; (iv) rectal products, preferably

FHE BARhd OPHPRa GG RBmPUSIBEAS bPhafHRRAGE N PR rAMhinistration
di ssolving suppositories, or rectal capsules; and (v)

BESRAA bRy @ 1aBRE XL erSAaBleds LANAT tablets, oral tablets

(sucking tablets, sublingual tablets, buccal tablets), parenteral tablets, dissolving tablets

and effervescent tablets; (ii) 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 subcutaneous administration.

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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preferably intranmuscul ar or subcutaneous

adm nistration. 20 For the purposes of the present

i nvention, "mcronized" denotes a very fine particle
size in the mcronmetre range, these m cronized
particles preferably being prgduced according to the
i nvention by nechani cal neans and their crystal
structure renai ni ng unchanged. 6 Preferably, the
expression "active ingredient in mcronized fornf
denotes that at |east 90% by volune, preferably at
PefahblP e bypresiomacandingsadidnt il midrynipedefoema dbnyotest that at least
| east 98% by volune of the active ingredient has a

A é)?ef@x%bg'l t:fer%s@?% By YoRMe drddpartrculitly ]tﬁ@fc'rably at least

preferably el ow gm (mcron) (<21 gn) For 't hese

di

B RS 30hime Cie A% Rprs RALES £ R o PO A Rt (<25

pmgﬁ@¥ dlsperse systens can al so be produced. «
Risfeyably beloxs?] mooamisronhi<dhdingn E op fies¢ Bupasesythe “active

preferably at | east 60% by volune of 10 the active
ingordisht @ntidrarsized foamt’ iicprefesabiy irbihk dovnd 6f miordery staleo mjith which
(<10 gm and preferably below 8 gm (mcron) (<8 gm

i} % s§btem3@ah aBO ¥ Produeédime of the active
u%fry:%%t an partlacul a?ly preferably at |east 50%

by volune of the active ingredient has a particle size
bel ow 5 gnl(nicron) 15 (<5 gm. The Iomer particle
size limt is about gm (mcron), f id va

Trederably @t @ﬁﬁé&ﬁ» By tkavgle. g Parica ki péefegabkv %ﬁ?aé&éw%y volume of

either as mcroni zed powder or in processed form
theqetimsingesldiemt baoa patiakesize belooy 10 pmynucresk &d Ofum) dndrpreferably
Met hods of mi-croni zing active ingredients are known

BEbwSEum fhddFBh BE8Qim)s uch

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 pm (micron)
(<5 um). The lower particle size limit is about 1 um (rﬁicron) for all said values. The
micronized 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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20 methods are dry grinding in a ball mll or jet

mll, and wet grinding in an agitated ball mll (bead
mll, sand mlIl) or colloid mll, such as those
described in the relevant scientific literature. The
appar atuses whi ch can be used-for mcronization are 7
comercially avail able, e.g. ghe Chrlspro(r) Jet-MII
MC 300KX- TD apparatus from oM cro-Macinazione SA. Je
sanneraiglly @vailable erge the Ghaspn Slet-MilliIG\39RKX4 TD apparatus ‘from
derivatives are those belonging to the group
KlsrpNVadimgridneral bonaHingngpretifdrydc ochal cones or their

gl ycosi des, and conbi nati ons and conpl exes prepared
therefrom especially chal cones and di hydrochal cones
and glycosides derived therefrom i.e. chal cone

I dj rochal £a0 GOS h
B 5 A B G P wB lre
are e.g. narlngln chalcone 8 ycosi de
ehalpopesand diydiagh aéqonﬁ\%grp@?létgmoa &5y and eommbiggtipns and complexes

gl ucoside (R = glucoside) and, in 10 particul ar,

prepired therdfetin, @p&wdbmhah:bnmd(dﬂlydrmmmmmd glyCOSIdes derived

Di hydrochal cones have the fornmula below OMe RO,

BekeBdm, el RaldendighidsiasdldBRRFotAldME &1y cbbillds. Buch compounds

radi cal’ known per ‘se, preferably hydrogen or

telindribo Dl eof6RR A a2 FELER BT TR

st g Besppresn RS gy lucoside (R 2 Ehichside) and

particular, neohesperidin dihydrochalcone (R = glycoside).

Dihydroch\alcones'have the formula below:

OMe
RO [\ OH O OH
o
OH " O

dihydrochalcones

in which R is a radical known per se, preferably hydrogen or (C,¢)-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 50:1, particularly preferably from 2:1 to 50:1 and especially from 1:1 to 15:1. In
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10:1 to 50:1, particularly preferably from2:1 to 50:1
and especially from1:1 to 15:1. In 8 the case of
neohesperi di n di hydrochal cone, it is especially about
6:1. The active ingredient(s) is (are) mxed with the
fl avonoi d conpound or a nixtu%e of such conpounds,
the active ingredient optionally being

m croencapsul ated in a manner = known per_ se. 5 )
the spgsl f qrephespernidip didpydreshalcany itgs espseidtly gbautnly The active
derivatives thereof which are optionally present in
ingeedidnk(s)is€are) mixearwitlc the lalvgnald pempbutekor ssmotureof such

di peptides derived fromL-aspartic acid and di peptide
SthSunds qhd X&Qefiﬁé}%ikﬁt%%ﬁ%ﬁﬁll)ﬁbéﬁg Fhicra&apiuPR8d indeSanner
and di peptide esters derived from L-am nonmal oni c acid,
@ipecially L- aspartyl - D-al ani ne, 10

-a g?f§1-L-phenylalanine nmet hyl ester and
L- aspartyl - L- net hi oni ne nethyl ester, and dipeptides
and di peptide esters derived fromlysine, especially
N- phenyl acetyl glycylly sine and
Exkanpley bpéiegopeptides yhd pelypeptiden dndp ddrivatpes thersofiwtich are
pol ypepti de m xtures obtained fromtropical plants and
gé%drfaﬁﬂﬁ ?réﬁ@[‘xﬁﬁ Wearhiiet abd pLficul Aef ¥peRidesaneh 408pkfies derived

gh sweet eni ng power, such as brazzein

OB R R AVl B b S e Weprices

about 72 amino_acids), mraculin (tetraner; agput 191 .

dipertidesters derygd fioml gy pemalonisggid, aspeially biaspaygyl-D-alanine,
am no acids), pentadin and thaumatin (about 207 am no
hedspajyl-[2phehlytalavenayntthy hestey anfl Laasparpd-Li-mgthechiraimethyl ester, and
ol i gopepti des and/ or pol ypepti des ranges from

‘dipeptides and dipeptide esters derived from lysine, especially N-

phenylacetylglycyllysine and N-acetylphenylalanyllysine, and polyp.eptides and
polypeptide mixtures obtained from tropical 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 aéids), 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 100:1 and especially from 1:1 to 20:1. Inthe case

of thaumatin, it is especially about 6:1. The active ingredient(s) is (are) mixed with the
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10:1 to 100:1, preferably from2:1 to 100:1 and

especially from1l:1 to 20:1. In the case of
thaumatin, it is especially about 6:1. The active
ingredient(s) is (are) nixed mﬁth the 9 peptide or a

m xture of such conpounds, active ingredient

optional |y being n1croencaps |ated in a manner known

per. se. If the co 05|t|on contains a nixture of
pqpé}de RBR HISHEE efoﬂu% epmperndsy the agtivejipgredignt eptipnally being
fl avonoi d: pol ypeptide is preferably 3:1 to 1:3,
mivroércapsatdted jpraahenrsbkyo®n petse. 1: 2 and very

particularly preferably in the range of 1:1. Thus
fl avonoi d: pol ypeptide m xing ratios of 1:3, 1:2, 1.1,

2 1or 3:1 present no problens, the total amount of

Y
| CJ}{?% gm n é%% ordoxtél;])ﬁ@rego‘ggl agoed 9&{‘%&&@3&3 gﬁﬁﬁhg ratio

10 Tab] et s, such as _peroral tablets chemnng tabl e
Hrvanojdipalypeptide Mp%a%%ﬂé% 3 @Mepﬁgm drefepally &{ éq 2 and very
buccal tablets), parenteral tablets, dissolving
pabitwlagy pruﬂerelﬁl_fyém thegranget oft labl Ehiss, ﬂmeoidmodypeptidie myxing ratios of
techni ques known per se, such as direct tableting or

13bl ot ing2:afdr8F1 prldSen® hib Probldthe) dhCiotad BmelintfaRvbASid o
f | 'efs. Conventional additives that are inert in the

: Sﬁ 8%&% 3n§iAY ¢ o%n't Jiie‘?ﬂ BHPE ?%nl of the two
Oy P R e BT T oals

Wi ng ar exa I'ves e used
for these gr anul es, peIIets and tablets: fillers,
ERMPOREESt ypes of starch known per se, |actose
cellul oses, mannitol and sorbitol; binders, such as
starches known per se, cellul oses and pol yet hyl ene 20
gl ycols; disintegrants, such as starches known per se
wableR’, SRR abﬁeﬂdﬁeﬂ tatd&s, chewin@rtablBisSoral tablets (sucking tablets, sublingual

tablets, buccal tablets), parenteral tablets, 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 inert 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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pur pose, cellul oses, alginates, polyvinylpyrrolidones
and sodi um hydrogen carbonate; |ubricants, such as
stearates |i ke magnesi um stearate; flow regul ators,
such as silicon dioxide; and filmformng agents
known per se. 10 Starches whjch can be used are any
of those known per se, rice, eat and potato
starches being preferred. Likew se, nodified starches
known per se can be used, such as those nodified by
nmet hyl , hydroxymet hyl and/ or hydroxypropyl. They are
Praedhes evhich can bs esed are pny pHithbsokiovaf pabkeuiceSwhéand pstatd
on the total weight of the formof adm nistration.

Salched R9%s ]tal’é@rféh G A WASe, WRRIH AT fardAdRGbivngRr se can be used, such as

pul verul ent cellulose, mcrocrystalline cellulose or
dif | I ul h |l ul o di

et pebihe Rye g oBy rg’%yrﬁﬁ%fﬂﬁw 1 RRRRYIEPH oy g g ferably
d/ hyd Th f bl

SEim a1 Foatt vbososbyciab e it

on the total weight of the formof admnistration, or
edmmisraion.as coating naterials. Silicon dioxide is
preferably used in colloidal formin amobunts of about
0.1 to 0.5% 15 based on the weight of all the

addi tives. Lactose can be used in untreated formor,

ggflu P?eé gvryﬁltl'?%qbnap 1@%(51’ gfae %ﬁncﬁj‘ 9({}21% V(%rulenfel Qe('i’]ﬁlp(%e fr{lfc):ﬁocrystallme

addi tives. Pol | ene gly and derlvatlve
EH 25610 iU GRSLAP AP e PGS MBIAE Py Tl BropyL

of 0.5 - 5% by weight, based on the total weight of
hidroxyadethyl, ipdroxRshylandior hydmosy prdpyles.gi HPMbubhey aah preferably
0.5 - 5% by weight, based on the total 20 weight of

b8 ascAdd il RSe frEAD0AS JOSEEY ASight, BASIISon b SdtARIERIE e form of
or coating agents. Cal cium

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 arhourits ranging from about 65 to 85%, based on the total
weight of the additives. Polyethylene glycols and derivatives therebf 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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hydr ogen phosphates and mannitol are used as. diluents
in the range from 10 to 90% by wei ght, based on the
total weight of the additives. Stearates, preferably
magnesium 11 stearate, are used as lubricants in the
range fromO0.25 to 5% by meig?%, based on the tota
wei ght of all the additives. e production of

ef fervescent preparations, e.g. effervescent tablets,
stearrigoata upesd asdabricanfsay theiange gwm h23 HeS%adyivrgighisbased on the
previously nentioned for the production of tablets,
totd]l webgladdall itlenadditivesont ai n an ef f ervescent substance.
This effervescent substance usually consists of a

glﬁg‘?}oﬁﬁ&ﬁ&%ﬂfffeﬁveg@eﬁ? BRPAALIBhS, RYdEAGSSBscERIRNBAL B é(nown per se.

erably sodium hydrogen carbonate, on the on

nd, and, a suitabl e organi.c acid ef.erahbly. cit Ll
R Rfhcaninugl BBl e PRRF B Dre Pl LB btets, bu
are known per se as effervescent _ substances and are
addiienably sontginmameffsvesce sposiance o fdis effsrvaseent suRstace paglly
of the effervescent substance is not critical for the :
poresisendf d coneihatiom. of akarbehiteror qhydegen sarbetate) peeferably sodium
consi sting of sodi um hydrogen carbonate and citric

AfdrdgerPORFD Rated 8 Medre G hridS Rit8hIRERRic abRl, PRferablyitric acid
pur pose, the present invention further relates to an

ef f eryescent eparaton, referabl ffe

BLRate (T o bE RS AT o BRE: SRl Hen E SGRSER

i ngredi ents indgonmethacin and acenetacin, preferably
sebstapeesand arg AescHberbin IWNETQYS LOSNOSIRAS per se for an

ef fervescent preparation, characterized in that this
conposition contains the active ingredient(s), i.e.

i ndonet haci n and/ or acenetacin, in nicronized form and
he Eempbdition Hf 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 is preferred.

For this purpose, the present invention 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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20 a mxture with at [ east one flavonoid derivative or
a pol ypeptide or a m xture of such conpounds. 12

Sai d effervescent preparation is also covered by the
definitions indicated above in respect of the
particle size distribution of,4fhe mcronized active
ingredient(s) and their preparation, and in respect

of the flavonoid derjvative or th olypeptlde and
$aid eHfervescentpraparationsis alse coueiRg b dhedabmiions indiggsedabove in
active ingredients in the effervescent preparation, 5
esmiceottht paiticlet siee diftfibniv@scithe ntiedohized adtivehimgriedient(s) and their
pul verul ent formor in nodified-release form e.g. as

Pepdraiich, hd asreRRict 6 the MaOVAdIE det¥dtive dr fHe' ﬂaﬁﬁﬁﬁﬁ@ @nd the other
preferred ef fervescent preparation, preferab

FLGFLPRERE pbaBhE bor e A0 reﬁlenrsqrmrgéf?ﬁrg%sgg@ dorsparaiion,

ngr ran es Contal nin
[ ent, | atter beln b) in a . '
%Ff%]’jlél 9{5 ef’CéBTsia héo pf graﬁ&rraleagfqr%qweoérﬁeg-release
polypept|de or a mxture of such conpounds, (c) an
withee.g easqetiets onbs pelleteprovdsd stithregfilof catingeast one
siliconi zed inorgani c carbonate conpound or
bi car bonat e conpound, such as siliconized sodium
hydr ogen carbonate and/or siliconized cal ci um

i
RSHGOR SRR oty ALAERLA GBI o vy
are, sel ected e, romthe grou risin .. )
WReistse dplsactiyy Htggﬁf‘é{l CoRigRg {ﬂér@gmg%d gaiyesingredient,

t hereof, polyols, natural and synthetically prepared

thee dattsn bbimg €b) inlaguiiturg vethentdeast enerflavoneidtdsrivatolecrmgrolypeptide or

fillers and binders. 20 Exanples of additives are
S e HsGch Setipouds,(0) MRS NECEE@Abstehcl cofdigtpsHt at least one

fructose,
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 optionally (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,

loading agents, surfactants, colourants, fillers and binders.

Examples of additives are sweeteners, such as polysaccharides, e.g. sucrose, fructose,

glucose, dextrose, isomaltose, inulin, lactitol and trehalose; 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,
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gl ucose, dextrose, isomaltose, inulin, lactitol and
trehal ose; synthetic sugar substitutes and salts

t hereof, such as xylitol, cyclamate, acesulfane,

sucral ose, saccharin, alitane and aspartane; polyols,
e.g. glycerol, mannitol and vagnillin; and | enon
flavouring, 13 strawberry flavouring and natural and
synthetically prepared flavourings known per se. The
geawbeeyiflaypwingend mptyal andsyathatieablytpagnared H@@mlngs known per se.
agent, e.g. sodiumsulfate and/or bariumsulfate; a

Thy danet anpiredient@rarul¢yaday @syteinwloadiag agait of. g oldium sulfate and/or
derivative such as macrogol glycerol hydroxystearate,

BarRfgh ¥x9fa‘(e%ta%}f§&§nt§5??§ ?%l?of’}%lé}& sy Q?Mleri&a%)are uch as

stearate, a polyoxye he sorbitan fatty acid ester

such as .pol vaxyet hyl en 20 S it an_npnost.ear ate

Sre e BMERTSERG, AP e SR ARG SRR o
substance can additionally contain fillers in an

geasaist 2 pelupwietpilgneqyorbitegdathyyacibesigrtsuely aspoly oxy ethiyilegist(20)
and especially of 26.2% (based on the total weight of
dddbitdremedidseravaes e poloxampst and aodlourantanpl es of such
fillers are | actose and/or sorbitol, either in
untreated formor in pretreated form e.g. granul ated .
form The effervescent substance can additionally

ntain a hinder in_an u referably ranging fr
ERDb e sRiknds R oDl CRBLERA {0 AR ARPRY rrfiebly of
0.43% (based _on the total weight of the effervescent .
H%Mﬁg@lg}gﬁ? 30% l@f weght ay espeadly qf@@?@% (based on the total weight of
pol yvi nyl pyrrol i done (PVP), 15 preferably in an anount

tile efifebsdent prepadation)o Fréniplesvadisgdit filldraardacioset dnd/or sorbitol, either
effervescent substance, and a col ourant. The

frAERRARH Foie? BPRUEtreddd fofrh 80k Yorrl1ht6@ RirZ£ dTIeQd e Bscent
hydrogen carbonate, is preferably prepared separately
%s@aﬂgé &0 a%i'ditio%gﬁ§ c@rﬂﬁfnfaorﬁmlé?ryr'Lﬁhﬁguﬁt%r&g&bmmging 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 0.6% by weight to 1% by weight, based onthe 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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20 hydrogen carbonate (typically about 0.32% by
wei ght, based on the weight of the sodi um hydrogen
carbonate), the nolar ratio of sodi um hydrogen

carbonate to acid preferably being about 1:1. 14 An
efficient, long-Ilasting naskige of the bitter taste of
the active ingredient is achieved by using the

af orenmentioned taste maski ng agents belonging to the
Angtficign, longdasting masking op thegmg tpsteobiheagizveangredient is achieved
derivatives thereof and/or pol ypeptides and
bie nsin@the\adSremichttdreditastamasieng igdnecbeddipiny toThOplhssaiisubstances
taste nmasking is achieved by a conbination of two or
PRSI anl U P M RISTVG ol AT ARt s

| aveonoi,.d %erivative, e.g. neohesperidin, and a
Bﬁﬁ?g@ﬁ@Fﬁ%ﬂe%?g»mL-aspartyl-D-alanine. An optionally
addi ti onal, spontaneous, short-lived sweetness can be
achieved e.g. with 10 sodi um sacchari nate, mannitol,
maltitol and/or sorbitol, preferably sodi um
Satimhbtasta adaskingAs s¢thieved dy @l copibingtionaigeo of awtd sweeteners. It is
sweet ness can be achieved with aspartane, xylitol
AR HB4siE, | thASRmPIE, 85 BEEDEIMBIRRASH oo s5RERALR du¥h as a flavonoid
peroral fornms of admnistration that give a taste in
t.he uth, such as..15 ef fervescent epar at.i.ons, .
deitipiRe cgh SCNIRFID B 2 PO P b L PHOIEdRpinen An
and in eneral any other fornms of admi nistration, can
epfnnalln ag%tg@@alcsnop eFsshotichvedsweegrseaan begrhigved e.g. with
organic acids, e.g. citric acid or ascorbic acid,
paliys agschannate anamitgl, nsaldtobared/or dorkiatl gereferail yusoalsien saccharinate.
dextrose, isomaltose, inulin, lactitol or trehal ose;
AV R QoSN Abnger-lasting sweetness can be achieved with aspartame, xylitol

and/or alitame, preferably aspartame.

Especially peroral forms of administ;ation 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 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 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,

liquid dosage forms, such as solutions, emulsions and suspensions, and rectal products,
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substitutes and salts thereof, such as xylitol,
cycl amat e, acesul fane, sucral ose, 20 saccharin,
alitane or aspartane; polyols, e.g. glycerol, sorbitol

or mannitol; and vanillin. The production of
capsul es, such as hard gel atin_capsul es and soft
gelatin capsules, |iquid dosage forns, such as

sol utions, enul sions and suspensi ons, and rectal
puchdw differerit3ypesiod luprosidoridsee. gnsuspgnsms suppositories and dissolving -
suppositories, e.g. suspension suppositories and
Slippd8itotied Jor rEstRAIRAPEUIEY, isS&ovd pdr86 hid canARIARY, out Svith additives
known per se and can be carried out with additives
KW ,88s se. 5 The production of hard gelatin

capsuPes and soft gelatin capsules is known per se,
the conposition according to the invention being
filled into hard gelatin capsules, preferably as

ranul es, in a manner known per se, or nmade up into

b¢ progectmn of hashgelntéscapsules endatﬂfygelasn eepsilecis lkgown per se, the
suspensi on or a paste. Such granul es, viscous

sotapEsisdrons ot Paké Bventioh baastillyd eo ke palagal cisules, preferably
t hose skllled in the art in accordance with analogous

e
sai d. eIIets contain (a) a%blea t one of the aCtI%ﬁ
F‘%@P"ég‘?‘éﬁP?@ﬁ‘&{}ﬁ’éﬂﬁ’é FnSY graa ERISERYSTUSRESIOR? 3Rq pastes can
thereof in mcronized form preferably obtained by

pasili deipseraredipathese skiltpdaid dihe aro mddegrdandsi wideanadegpus formulatlons
| oadi ng agent, and optionally (b) these pellets are

boateeste el embvdintens Bf pedRisSivhith chidbgagt akoriling ¢€ the invention,
and/ or have been produced in the 15 presence of a

Y44 Bkﬁas E@rﬁéﬁt@)fﬁt 149t SRYMHE adtHI'e QI?grec-lr Qx?é ﬁmcﬂﬁlelﬂﬁt’:ﬁl J?lﬁve

an apparent density preferably of 1. 4 g/ cnB

gl ; rﬁ;gcclilrll gr a %é? o eft§ re(% %1 ﬁalggoql%eg#;oan%r?pe a]'l_aly8 rlﬁ%l{leq R\é mechanical
g1ee|alllse tancriJ gg 1fa1cr>r?zitlllyoanblgc(l)er;tagil gllga?durl)gr ggfegtr aagcll %pt?obnally (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/cm’ and particularly preferably of 1.5-1.8 g/cm®. Their diameter
preferably ranges from 0.2 to 1.8 mm, the pellet 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 well 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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0. 1-80% by wei ght of active ingredient and preferably

about 20-95% by weight and particularly preferably

about 40-80% by wei ght of |oading agent, as well as

bi nder, 20 col ourant and acidi fying agent ad 100% by

wei ght. Exanples of particularly suitable [ oading

agents are titani um di oxi de, B8ri um sul fate and/ or

iron oxide. 16 The forms of adm nistration produced

flihe Horniseofpdims satmngquodiicad fiom thegellety ectiording tethe inveaton, such
those nentioned herein, e.g. tablets or capsules,

RE @foRs alkhiom@teadin & NRa6dh bY BapsuREHRéeRBly Sntdif t}@nacuve
amount of 25 to 200 ng of active ingredi ent per un

n‘gé %gﬁtﬁﬁ %%%86&2)8'29 o 2%%%@6%@?%&6?%{ BT r;,gut f%gg of
or. 200 uni t forn1of adm ni stration.
ggwlréffgat@ecb? &R h@ows phegi tBst FOmear&mgs 6¢) mgeao &gy 90 mg, 100
by m xing at |east one of said active ingredients in
mag; 180 inzear F0Hrmg pertunit foemad ddminigmtiopel | eti ng t he
m xture in a manner known per se and optionally
providing the resulting pellets with a coating, 10
whi ch nay be a varnish coating resistant to gastric

js'[ye %@lletg_g@cop&ﬁ? Vd:lth'e %‘veﬂt 0111 Ln%gﬂrgd&:g& @%eby gﬁgﬁg aP fé%ﬁ ofi® of said

trons Si ons and sus ensi ons,

anal ogous. f or.nul ati on Sol utions nentl ed h

2EEY EFRGIcniS i icToniZed for Wth tak SAHES RUCHRE the it in 2
di sperse solutions with average particle sizes below 1
DEannemkriowvmpen serend eptiqngly praviidisg thelresuiing @dletsowiah kyating,
di sperse solutions are liquid systems wth an average

peith @b be b Zermdsh cbafifg resibtamt toAddiricijuies. for i quid
forns of administration, such as solutions, are known

per se, exanples being solubilizers such as al cohol s,
preferably ethanol; surfactants known per

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 < 1 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 cellulose 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



10

15

20

20 se; viscosity builders such as cellul oses and

cel lul ose derivatives |ike HPMC, polyvinyl conpounds
such as pol yvi nyl al cohols, polyvinylpyrrolidones and
pol yvinyl acetate phthal ates; pol yethyl ene glycols
and pol yet hyl ene oxi des; polx§accharides such as

pol ydextrose; nucoadhesi ves such as carrageenan and
chitosan; silicates; alginates such 17 as, alginic

ag alganie A¢ld aud pediim) algingle eandpepepradiyes: v ERasq é%l.“egﬁb@é art can
skilled in the art can easily use and optim ze these
essilysisaaod sptimizehesa svesameyindba veessagy cansntarithns and
conmpositions. Syrups often contain up to 65% by wei ght
C@fn']:ggéig@ﬁ& Syrips SHH RRfin &S t0/6I% by iR D Sude®/ d. € GL&bSe, as well
5 anpl es of preferred auxiliary substances or

a@%ketéomt?to;sqr. emul si ons are as foll ows: surfactants
Such as anionic surfactants, bile acid salt,

preferably sodi um gl ycochol ate, and gum arabi c;
cationic and non-ionic surfactants known per se;

higher fatty alcohols such as cetyl al cohol and
Eaampteglof ateferines] quxplzary isabstanaes gr addittyes farenuilsdns are as follows:
pol yhydri c al cohols, 10 such as ethyl ene nonost ear at e;

safhdthmb sichtds inmidsiefcRns, Bile £0d Bilf, prefédbl bodih glheshblate,
on the total weight of the fornulation), e.g.

(oY SF=Ta W T : 1 | .t

D B AREL A Bl Bop A bl b MRt S8 e P gleohols
wei ght of the fornulation)., e. ol ypxyet hyl ene .

U B o] Aol stepr et spith GuBiaclf s o pofibeyic alcobols,
acid esters such as nmacrogol glycerol laurate;, fatt

sach as etbylensmonogierrstoxyastit yibteneciqd esters Dhsgrbbar b0 lo h5ohlased on
15 total weight of the formulation); fatty al cohol

thé fuedl sveddht pOkheofoyratiaibe)e.g. ©rbitan Moholavryiet pattielnfatty acid esters of

stearyl ether (0.5-25% based on the total weight of
Py hYIthakéBtn (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 (0.510%, 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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and fatty acid esters of polyglycerol, e.g.

pol ygl ycerol oleate. Lecithin is preferred anong the
anphoteric enulsifiers. In suspensions, surfactants

are preferred as dispersants. The concentrations used
are known to those skilled inghe art from 20

anal ogous applications. Preferred exanples of rectal
products are suspension suppositories and djssolyvin
rsefpfably Rrepared usipa epqacuBeR AN dsrivaiss [isennh apBiglyseridas, gérd fats
the suppository mass is 18 preferably prepared using
shelc aombnid, di- and driglecdridas efsativeted dhttyaacids, lige those dl@spnut fat or
hard fats such as nono-, di- and triglycerides of

ﬂﬁ%@ﬁfe?fﬁt fzﬁltdt\yat@ﬁéoqi@ole Eéﬂﬁﬁoﬁrﬂl@%@chozfs &Wénefﬁico% and glyceryl

er nel and mater sol ubl e conpounds such

e Iene ol s .an cer, e atl
%Eaﬁ%ﬁo 153 %finq%l?f feR o2 SRAYES T e Rledhar be did B vinecnip
as viscosity 5 buil ders. Solublllzers are enuIS|f|er
bytikdersa Solubalizers are emmsitiese sugh aslerithén sThe ecial w&é&%aarewoduced
the casting (nelting) processes and pressing processes
byntheagtieg (seltingh praexssaphreispressmgproteskésdmoininl nes s¢. af ke Examples
the invention. Exanple 1 (Preparation of mcronized

\m@mawmh@traedh@ﬁﬁeﬁmci n) Coarse indonethacin and
acenetacin, both of pharmaceutical grade, were

cronkze J
IS e e&lﬁ%g*ﬁlgn%é%\ta%
according to the follomnn di ng pri.ncipl he . .
(earsq ndemethpcigang &F%@%{lgtrq%épp abaémagféug@cgr%% WeTq migeonized
wi t'h -one another at high speed in the grinding region
with treaDisrispto® JeaillaVMChNOKDed N anpepitys fpore digreeMacidaziane SA
wor ki ng pressure 4.0 bar; nozzle-angle 325). The

bl tRBFRIdwahg | Fﬁncﬁﬁ@ @ﬁﬁ&lﬁﬂ: THE PartitRE oAfEndif@MSEerial are
mat eri al by centrifugal action.

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°5").
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 is

comminuted further until it has all reached the required degree of comminution. The

powder obtained had the particle size distribution shown in Table 1:

Table 1

Cumulative distribution Particle size (um)

(%)

99 20.5
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15 The fine materi al
outl et and the coarse materi al

i s

i s discharged through the centra

comm nuted further

until it has all reached the required degree of
conm nution. The powder obtained had the particle
size distribution shown in Takle 1: Table 1 20
Cunmul ative distribution Particle size (m (% 99 20.5
19 95 15.0 9012 3 85105 80 9.0 70 7 1 50 3.87
10 0.9 Exanp|¥® 2 (Production of hl-8blet) The
m croni zed acenetacin or indonethpcin prepared |in
Exanple 1, 4 t9gres the anount of| phdlified |actjose
(spray-dried for direct tableting) and 0.3% by mei ght
of thaumatin Sedbasedon the total;ggnposition) are
passed through a 0.8 mm si eve and %'en m xed. [0.25%
by wei ght of paghesium-stearate+s—added—and—mxing is
t hen repeated.gﬁhe 9.0

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 is then repeated. The

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

Example 3 (P_roduction 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 coléurant (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 dissolved 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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resulting pulverulent mxture is then conpressed to
tablets on-a rotary press. Exanple 3 (Production of
granul es) 10 The m croni zed acenetacin or indonethacin
prepared in Exanple 1 is mxed with 15% of citric
acid and 74.6% of sodiumsulfgte (based in each case
on the total weight of the anul es). The col our ant
(0.075% ht, based on the total conposition) i
_ETS| iy @&Yedﬁo epeve ynifosm mojstening and thsr iy is thep granuiated
macr ogol glycerol hydroxystearate (1.5% by weight,
thasgt asieviel(2.0tromdl The mpiss igtanaies aiesdrtﬁdsfsnapmdx.iﬁhoi’lrﬁat 50°C
times the amount of 15 ethanol. The above-nenti oned
QMJVIY ﬁféﬂo‘é‘é"&n H?ﬁﬁgléﬁeés&hﬂpo 3%35‘59@&:%@’&1{ And BRngJabRB Mrbligh a sieve of
so ution, t he aqueous col ourant solution is then

ed. EHff|C|ent 1: 1 ethanol/water 20 mxture is

2% 6V 3R eve uni form noi stening and the m xture is

then granul ated through a sieve (2.0 nm. The noi st
granules are dried for approx. 2 hours at 50C down to
a loss on drying of less than 0.3% by wei ght, and then
Basapld 4 hfRulgnulantsnewnee dbr hamd gtlatin gapsdle) mm 5 Exanpl e
4 (Pulverulent mxture for hard gelatin capsul es) The

The FGLAREN ACRIBIRE biNin@5mEREAGRBtdpALdIn PixaRPIeeisinlixed with
Exanple 1 is mxed wwth |actose (200 nesh, 17% by

t r

s e

onp03|t|on) After the |t|on of .2% 0 weight of. .
fagiase L/ SRy BYEi E@f@d Bf’ {9HA SPRO R mlee (ftfa?égamar?f 2% by
the total conposition) and 0. 35% by wei ght of silicon
sheghit dbtajdraslélyo by wehght tof traignesium stsatatedibpsedtamghe total composition)
pul verul ent
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)

Polyvinylpyrrolildone (1% by weight, based on thetotal composition) is dissolved in 70
times the amoun;t of ethanol. The micronized acemetacin or indomethacin prepared in
Example 1 is mi%(ed with lactose (46% by weight, based on the total composition), 0.2%
by weight of neqhesperidin 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 residu{al 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 addition of 1% by
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m xture is filled into hard gelatin capsul es. Exanple
5 (Production of tablets) 15 Pol yvi nyl pyrrolidone (1%
by wei ght, based on the total' conmposition) is

di ssolved in 70 tinmes the amount of ethanol. The

m croni zed acenetacin or indogethacin prepared in
Exanple 1 is mxed with | act 0ék (46% by wei ght, based
on the total conposition), 0.2% by weight of

weighe shmagutisivna stdardteAbadey ondhgtotal somphsitiomitand fudied miking, the
m xture is granulated with the ethanolic

Bl ey biBph i9ddniiBsesd & tdbletbrafbtdrhigreselr i ed at 40C 20
down to a residual noisture content of 5% by wei ght.
12. 4% by wei ght (based on the total conposition) of
talc, 2.7% by weight of wheat starch and 1.5% by

i ght of stearjc i a&jd are aﬂg%d to these granul es
ﬁﬁaﬂﬂﬁé gpdugtion af ap gferxescept Rleaqdi ti on of 1% by 21
wei ght of magnesi um st earate (based on the total
éa)ﬁgcgffﬁmmenaﬂd)sfamﬁérs"/mbx weight ohanhydoguslcitric acid (% by weight
conposition is conpressed to tablets on a rotary

Bas28$n edchaabd én the(tG¥aDebaeddsRidny (1 1290 & vsi MR 9E 86dium hydrogen
tablet) 5 (a) The effervescent substance: 32.5% by

: . A . % b : . y
EEbfithe 1080 BY AR oo Los nbly o ¥ AR DGl and
of sodi um hyd car,bo 19. 8% wei ght 0 :
Pt SR RO B e D05 b it of Lasdrme and BAas by weight
neohesperidin DC (0.3% by weight), 0.6% by wei ght of

at prsehasimesodivan areichosged ive thergranwétos ardintimately odkadm Yallow-
charged into the granulator and intimtely m xed.

¥eAnk e (0.0 byang ght) @ dig¥udvey inV@ itighes khd smélirst 90 waed at 50°8.

times the anmount of water at 50C.

Polyvinylpyrrolidone (0.4% by weight) is 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 moist granules are dried at 60°C down to a loss

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

(b) Sodium 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 trays at 55°C and passed through'a 0.7 mm

sieve.
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Pol yvi nyl pyrrolidone (0.4% by weight) is dissolved in
approx. 5 tinmes the anmount of 96% ethanol. The
above-nmenti oned pul verulent mxture is noistened with
this ethanolic solution. The col ourant solution is
added i nmedi ately afterwards.,sFurther ethanol (96%

i s added until unlforntnnlstéﬁing is achieved, and the
m xture is then 15 granulated through a 2.0 mm si eve.
The noist granules are dried at 60C down to a loss on
drying of 0.3% by weight, and then passed through a

(&) Phe efiferseseet. talflbt) The dbaverduscingleaffecanstamn sttstance [section (a)], the
siliconi zed: Sodi um hydrogen carbonate (1.3% by

MRV &abscriBas SificOMzdd R dhh ﬂ&d&g&p@a&b&ﬂawpseaﬁ)nqbﬂcsh@ pelletd
wet mxer. Wth constant stirring, 20 the approprlate

%rn?lf Sﬁré% 5]?‘3/03 rglil?st%%cﬁmse erpa\%? oh Cr,nt)o Cfl(f composition)

his dry substance Stlrrlng i S contlnued f.or
emdrtu% %y rishtad sadivm fvdregenioaghonate; &4y \tf?lgtﬁso Yb@@tﬁem

and passed through a 0.7 mm sieve. 22 (c) The
gl € 16066 amhi .5Vaby eeighToflemvovydesng irb etxed foed § esioates in a
substance [section (a)], the above-described

Stlitable AhBRAL MR UMHE Ytﬂfsﬁ&?ﬁm@t@feh@ B@ﬁlgre%&@% efftrve&ehs tablets on
the pellets produced |n Exanpl e 3 (20.6% by wei ght,

S s B RS A BN o SRR ATC S 7%, by

wei ght of polyethylene egcoI 6000 and 1.5% by wei ght
of lenon flavouring are mxed for 15 mnutes in a
suitable tunbling mxer. The finished mxture is
Example §s e®Productibh of aresfamescentipostdsrlon a rotary press
at a maximumrelative humdity of 25% and at 20C. 10

Gy THP kferted RAOMBEIA N 325%0By kit yeatgioupemdendid (% 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 times 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 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 moist granules are dried at 60°C down to

a loss on drying of 0.3% by weight, and then passed through a 1.25 mm sieve.
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(a) The effervescent substance: 32.5% by wei ght of
anhydrous citric acid (% by weight based in each case

on the total conposition), 11.4% by wei ght of sodi um
hydrogen carbonate, 19.5% by wei ght of |actose
nonohydrate, 6.5% by wei ght 05 sorbitol and

neohesperidin DC (0.3% by wei g%wt), thaumatin (0.3% by

wei ght), 0.6% by wei ght, of 15 aspartane and Q.12% b

(ke Sgdiumohy dsegearfarhona otilienizede Seﬁ&v&a@rqw&a{ gate (3% by
granul ator and intimtely m xed. Yellow orange (0.02%
Wyight badeti Jonitbe thital sompesition) 3 placad ; 4 Wet mimeunWithofonstant stirring,
wat er at 50C. Pol yvinyl pyrrolidone (0.4% by weight) is

e 2pHop A ske iahoRROV059% bakddEsh the htalassripobitioh) Sbiticone antifoam

et hanol . The above-nentioned pul verulent m xture is

ISt i [ ol i I @A
SBBERTES L bl Aol PR Suh Pl St 38 B ffabout 30
et hanol (96% is .added until unifor istening is
TGV T PRI FORLEIe8 OPLTavT Fi "R FPse L dOAEDE g mm
a 2.0 mm sieve. The noist granules are dried at 60C
slewn to a loss on drying of 0.3% by weight, and then
passed through a 1.25 mm sieve. 23 (b) Sodium
hydr ogen carbonate, siliconized: Sodi um hydrogen
carbonate (1.3% by weight, based on the total

gcs :Fﬁigﬂetdie% eiséenpég&&g': jI“Fe Qb(Wétdegér?%.ﬁ Sgg%%egbbegggelg)ts%ﬂ&e [section

I'ng, he appr opri at e anount
the total conpgsiti.on). of silicone antifoam _ enulsign
(235 e Freve RoFpeb HligeE i B Fogdn e Ree (s8R fopn(plgthe
is continued for about 30 5 minutes and the mxture is
peitats phoilectddn Exemple R203B€bantighistase miaeely gase@nghetotgh
sieve. (c) Finished effervescent powder: The
abapesitian and heds by eight 8£ esdiua by diogac earbared, i301% by ajdight of
the above-described siliconized sodi um hydrogen
68l BRAYRRLE ¢ly26r6008Mnk1) 4% by Reeight 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 production 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.



10 pellets produced in Exanple 3 (20.6% by wei ght,

based in each case on the total

of pol yet hyl ene gl ycol
| enon flavouring are m xed f
sui table tunbling m xer. The

"4

3. 1%

conposition) and 1.8%
by wei ght of sodi um hydrogen carbonat e,
6000 and 1.5% by wei ght of
15 mnutes in a
ni shed m xture is

by wei ght

ackaged as a single dose of effervescent powder,
Eﬂ@izin a sachet, at a nmaximumrelative humdity of

25% and at

15 20C. Exanple 8 (Production of

ef fervescent tablets and effervescent powder)
Anal ogously to Exanple 6 for the production of an

vescent tablef, and anal ogOU>pymdlg1@<ﬁmoi:&T,7ulz{t%2
the pro Lon of effervescent po Nder ef f ervescent
tabl ets and 20 vescent powderf ( n be pr ojﬁrﬁe)d
with the conpositions Tndicated ip le 2 us gg
Acemetacis (astivaingsedieringed to the | 60PPespondi n60-8fount
of indonethacin. 24 Table 2 Fornulation 1 Formulation
A uxiliag) subs@icesAcenet aci n (active |ngredient) 60.00
60. 00 Auxiliary substances: Ctr|c acid, anhydrous
, Sodi um hydr ogen G E 470155,
Gopeagd ol Prate 500,00 500] 65700 1£56.00
Sodium hydrogen carbonate 470.34 470.34
Sodium sulfate 500.00 500.00
Alpha-lactose - 1H,0 642.30 642.30
Sorbitol 212.00 212.00
Yellow-orange 85 E 110 1.20 1.20
Macrogol glycerol hydroxystearate 10.00 10.00
Polyvidone 14.00 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, Symrise 50.00 50.00
Polyethylene glycol 6000 100.00 100.00
Silicone antifoam emulsion 0.16 0.16

Example 9 (Production of suppositories)
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Al pha-l actose 1H20 642.30 642.30 Sorbitol 212.00

212.00 Yelloworange 85 E 110 1.20 1.20 Macrogo

gl ycerol hydroxystearate 10.00 10.00 Polyvi done 14.00

14. 00 Neohesperidin DC, E 959 10.00 -.- Thaumatin, E

957 -.- 10.00 Aspartanme 20.00_ 20.00 Saccharin sodium
4.00 4.00 Lenon flavouring, %@ogran, 301686, Synrise

50. 00 50.00 Pol yethyl ene glycol 6000 100.00 100.00

Bhé hardfats aviitéfsob W Fn(5os matsParks Witep®! EEIGa(@81580 by weight) are
(Production of suppositories) 25 The hard fats
WelieP s 5o%Y Jth B irg. RRdtdsidardAncotibl @% partdy is'thed 381t6d/atoRs°C and
wei ght) are nelted at 55C, with stirring. Cetostearyl

al cohagl (2. j e : txgd
R oy, BTG By ol R oG oPhna AR miBi A6

i ndoret hacin mi cropi zed. according to anpl e . 58
BROFBIE b CHARPIE AR PRSS WG GESE) F SSRpF PURG dntp e mel
melt 5 obtained and rinsed with the (enaining.neLt, _
abtapredwhd cins¢cheith deuemaingngninglt, afier whichdbe eegulting migiare is cooled
Suppositories are then filled into printed strips

WS AP tUPpOURIRS labeOthiyn GiHEd inf@ prified birips using tie suppaditant casting
stirring. The suppositories are subsequently cool ed
frrllarcﬁltnle}/w}tﬁ constant stirring. The suppositories are subsequently cooled firstly to

room temperature then slowly 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.
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roomtenperature then slowy to 15C and the strips are
heat - seal ed. 10 Exanple 10 (Production of an :

i ntramuscul ar injection) After prior sterilization,

m croni zed acenetacin or indonethacin prepared
according to Exanple 1 is sgﬂgrately i ncor por at ed
into 30 tinmes the anmount of nEdi um chain
triglycerides by stirring. The resulting formul ation
@M | |ed into vials and sealed. Al operations are
carried out under aseptic conditions. 15 26 Cains 1.
Pharmaceutically effective conposition or
pharmaceutical formof admnistration containing at

| east pRiRabutichi®y effdctive copbfHdEH shaliaRUBEDN A6 oaNd
5 acenetacin and optionally other additives,

&J?@B%‘&%&éﬂ é&gai tp Pe‘asttd?{e%tf‘fﬁéf%ﬁgéi %hiéi{??{nﬁb&%thtal?ﬁ and
active rngredient or a mxture o ese actlve
ingredients in mcronized form 2. Conppesifion "
%Fseefaauh@dtqyt@ngﬁw er Rives o5 Gz gk hisggmposition

m croni zed active 10 ingredient or m xture of

enntainnihe edtivecingredienhgr anhixdntesofibese betere ingredientsdn pyicronized
m croni zati on usi ng nechani cal neans, preferably by

form. grinding, jet mlling or wet grinding, jet

mlling being particularly preferred. 3. Conposition
according to Claim1l1 or 2, characterized in that it
contains the 15 active ingredient(s) in a mxture with

t least one flavopoid I vative o .pql ypeptide. qr .
g. mi X&gm@ogfelog Aeder Bﬁﬂbgﬁég 1, charactergzeg 11? 8‘1a¥81eemcromze active
ingredient or mixture of micronized active ingredients has been obtained by

micronization using mechanical means, preferably by dry grinding, jet milling or wet

grinding, jet milling being particularly preferred.

3. Composition according to Claim 1 or 2, 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.

4. Composition according to one of Claims 1-3, characterized in that it 1s in the
form of (i) tablets, preferably peroral tablets, chewing tablets, oral tablets (sucking
tablets, sublingual tablets, buccal tablets), parente;al 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
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4. Conposition according to one of Cains 1-3,
characterized in that it is in the formof (i)
tabl ets, preferably peroral tablets, chew ng tablets,
oral tablets (sucking 20 tablets, sublingual tablets,
buccal tablets), parenteral bl ets, dissolving
tablets or effervescent tableéets; (ii) capsules,
preferably hard gel ati.n capsul es or soft elatin
SEBRASUIPEISOT dissPivngaSupPeRiony. i SeqiR of @3 Bff‘é’mayoas for
sol ution, enulsion or suspension; (|v) rect al
pammhmltaslmimiseétmna pteferably uppoBuscolay omsubcptantdus @Heunigtration.
preferably a suspension 27 suppository or dissolving
suppository, or rectal capsules; or (v) preparations
for parenteral adm nistration, preferably
§ ntr aém o%tfbrn a% %H%;tgtoﬂg %? %‘T’al?lgg f'cﬁ&rﬁ?itgfl%a n tﬁat the
PO Accor
characterlzed [ t the 5 mcroni.zed act |
nigRraeRd @ﬁtwwgre&h%ﬁﬁ g partic} efé“d*i‘%‘t‘%‘ﬁb’&‘t‘Pé‘?F Tapes hglow 100 pum
range below 100 m (mcronetre). 6. Conposition
(aucronstiray to one of Clains 1-5, characterized in that
at least 90% by volunme of the active ingredient,
preferably at |east 95% by volunme of the active 10
i ngredi ent and particularly preferably at | east 98% by

golu org osjlt{l}ﬁ-t ?c%& r@%gf#'(ﬁ fns 108% Qraﬁ%ﬁ@ecpﬂrtflét%lt feast 90%

Si ze |on n1cron prefera y

belom121 and, the | ower icle

o s o PRl gt Pretrraci gy 25Xl oo B the Bétive
ingredient in mcronized forn1preferab|y bei ng in the
ingredienf and pardorlyriyt pieferatly ayleat ok volumené s asivgingesdient
one of Clainms 1-5, characterized in that at |east 50%

B35 avatanpartidle ke dRGibuionibBigpmet fimt(midctdn parefl mrefebdbyy bdlow 21 pm,
Ieast 60% by volunme of the active ingredient has a

ér'l?rgfofsﬂhé Saichl iz biriBhtibels @BodtD. Mud {nGERR), the active
and pr era

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

7. | Composition according to one of Claims 1-5, 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 pm

(micron).

8. Composition according to one of Claims 1-5, characterized in that at least 30%

by volume of the active ingredient and preferably at least 50% by volume of the active
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below 8 m and the lower limt of the particle size
distribution is about 0.1 m(mcron). 20 8.
Conposition according to one of Cains 1-5,
characterized in that at |east 30% by volune of the
active ingredient and prefergbhly at |east 50% by
volunme of the active 28 ingredient has a nean

particle size distrihution, belo Cro n he .
ingFeIEn e heap PaFiieee e distzibgtiap ﬁ'@owﬁ% (erpﬁ%ﬁége ower limit
about | m(mcron). 9. Conposition according to one of
ottt prsticde Size distritationns et | pnt (micranhe f| avonoid 5
derivatives are selected fromthe group conpri sing

chal cones and di hydrochal cones and are gl ycosides and
conbi nati ons and conpl exes prepared therefrom said

| av r :

98. ny oot ekt é@é?i?&%@%ﬁ%@%ﬁgﬁ GG @ Havonoid
e. .chal cope gl ycosi des and di hydrochal co

dsriyetys aessse el M BT $9TBRFISE Ehaiﬁ S gl @ihygrpphylcones and

characterized in that the flavonoid derlvatlves are

asepkycosidbsfand sombimatjpnumdeompléss preparedithereomhsaid Bavonoid

hesperetin dihydrochal cone glucoside and, in

dRAik bt IpedferabIs R SPEal ddnés mdrmﬂycnsdmlo@amdjglycosmes derived
Conposition according to one of Cains 1-10,

fillREBE! £Lhelobdlely Botiads iR Ra el ARkchailond @YeRidt, active

I ngre &vonol ranges from 10:1 to
50: 1, preferably from2:1 to 50:1 and especially from
1:1 to 15:1, and in the case of neohesperidin

di hydrochal cone is _especially about 6:1.
ConpdsempasiticasseiingtorGaisn 8, draractesized lfnthst Cihe flavonoid
characterized in that the

derivatives are selected from the group comprising naringin chalcone, hesperetin

dihydrochalcone glucoside and, in particular, neohesperidin dihydrochalcone.

11.  Composition according to one of Claims 1-10, 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.

12. Composition according to one of Claims 1-8, characterized in that the
oligopeptides and polypeptides and derivatives thereof are dipeptides derived from L-
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,
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20 ol i gopepti des and pol ypepti des and derivati ves

thereof are dipeptides derived fromL- aspartic acid

and di peptide esters derived from L-aspartic acid;

di peptides and di peptide esters derived from

L- am nomal oni ¢ aci d; and di pegti des and di pepti de

esters derived fromlysine, preferably
L-aspartyl - D-al ani ne, L-aspartyl-L-phenyl al ani ne
Irasnayty -bapethionmg mathy] estgr. tNphenyhsetlgieHesing apd N-

ester, N-phenyl acetyl glycyllysine and N
aetyiphepylelanyidysiey | | ysi ne. 13. Conposition according to
one of Clains 1-8, characterized in that the 5

ol i gopepti des and pol ypeptides as well as pol ypeptides
obtai ned fromtropical plants and polypeptide

XU USROS AR BL BF CIBRENLS, AhaREERER In AU

00 KkDa, " pretera ﬁy razzein, curculin, nﬁhlnlln,
mraculin, nmonellin, pentadin and thaumati 14. .
digepertides apd H@&B?Rﬂidﬁﬁg‘% welﬁﬁ%pwpftaﬂérﬁﬁ%‘g%nicgfrom tropical plants and
characterized in that the weight 10 ratio of active
patgpeptidemixtures hhvige pepileadar waghtef bpoyegp Spinid d€8 kDanpreferably
from10:1 to 100:1, preferably from2:1 to 100:1 and
RapRM, dhrlcMlih, RMBiAlid nhifacdPn, Imomdllin, ipentalii MdSeav@atin.
thaumatin is preferably about 6:1. 15. Conposition
according to one of Clains 1-14, characterized in that
the 15 conposition contains a m xture of flavonoid
and pol ypeptide in.a mxin atio . .
H-av o%me%a?%%efq%tooqneég ?1%181511:-%;3,’ chriastsrizas ip that the weight
to 1:2 and particularly preferably in the range of
1htid of a@iveGognedisint oehigapeptidds angl/erpadyreptdesaregasdrom 1911 to
and 6-15 in the formof an 20 effervescent tablet,
ORI, 3fzéfeFabBkeflom®: T fAl00: T abespesiblly bm(1a) t@20:1 vand in the case of
i ngredi ent granul es

thaumatin is preferably about 6:1.

15.  Composition according to one of Claims 1-14, 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.

16. Composition according to one of Claims 1, 2 and 6-15 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
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contai ning the mcronized active ingredient, the

|atter being (b) in a mxture with at |east one
flavonoi d derivative or a pol ypeptide or a m xture of
such compounds, (c) an effervescent substance
consisting of at |east one sij; conized inorganic
carbonate 30 conpound or bi carbonate conpound,
preferably siliconized sodi ym hydrogen carponat

cappoBRd g Pirgbpnaie corRReUIdyRR %r?@as sHicEnizshep lﬁngwg&g% carbonate
acid, preferably citric acid, and optionally (d)

antifoe silisouiized edsinmzcaibonatoapban olganic acidoprdfanagply oitdt adidy and
16, characterized in that the additives which my be
dptiesARt (dRbthesad@aiRd from the group conprising

" Sweeteners, synthetic sugar substitutes and salts

t hereof, polyols, natural and synthetically prepared
flavourings, |oading agents, surfactants, col ourants,
fillers and, binders. 18, Conposition agccoydi .one .
' O GomEoSopACcRaeE IR b ST EEe] 10 (ehipapdfdtvepgvhich
neohesperidin as the flavonoi d derivative and

minabepiesant ars selesteddtopp distarden camprising swestanerso fyntheiiseugar
conmpounds. 19. Conposition according to one of C ains

shbdtfutes Bad sdtfs@hdrésfipolRols idturial aridSsyhthetitedly prépaiedflavourings,
pellets and (a) these pellets contain at |east one of

%lg(ﬁggggéxr%{se, shﬁ*&l{%ﬁﬁé RBfotrah, ARTBLRAREr, and acenetacin

ure theré in mcronize orm and

ddi t L onal I. a binder and | .oadi ent . d . .
Bt champgsite Serulis et e -bshienatied itk itsontin
varni sh resistant to gastric juice and/or granul ated
naohesperigines dhec Bavsmoid deaivali whandeibpwmaiin as the pejaBentidg, or a mixture
juice. 20 20. Conposition according to O aim 19,
sfhthéseCotipoasds. i N that the pellets have an

19.  Composition according to one of Claims 1-18, characterized in that it isin the .
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 optionaily (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.

20.  Composition according to Claim 19, characterized in that the pellets have an
apparent density of 1.4-2.4 g/cm’ and preferably of 1.5-1.8 g/cm3, and their diameter

ranges from 0.2 to 1.8 mm.
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apparent density of 1.4-2.4 g/cnB and preferably of
1.5-1.8 g/cnB, and their dianeter ranges fromO0.2 to
1.8 mm 31 21. Conposition according to O aim 19,
characterized in that the pellets contain about

0. 1-80% by wei ght of active i,ngredi ent and preferably
about 20-95% by wei ght and B&rticularly preferably
about 40-80% by wei ght of |oading agent, as well as

i nd&rompasiiosacgerdingta Geaimyi ;ﬁhﬁgctsgmm abpt tlasppglisis contain
weight. 5 22. The forns of adm nistration produced
dboard. 1 86%qisyl Weight aftative inpredient ané peferalilly abowt 2083524 by weight
preferably tabl ets or capsul es, containing the active

And ParuURAY (pPefetaBlyPdboubARBON, B welBht BT 164iHdabeRE affvell as binder,

active ingredient per unit formof admnistration and

eferab O nmy, 50 ngy, 60 ny,
%deﬁylfggggﬁt adq 8‘35rrtan&il§§or 200 ng per unit

forn1of adn1n|strat|on 23. Process for the

preparation of the conposition according to one of

Clains 1-22, characterized in that, prior to

23 od uktte; formoéf admeinistrationprodueadriran thetpedats actnsdimgtto vre of

ingredient(s) is (are) mcroni zed by nechani cal neans,

Chingy 1801, GRefehBly @bRAUr chpsuddkNtdiitsihingtthoattive imfredemed in

usi ng the mcroni zed active ingredient(s). 24. The

aé&g%x B S8260h% HHATEHIAGH Dy mu@ﬁﬁﬁgto%gam&rm find

itives, suita Ie for the_preparati
4 RO URET ?oﬁlﬁg 3Q Beoifbmes ﬁg.cgm@ mg, 100 mg, 180 mg
characterlzed in that they are in a n1cron|zed form

- @i0fimg perlunit RO vk edraimigmtioneans.

23.  Process for the preparation of the composition according to one of Claims 1-22,
characterized 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).

24.  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 1-20, characterized in that they are in a micronized form obtained by

mechanical means.
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32 25. Conposition according to C aim 24,

characterized in that the active ingredients are in

mcronized formin a mxture with at | east one

flavonoid derivative or a polypeptide or a m xture of

such compounds. 5 26. Use of tjhe conposition according

to Cdaim?24 or 25 for the prg uction of a form of

adm ni stration for_the medicinal treatnent of chronic

2nd deamposgignraceending todraim 24, chpmagterzsdbindhatibe actiye ingredients

especially chronic polyarthritis, degenerative joint

at feakesnizedefopadn aniytued withat least@ae jflavoricid derivative or a

spi nal colum, Bechterew s di sease, gout,

I%dT%chH@SPJ i GORHALANSorRlovkie | 0 NtS, nuscles and
tendovaginitis, bursitis, 10 |unbago and

superficial venous inflammtions (thronbophlebltls).

27. Use of the conposition according to one of Clains

1-25 for the treatnment of chronjc _and_acute

2ndi Yseorfdhe Fompesitian acsprdlingng Glame24 opdniwithy Pryducﬂon of a form

chronic polyarthritis, degeneratlve j oi nt di seases,

edeatniafrationdbr theenddiciga tjeainndrs oficittohiveind prwta Ipaihﬁ:onditions,

col um, Bechterew s disease, gout, inflammtory

ﬁﬁﬁﬁﬂkﬂa‘n@ﬁbsarﬁf fel&ieedpotinfiy chrBHﬁﬁJo@ﬁm%ﬂﬂs deBBitRRtBue joint diseases,

tendovaginitis, bursitis, |umbago and superf|0|m

e\:/s%gcull)l?y ofrﬁxe arpg’rea Jtolm 03nd &1t Igpﬁgp (Hllﬁjnﬁ bBéc'h?e)rew s disease, gout,

inflammatory conditions of the joints, muscles and tendons, tendovaginitis, bursitis,

lumbago and superficial venous inflammations (thrombophlebitis).

27.  Use of the composition according to one of Claims 1-25 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).



