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Phar maceuti cal conposition containing indonethacin
and/ or acenetacin The present patent applicatmﬂmmmmmmnmmw
relates to pharmaceutical conpositions or for

adm ni stration containing at | east one of the act iweso

i ngredi ents i ndonethacin and % acenmetacin in

m croni zed form The present invention further rel ates
Plarmacagis sleenfpositioh kentpingpainddmethacif ahdves acemetacin

conposi tions. The conpounds i ndonethaci n and

acenetacin and their preparation are known. The

compounds have anti-inflanmatory, pain-relieving and

eE i R, ?E)I (&nPAnd 1ert¥oiner§1'ate%90 {)}?agr&g?etutﬁ%‘gll c%nﬂ)%?iti%ﬁ? or forms of
e Aoheher atifne

1- (p-chl orobenzoyl) - 5- net hoxy- 2- et hyl - ) )
almigisgpijpmeQtupingEt ieastong od theach va Hgedignts wdamethpcin and
nonmencl ature 1-(p-chl orobenzoyl)-5-

aehtetcin d-mietdnyiedFormd Ohy pmsatt inveatien furthaciethtestd pr@ceyses for
C1 15 R=H indonethacin R = -CH2COOH: acenetacin

%?@egﬁ%i’oﬁ%ﬂtﬁ&é esthpstifonsespeci al |y acenetacin, are

hydr ophobi c, poorly wettable and also poorly soluble
in solvents suitable for pharnmaceutical use. Mreover
both active ingredients, especially acenetacin, have

a bitter taste, ki ng them unsuitable for .
The compounds 1Sndomet ac{n a%d acemetapm ané alelr 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.
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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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peroral admnistration, e.g. in the formof an

ef fervescent preparation. Unexpectedly, the bitter

taste, e.g. in an effervescent preparation or a
suspensi on, could not be masked wth the flavourings
conventionally used in pharnagy. However, when said
active ingredients are used, e.g. for conditions of
pdrohadmmistication eparin iheudban of ac effevesaent, prégaratonofUrexpectedly,
great advantage to have the fastest possible rel ease

Bk bithe tRed La.§.eid ARG &BEnt pRipatdiien bAR kspeAdib@icBiRIMot 8¢ masked
a high blood | evel, and sonetines also to adm ni ster

i | 1. . i f. . .
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wherein the pharmaceutically active conmpound is
ghegtsulvargagd to hame thedfastest pessiible ndlease df the@atyiet ingredeent, or the rapid
contact with a phospholipid. This process has the

s3I adesH B13bd RVeI0hfBSIntetiH@ds \e@dtto Ramidifteie petoedly, e.g. in
so the original crystalline formis dissolved to give

[P HP%E ' in the form of semsolid
€€§?€€§§. E%g%%%g?%%%ﬁgggbribes a col |l oi da
di spersion prepared with a 15 selected gelatin, inter

alia for acenetacin and i ndonethacin, in the formof a
nanosol . It has now been found that the m croni zed

- USrnn &t 762rdsserdies Ve preaparatéineofivweaterapbirbde eeraplaxesaigvater-insoluble,

acenetacin, especially acenmetacin, only exhibits said

phadvcntatesctive campeahds gelg. Rxmeatin, wher@in thk bharmaceutically
Surprisingly, these active ingredients can thus be

Q&I% '351?1 Sﬁrﬁfji,s RIsOR2d b argtg‘ hific 9l odl %ﬁﬁ]g}’l{ b &ntact with a
P
qui ck-rel easing, galenical fornms, especially

S}];Jsgﬁc\)/liap‘ci&eﬂlis 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 indomethacih
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, espécially 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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preparati ons or suspensions, or in quick-dissolving,
solid dosage forns such as tablets or capsules, which
rapidly gives blood | evels that are sufficiently high
for medicinal use, this being advantageous especially
in the treatnment of conditions of chronic and, in 3
particul ar, acute pain. This Ps coupled with the

further advantage that, in the case of effervescent
parépaaghcwea paint Ahisiekegded with cler foctherdidyamntdge ihat, ihthe case of
stomach stinulates-the stomach walls and initiates

P&y SdcanilgréprRIcRERAL §e1eds@ 8flédiBod &oﬁldéeﬁtﬂe%mr@adh%ﬂhﬂnates the
evacuati on of the solution or suspensi on of the

SolrBE SARC R RUERE R it o OER bl 0P

of m cronjzed i ndonet haci n and emetacin is, |
efacpatioai|the splutianonsyspengion @f the; egfc?r@fscw RIFBABHIgN into the
derivatives, e.g. neohesperidin dihydrochal cone,
dmﬂknmnpolypeptides, e.g. thaumatin, even in small 10
amounts. It is also surprising that, despite the |arge
surface area of the mcronized active ingredient and
the increased gustatory activity associ ated therewth,

fA'haf ];lfsb ?E%ﬂ#ounﬁﬁﬁrﬁ%&ﬁ% t z{??het lﬂﬁéretaét? f@?érSP{&Qd md&lﬁethacm and

conparati rations o vonoi d
derivatiye and polyp tides. . 15 The ent. i nvention
Aeemmetacin SETEO BN RaSKER ) 4 adtitopral dlav DRoid GRPUATERGre- or
pharmaceuti cal form of admnistration containing at
hexdsspenidin dihy drochadernneyand/ orqrobyiepindes, e.g riiaumpatitaeven iarschall
acenetacin and optionally other additives,

aianmst Rii$ 2186l shrPritiAg that NieSpiteBERRSE $uirfide gAbAtHmicRmized
active ingredient or a mxture of these active

5&%? r@&%ﬁt and: tﬁe mckéamﬂ%& lact?\ng/ éggo@ﬁ@mte%lfh ath Bfficient

m Ccron

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 aétive ingredients, 1.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.
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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 derivative or a pol ypeptide or
a mxture of such conpounds.44 The present invention
further relates to a process for the preparation of
the conmposition according to the invention,
characterized in that, prior to production of the form
Phe prRSER Hyvehiié flﬁ‘ﬂ‘ler fe'ﬁﬁes"%ta' pt&cek b e ﬁ@%’:ﬁﬁ)od & tfl@&ﬁﬂposmon
nlcronlzed pre erab y usi ng mechani c nmeans, i.
%cgmcﬁ?%&)qgﬁ/ vrgntl%n IS %rac grl%fdtlﬁ éha\rf]\,gplrforﬁh t h%cc:hrughon oqghe form of
active ingredient(s). The present, inventio rther
admigisiration, theectiysdngsedienits) &)ﬁ%ﬁf‘d émleﬁoaﬂegdzfsgmbfagu%g fgghanical
invention for the treatnent of pain conditions,
mefnsaneran¢chasicallydmiaemred, efgrexhiah the fofin ohadmingstration is produced
polyarthritis, degenerative joint diseases, especially
Q:fm%fh% rhidf Hzeld Qe SingRdidnl(). spi nal col um,

terew s di sease, gout, inflammtory condltlons of
the joints, nuscles and tendons, tendovaginitis,
bursitis, |unbago and superficial venous _
i nf | anat i ons hIeb tis).. 15 The present
The BESESTS wwav?rhéwhﬁé{ leiorhs ¥R ftha samposignearading to the
i ndonmet hacin and acenetacin as bul k powders,
opentomafor theitreatmeritxf paie canditions, irdramaationss aed fever, especially
characterized in that the active ingredients are in

Bhr6hie PoBRethfiAs, Megditeatie §5iaNdis¢ a3y Bipetally Wf tHedkrge pdiats@ad the
to the active ingredients indonethacin and 20

ﬁ:ﬁﬁﬂ' Hw¢s BRUVELET Shut IRfIAHRR S for¥Iof tH6;
%ﬁ?ﬂ% rE§%%$t|v%s ChaT ACt eri ze ohy odrl 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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in that the active ingredients are in mcronized form

in a mxture with at |east one flavonoid derivative

or a polypeptide or a m xture of such conpounds. 5

The present invention further relates to the use of

the active ingredients indonmethacin and acenetacin in

m croni zed form as bul k pomdeﬁs, optionally in a

m xture with a flavonoid derivative or a pol ypeptide

®he presént inveatiord fisthehretaiegtouheisse ettt aspitve angaédignts mdomethacin -
m xture wth other additives, for the production of

LREadRRiciRlm inghRATI A foRE afibiIR hoRdés] SRRnARy frod Axtefe with a
adm ni stration according to the invention, or of

harmaceutical co sitions, . ecd al tihe . -
ERERE G e g6 or R BP kP2 SRR sReh SohPhuntiSein gpgonally in
and fever, especially _chronic pply?rthritif, . .
aaysives with other additives fsssrrodution of the Rprmal-felcasing and guick-
joints and the spinal colum, Bechterew s di sease,
gedessingi fofmh sefrealimdnigtratooncdceowding todlie inwentjam, ar of pharmadentical
and tendons, tendovaginitis, bursitis, |unbago and
SoHRpSditiciisadspéfalte e Wise mbdikinan@dat@as of pain conditions, inflammations
(thronbophlebitis). The cl ai ned pharnmaceutica

r o .

RTRIR DR g onfRAR MRS gV inP GRS LUl of the
abl ets, chew ng tabl et ral tablets sugkin o
Ve 0tr2s s B¢ ShigabioTy R ascBleisyy s B Sengmbc BfistRthuory conditions

parenteral tablets, dissolving tablets 15 and
ef the jeistscmusclesdridgerndons, tendavapisitisebursitisHumbagaangl superficial
gel atin capsules and soft gelatin capsules; (iii)

et GhflRsAgeors ¢hidmBeptiebigs)sol ut i ons, enul sions and
suspensions; (iv) rectal products, preferably
suppositories such as suspensi on suppositories and

di ssol ving suppositories, or rectal capsules; and (v)

S’}ngggi@% nﬂ?’?}%&;‘.@g Ecﬁpntg?)gi bns?%r@@ﬂa%@%cégﬁéa? Porms of administration
adm ni stration,, .

comprise especially (i) tablets such as peroral tablets, chewing 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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20 For the purposes of the present invention,

"m croni zed" denotes a very fine particle size in the
m cronetre range, these mcronized particles
preferably being produced according to the invention
by nmechani cal neans and their crystal structure
remai ni ng unchanged. 6 Prefeﬁably, t he expression
"active ingredient in mcronized forn denotes that at
| east 90% by vol une, preferably at |east 95% by

vol une and particularly preferably at |east 98% by

BRIEUIBy Othe t R854 ¥R 1l O HRUIGR in AARSoRzRPfothC UEnctéZBat at least
be|OMI§B m(mcron) (<255 nm) and preferably bel ow 21

i Cron < . For e rposes, the ‘activ
O olitbe rcireBh i Ot G B B ER  Ear el ety ot st
formof mcrocrystals with which _highly disperse .
28%thymplwag obths getiee igrsdisabbas anagice aige Pelay 4548 (migyop) (<25
by volune and particularly preferably at |east 60% by
uo) anck peferalilp beloey 2k pinV(enicmogy @@l eunt). ras thesppurppssethe “active
size below 10 m(mcron) (<10 m and preferably bel ow

glfg%tcﬁéﬂt &l Adrokiz&l frm” B SeRrAY W Ak 8PSt mRPGErPNaly Ylithhich

he active ingredient and particularly preterably

t ) east 509 I he, active ingredient has a

§l§rhp'i c@?%erssel sS’e{? egpeélcél\?vaggg)ﬁigEor%ﬂl (C:e?d(jn) 15 (<5 m. The | owner
particle size limt is about 1 .m (mcron) for al

said values. The mcronized active ingredient is used
directly either as mcronized powder or in processed
Pmferpblg agleastsS0deby molsmerangpartighkzsly poefeiablypat deass@®d by volume of
further. Methods of mcronizing active ingredients are

KRAAVPRIEredifont FXPdTPAresle @fze Py Q(Ormhn@dﬁ) @116 |6h)Yand preferably

grinding in a ball mlIl or jet mll, and wet grinding

ileo@c'r}i ﬁlﬂi(Bﬁ‘érSH') (Qﬁl ;,J.m).

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 um). The lower particle size limit is about 1 pm (micron) 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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mll (bead mll, sand mll) or colloid mll, such as

those described in the relevant scientific

literature. The apparatuses which can be used for

m croni zation are 7 comrercially available, e.g. the
Chrispro(r) Jet-MIIl MC 300KX-TD apparatus from

M cr o- Maci nazi one SA. Jet niIVing is preferred.

Exanpl es of flavonoid derivatives are those bel ongi ng

tammbeialycvpiladeerg. shenGhiispesfalec bl MEIPOKX-TD apparatus from

di hydrochal cones or their glycosides, and conbi nations

MicoaaRhEXGR SAr fRAiAthgtiDpregdrcam especial 'y _

chal cones and di hydrochal cones and gl ycosi des deri ved
therefrom i.e. chal cone gl ycosides and

di hydr ochal cone gl ycosi des. Such conpounds are known

Eer se. Typical representatives are e.q. naringin .
kamplenel flavonoy deriyatives are those behanging t9itheygroyp comprising
hespereti n di hydrochal cone gl ucosi de (R = gl ucosi de)
elradconkenaridihpdroclralidanes onthein gfypesidel, andlcdngbinatidisland wemplexes
(R = glycoside). D hydrochal cones have the fornmul a
prbaed thereftdk, esPtiallydnafdonesldnddiilyds MahaheLnRIS 1y ddsides derived
which R is a radical known per se, preferably hydrogen

ﬁlrere(fr%}h—q.)e.' alalf%l e gﬁc]:igScigﬁ?{/n?;dgﬁeﬁg+éﬁaﬁoﬁ@gf;¥%§4ide . %ulclé {:%rapounds

corresponding to cone corpounds

bel ow. 20 The weight ratio of active ingredient t .
PIeAPEHBIPGT %%MQ%??@%@“}S?S@F%F%W‘“B% a@@?‘i?‘éa glycoside,
50:1, particularly preferably from2:1 to 50:1 and |
3dpecatatatsd)for besperetintdphytsochalcpne glucoside (R = glucoside) and, in

particular, neohesperidin dihydrochalcone (R = glycoside).

Dihydrochalcones have the formula below:

OMe
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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t he case of neohesperidin di hydrochal cone, it is
especially about 6:1. The active ingredient(s) is
(are) mxed with the flavonoid conpound or a m xture
of such conpounds, the active ingredient optionally
bei ng m croencapsul ated in a nanner known per se. 5
Exanpl es of oligopeptides and8 pol ypepti des and
derivatives thereof which are optionally present in
theeasd oftngokesperddip dityideadhalcbye, dti ip egecidHg abaui®hl . ahe active
di peptides derived fromlL-aspartic acid and dipeptide

Bt cht@RisI R ndiX W ih BRABKbAGId 36inBourfi ¢t Hh Bk ioesch
and dlpeptlde esters derived from L-am nonal oni ¢ aci d,

Eqrgg%g@?, ﬁ{e_ ﬁCtB%Eﬁ%&tFiFg op 18nﬂ£y ing 911 roencg%sg]llated in a manner

Lraspartyl - L- et hi oni ne net hyl ester and di pepti des
PSPt i de esters derived fron1|ysine, especially

N- phenyl acetyl gl ycyl l ysine and N

-acet yl phenyl al anyl | ysi ne, and pol ypepti des and

pol ypepti de m xtures obtained fromtropical plants and

Eﬂélrhﬁlgs ef 6@0%@&'1&% N b8beides Ql‘?d 4&8RAL PesARtedORhicPare

hi gh Sweet eni ng” power, such as brazzein

égtbcmaﬂ)_? i)ﬂss 1}%‘ 1% gheargnx Lélli‘f %{:@ n@ag‘t aicfé.rgﬁ%lae;&}geg %h& %[B%gfﬁ?_g derived

about 72 amno acids), mrac tetramer: t %Pl :
RitHler agRertesgcid aoeRpide Bl 184 Boft L aeparic o grang fipeptides

am no acids), pentadin and thaumatin (about 207 am no

and dig¥ptid®e@siEhedanivied fitomr Baminarhalaniciavid, espgeielly Braspartyl-D-alanine,

ol i gopepti des and/ or pol ypeptides ranges from 10:1 to

Loi?,p:irtlyl-ﬂf S ﬁﬂ)&hﬁ(ndc ﬁl@ﬂﬁzﬁeslertaﬁd 10Qpdrty dmesietih@ikthyl ester, and
fro 1to e case of thaumatin, it is

gg,ggﬁzaer@r}atxlg gﬁ%???]e Sutdrs adfeadfdrh ¥RireNUpRALAPRC ) 15
phenylacetylglycyllysine and N-acetylphenylalanyllysine, and polypeptides 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 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 thaumatin (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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9 peptide or a mxture of such conpounds, the active

i ngredi ent optionally being mcroencapsulated in a

manner known per se. |If the conposition contains a

m xture of flavonoid and pol ypeptide, the mxing ratio

5 flavonoi d: pol ypeptide is preferably 3:1 to 1:3,
particularly preferably 2:1 t8 1:2 and very

particularly preferably in the range of 1:1. Thus

pe¢mide 0o h thipturey ppich dempowidsgthe attivesngredieit Gptiohaldy bding |

2:1 or 3:1 present no problens, the total anmount of
Migyanabdiated RO YRARY kA6wh per ®Spondi ng to the anount

i ndi cated above for only one of the two conponents.

10 Tabl ets, such as peroral tablets, chew ng tablets,

oral tablets (sucking tablets, sublingual tablets,

buccal tablets), parenteral tablets, dissolvin .. .

lihe a@pmwai%%@eﬁ?retoé@a@wé a%polwe&aléeetge pyxing ratio

techni ques known per se, such as direct tableting or

flavdneid:paly péptide it prefepatilyB:1 tprlokd petticolarlyfpreferahlyl 234 tot:2 and very
pell ets. Conventional additives that are inert in the

gaﬁﬁs&mﬂp SidférablyGA theX@nsts&d : | NThi Faviohoidgfobypepti€e mixing ratios of
ol owi ng are éxanpl es of additives which can be used

f1 %2 I%t2h ?ﬁe2gro§%ﬁ ngFenQ %h Ip &b?emg%je tto?a@ Ia&]'i)ﬁlzlt driflavEhdid +

Su as'’'types o arc nown ‘per se, lactose,
suc

cel lul oses, mannjtol . and sorhitol; . binders as
elypeside cpeﬁsm?ngléls tQ the Fmqung)| gedaﬁhavepgafyeiyh%equ dheyigro

gl ycols; disintegrants, such as starches known per se
wbmpénentsn be used per se for this purpose,

cel lul oses, al gi nates, polyvinylpyrrolidones and
sodi um hydrogen carbonate; |ubricants, such as

stearates |ike magnesium stearate; flow regulators,
ﬂﬁl@ts,aﬁlcﬁlag bgr%pal tablets, chewing tablets, oral 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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di oxi de; and filmform ng agents known per se. 10
Starches which can be used are any of those known per
se, rice, wheat and potato starches being preferred.
Li kewi se, nodified starches known per se can be used,
such as those nodified by nethyl, hydroxynethyl

and/ or hydroxypropyl. They ar¥ preferably 5 used in
proportions of about 5-20% based on the total weight
of the formof adm nistration. Celluloses which can
be used are unnodified pul verul ent cell ul ose,

Slafdhes Whithahh bE@sedcat by 850 kbW fier 86l ricg! WHER98d potato
such as celluloses nodified by nmethyl, 'ethyl, propyl,

0 roxynethyl., -hydr.oxyethyl. an r_hydr gx I
DM alRe PRI LR Yy SRR B e yned. such
from20 to 90% by weight, based on the total _weight o{
theae medified by mgthylnhydrexymeshy! asd/og PErosKRraPYs Thexgreryeterably
materials. Silicon dioxide is preferably used in
osed|io priglortiams wf abou FE10Y6,Dasdd @bthetotl. vieight «F thdformis
based on the weight of all the additives. Lactose can
henisedibm untreated formor, for exanple,
spray-dried in amounts rangi ng fromabout 65 to 85%
based on the total weight of the additives.

Pol yet hyl ene gl ycol s and derivatives thereof are used

as lubricants or binders in amounts of 0.5 - 5%Db :
Gellyases vUGerndie Yshd aregtnmodiiis VesRlef Tl agymictnetystaline
Pol yvi nyl pyrrolidones in anounts of 0.5 - 5% by

vdludgse or beslifibdoelltilose, tsottats @Uulps¢sghedititd by enetldi ethxlepropyl,
can be used as binders, disintegrants or coating

BBk ymethl, By diokydilydraadRp hpdrosyitepydse. g PN MHegl caf peeferably
used as diluents in the range from 10 to 90% by

B\@{l&latin t p%e?@mt &o t9@‘/oalJ)y W@iiggbi)a&ﬁ ohNfe A4 'v&e'lém 9f the form of

St ear at es, er abl y “magriesi um

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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11 stearate, are used as lubricants in the range from
0.25 to 5% by wei ght, based on the total weight of

all the additives. The production of effervescent
preparations, e.g. effervescent tablets, is known per
se. They can contain the addjtives previously

mentioned for the production Jf tablets, but 5
additionally contain an effervescent substance. This
aédrate vars asait asd ullridaatsde thesuagd from ikl 15856 by waight, based on the
conbi nati on of a carbonate or hydrogen carbonate,

R LRI LY aif B ddMtivey dr ogen carbonate, on the one
hand, and a suitable organic acid, preferably citric

id .or. ascardic ' n.the_ ot her By
S a0 o Plublce ! PR AT o er .
descri bed i n_nunerous conpaositiagns., 10 The conpositjon
beytqqa centpry the S dHYeSIBYPBHE énerlgomf%metnr ciipp fahfets, but
present invention. An effervescent substance
aduiithormtly egntein acdfervastand saryemce athio effeesaedt sbstanes usually
acid and/or ascorbic acid is preferred. 15 For this

BIHsRASHTa DhbikhiBadTh chibsgitt bPRydrdgdni@fbdnaledpRferitly 86dium
ef fervescent preparation, preferably an ef f er vescent

b, RIS ARR, LAEshiie B USRI v i
acenetacin, and o he%hgﬁgh@yves known per se or an

@F EPIDIAcEh ON ShepihFat HXPSAIE KRPWRBST 55 255 HErvesqeat
conposition contains the active ingredient(s), i.e.

subdanessiaadiare dascriload inmemetas icompositigriscr oni zed f or m and
preferably in 20 a m xture with at | east one flavonoid
derivative or a polypeptide or a m xture of such
conmpounds.

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

of the flavonoid derivative or_ the polypeptide, and
the other additives, it beinﬁzpossible for these
active ingredients in the effervescent preparation, 5
Paideffenbioent prepiretiaf isatsoeveand by dlid dtfinitions edicated above in
pul verulent formor in nodified-release form e.g. as

RSpdcebEthe a1 Eld BSibRAAYb8E mikohizad Eétl\@lﬁ%l@&'eﬂlgs) afd their
preferred ef f ervescent preparat|on preferably an

grg{):ile}\rz}t\égr? %g{f irareé%ec 8f tgﬁﬁ Onne% dde rg\llartllvg ap ﬁ}é}t ?ﬁp%?tl(qea)a.nd the other
active ingredient, 10 the latter belng (b)
additivpscit RFing pesible £@tth%%q@crrea%rréreat8derﬂilev%ffqr\v/ecert pgeparation,
pol ypeptide or a mxture of such conpounds, (c) an
pefezably sictheteffentesteantablet,an dbe st pulygerofentforingmdn modified-release
siliconized inorganic carbonate conpound or
Rirs2k RO BleGUTRE Pelthts Sovilcasithi d filaOsdating. sodi um
hydr ogen carbonate and/or siliconized calcium
carbonate, and an organic acid, preferably citric
acid, and optionally (d) other additives. 15 Additives
are selected e.g. fromthe p conprisin
SseleErd Fgewgs;ﬁﬁtlmrwea% Rieteralhafie rvsgceaﬁ@b%ri gne which
thereof, polyols, natural and synthetically prepared
Eorasistfi (apzstive ingaetlieny gagpeitdssonaniigibe ancwnized laouveangrsdient,
fillers and binders. 20 Exanples of additives are
et Beis, (b PG mB&ure Mihsa (el tsried®ion6id GeriSatdveasi @, polypeptide or
fructose, glucose, dextrose, isomaltose, inulin,
ﬁ'glttlu} (])f S\ c&{lg(?ﬁ'ldgs(% ax?é’f@érb?s%lﬁ sﬁyﬂé{ce %Hi?sﬂtintg%f%?least one
an ts there suc as xylitol, cyclamate,

esul f sucr gl ose, sacch rrn
s1?1comzedainofgamc carbonate ‘compoun: bléargonaie 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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and aspartanme; polyols, e.g. glycerol, mannitol and
vanillin; and [ enon flavouring, 13 strawberry

flavouring and natural and synthetically prepared
flavourings known per se. The active ingredient

granul es can contain a | oading agent, e.g. sodium

sul fate and/or bariumsulfat®e, a surfactant, e.g. a

pol yoxyet hyl ene castor oil derivative such as
steovbeay | flagbydmr ald eydrbendsstysthetatcadly pregaoddyfdavpetihgd lamevn per se.
stearate such as pol yoxyl (8) 5 stearate, a

PRE Y Q¥ %%]}Wligﬁlegrﬁﬁfl@ dafRoh@int oading af&it &f.g SY@fndSulfate and/or

po{yoxyet yl ene (20) sorbitan nonostearate, or
2 I ff sGeat ..
Bt SRS 2 APerin Ba0RPATbs BT by G B6Matiye such as

anount preferably of 15% by weight to 30% by wei ght
Byagrogsllyseapl iy dgpxysiganig, e@aﬁeayqsﬁv e RIS PUATINY P! (®)
10 the effervescent preparation). Exanples of such
stedrhter s palyexyedlntleresoalri thhdattysamibester sucleas padyoxyiethylene (20)
untreated formor in pretreated form e.g. granul ated

§@biiAn hBRoedak 88 VR PRI ameHD BhPNES oAt addi ti onal |y
contain a binder in an anmount preferably ranging from

0.2% by weight to 0.6% by wei ght and especially of
0.43% (based on the total weight of the effervescent

reparation), a preferred binder bej .
gkw AP THGSCEYt SUBFIARRS Fan @ﬁf‘f}'ﬁ?{‘alg’s"oﬁ%‘f Bliels iR 2 Amgnt preferaply of
of 0.6% by weight to | % by wei ght, based on the _
¢5 Tochywesightrto 30%ubys waightandegsgecalbyodfRA e 2% (basgdhen the total weight of
carbonat e conpound, preferably siliconized sodi um

fedrReRBc? pRphatitn). | Bxanpl@fdfisadt 4 erdacoses@idAr 36mityl, either
by addi ng silicone antifoam enulsion to sodium 20

HRARA 163 BPRAEdddPlof! LY. AR foim 0T MR-Eitent
Egseggon tﬁ% mgﬁgh{ of_Phe s%&?un1h§drogen carbonapé3,
ts&estarlrlgel: gatn z{d%tltko%aﬁgi cgr(ljtgfnuar%ilqgeqrir? gr?gmggr{t%%@;aglyt rgnégé (flrom 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 on the effervescent

substance, and a colourant.

The carbonate compound, preferably siliconized sodium hydrogen carbonate, is
preferably prepared separately by adding silicone antlifoam emulsién 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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preferably being about 1:1. 14 An efficient,
| ong-lasting masking of the bitter taste of the active
i ngredient is achieved by using the aforenentioned
taste nmasking agents belonging to the cl ass of
substances conprising flavonoids and derivatives
t hereof and/ or pol ypepti des alfd derivatives thereof,
as described above. 5 Optimal taste nasking is
Anhift&&taﬂ, loyig-dastiagimaskinp ofi thefbittevdaste ofthe ectbweegedensis achieved
is thus possible, for exanple, to use a
gf gﬁ{e'a?&eﬂlfenﬁMdstWﬁﬁﬁﬁ déa e%%ocfél&}%l t()'tﬁé’n‘:lﬁé%'(ﬁL substances
erivative neohesperi ol ypeptid
. | ani ne, ddltl
wﬁms&%ﬁ%&omﬁﬁmﬁ AR s s%&orc% A B e
. Wth 10 sodi um saccharinate, mannitol, maltitol
Hﬁﬁﬁé@s§éﬁﬁﬂﬁép OV§r ef er abl y sodi um saccharinate. A
sl ow devel opi ng, |onger-1lasting sweetness can be
achieved with aspartame, xylitol and/or alitane,
preferably aspartane. Especially peroral forns of

Hhﬁl fabteHdsRimgliDadhi@led Bya dodtigation of Beo BPkbRe svedétdheRS It is
effervescent preparatlons suspensi ons, tablets

g}u%tgpsds:ﬂil? %F %%a%é)ge i ugr{' {H?&Bﬁlona&qw}o%wegtggﬁg aslucl‘;"gs}/ a flavonoid

can contarn
correctors such as ethereal oi.l's; organic CIdS e
derfyative e drephespeidinmnd aRAXPEPds: ys%aé%ﬁa%rry&i% salaging. A
sucrose, fructose, glucose, dextrose, isomaltose,
bptidriatly adch'cibha;loipootantmleshdiootsle\zedmemasi w@ndbe gahxieved e.g. with
substitutes and salts thereof, such as xylitol,

§0ThiA B¢ Pari AR E STHANKOE m Aol A DsSorA0] Srefelndlyl bdium saccharinate.
alitane or aspartane pol yols, e.g. glycerol, sorbitol

%sl%%@bélgﬁmg allaggé{qgétﬂn%'sureetness 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 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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The production of capsules, such as hard gelatin

capsul es and soft gelatin capsules, |iquid dosage

forms, such as solutions, emrulsions and suspensi ons,

and rectal products, 15 such as different types of

suppositories, e.g. suspension suppositories and

di ssol vi ng suppositories,(wliectal capsules, is

known per se and can be carried out with additives

suchws diffarers eypeS of keppositaties ¢. grsusgenbian dugpelsaornies and dissolving

capsul es and soft gelatin capsules is known per se,

§di)?051ﬁﬂi@9%°r rbdtAapate A Bwhdel Barld 48 Beic@Ricd VR Fith additives
l'ed into hard gelafin capsules, preferably as

g%anulg% in a manner known per se, or nmade up into
Wn%élgtln capsul es, preferably as a viscous

suspensi on or a paste. Such granul es, viscous

suspensi ons and pastes can easily be prepared by

those skilled in the art in accordance w th anal ogous

The prodadtiomns hafkDgdlatirocepsWeedrel soficgetatinadpsndestis ihown per se, the

pellets whi ch can be used according to the invention,

SosheInl RESrdaRNbARinkedtich belRAFileddR® Hakd béIBtREPsMS, preferably
|ngred|ents i ndonet hacin and acenetacin or a mxture

‘Irineg ﬁﬁlﬁg rF maﬁE&an% ef dé“.o Rla8E ﬁm))é%f?g%lﬁhﬁ'@%gmés preferably

nmeans, | ona er a

| oadj ng agent, and ogtlo al | Qﬁ% these ellets are
BTAVISEPURISLIPCRSIOR PR BRSS-oSHob IS ViSRS sipepgipRisand pastes can
and/ or have been produced in the 15 presence of a

vai 1 ibs Iprapassiddtyathoset skiltgd S n thecarf iniageordaive yethpasialagoys framalations.
an apparent density preferably of 1.4-2.4 g/cn8 and

Besde prefered ¥mbb&ihnebf pellefs whibh danfoeddsedBecoldig ko the invention,
di aneter preferably ranges from0.2 to 1.8 mm the

tibgg)e%cgﬁ% ?ﬁgha?%ogtoc{hte%f%é‘&tl% ﬁ{%%d%}ltyl g@&eth cin an

tive I ngredi ent and pre era

SRS B i S By A
rtixlegr?se Zmd 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/em® and particularly preferably of 1.5-1.8 g/em®. 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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20 col ourant and acidi fying agent ad 100% by wei ght.
Exanpl es of particularly suitable |oading agents are
titani um di oxi de, bariumsulfate and/or iron oxide. 16

The fornms of adm nistration produced fromthe pellets
according to the invention, such as those nentioned
herein, e.g. tablets or capsu“%s, preferably contain

the active ingredient(s) in an amount of 25 to 200 ny

Dhe fogins W€ admipiedition prquacedfiom thopeheof accardimgtioshe averion, such
i.e. in anpunts of e.g. 25 ng, 30 ng, 50 ng, 60 ng, 80

B0thoSOmBBiont @ Bereid¥:g. B8 @psé) pferRSY cHAtaln the henvef
adn1n|strat|on The pel lets accordlng to the invention

ced e n
Hefe Bt astis Y 279 200E by l?ﬁrecﬁfﬁt e, Ghi form of
addj tives, pelleting the n1xture |n a ner
pipinéstralioRy i Gpin ASARHITS Ol S5 dnag A Pera G mg %Hﬂge?%mg: 100
with a coating, 10 which nmay be a varni sh coating
megs | 80 mgtor 200 gesspeariuaitjfoine ef adineispaeiuct i on of |iquid
dosage forns, such as solutions, enulsions and

suspensions, is known from anal ogous fornul ati ons.
Sol utions nentioned here according to the relevant

ib PR ity %‘*‘s}? %ﬁ”sf""%&i’%ﬁ’ﬁo%?éé oif b attbSpne of aid

partlcles <.1 nm IIO|d erse soluhlons ar.e
qtqv@.legrgéﬂgméh%mww Fprav@ ag fives jpellengdhe mixtupgip a
- 1 gm Additives for liquid forns of adm ni strati on,
sunherdnowalpet soarsl opgiosalknpramidpe the ecsultimgpeptte swtbeq cngtmg,
sol ubi l'i zers such as al cohols, preferably ethano

stidhagiypbd szJfrﬂ%mo&ﬁ{% refiStafittto gétHE PEeéd.y buil ders such
as cellul oses and cell ul ose derivatives |ike HPM

pol yvi nyl conpounds such as pol yvi nyl al cohol s,
pol yvi nyl pyrrol i dones and pol yvi nyl acetate.

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 um.

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
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pht hal at es; pol yet hyl ene gl ycols and pol yet hyl ene

oxi des; pol ysaccharides such as pol ydextrose;
nmucoadhesi ves such as carrageenan and chitosan;
silicates; alginates such 17 as alginic acid and

sodi um al gi nate; and preservatives. Those skilled in
the art can easily use and dptimize these substances
in the necessary concentrations and conpositions.
:ﬁwlgiﬂ'ﬁ aofd ad soditbhaalginate; ed flelériativeri Gheseokilledgathe art can

sucrose, as well as taste correctors. 5 Exanples
&Ellf o&f aﬁlﬁroz)@inﬁi’é(ﬂhkéeasrulﬁstm §2ihe S cRbarpdehdehi@Forfs Qhd
sions are as | ows surfactants such as anionic

SRoB B agiop affa”GuReiaAan ST GRoraiiy Ok sugrgse, as el

surfactants known per se; higher fatty alcohols such
asdagte cireciré.ohol and stearyl al cohol; partial fatty
acid esters of polyhydric alcohols, 10 such as

et hyl ene nonostearate; partial fatty acid esters of
sorbitan (0.01-15% based on the total weight of the

fl?:{rfgﬁile@&f' ﬁ@i)erre@ a&lllwrshbit%beﬁgﬂéﬁme@tf& er@kibhhrefag €dlbows:
esters of pol yoxyethylene sorbitan (0.1-15%

DA o S e R B e

SOr y acid ester
cer ol fatty acid esters S ch as r ogo

mac
usp arabica patipniceang nodrigpis SB\‘ gy k] Ry Sgn@gwr fgtty alcohols
(0.5-10% based on the 15 total weight of the
fuzhrm ety alndhol find stgaryl aloblull; pertind fattyodcigestsrs vf pelbilyy dsisealcohols,
e.g. pol yoxyethyl ene stearyl et her (0.5-25% based on

58 ab eitlenvidilobteatet PartibDRafy héillicotd)s; of saritah &0.0Y-18%, Based on
esters of polyglycerol, e.g. polyglycerol ol eate.

h’l%qf{)t%h\‘vgl ghtsoipt % %cﬁ‘ﬁtru?éillon ,%,go b u?? AIIRbAhLGE, ?artlal fatty a01d esters of

suspensi’o actants are preferred
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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di spersants. The concentrations used are known to

those skilled in the art from 20 anal ogous

applications. Preferred exanples of rectal products

are suspensi on suppositories and dissol ving
suppositories. Their production is known per se. Thus

the suppository mass is 18 pP%ferany prepared usi ng
cacao butter and derivates thereof as triglycerides;
prafedatlp prepaed aisingscacanimter ehd deaivdtes thegdof @e triglpeeriaes; hard fats
saturated fatty acids, |ike those of coconut fat or

Rh s kgnpe ldif #id: mg@eeﬂws RF st @lattidl fBityE ST8Q BiRE hose 6P c@Dnut fat or
pol yet hyl ene glycél's and gl yceryl gelatln Waxes,

g@rr}lt l?erllllletl err a(?nr !%tle}- leg)éoxggﬁu c{s%[lche a)ée(?hylgr?ein%lpfolyérﬁfjglyceryl

viscosity ers |I|zer e "‘enmu
such as IeC|th|n The, rectal products are ced, by
eelatin aWakeig benranitqsifg pilispp exdes Jorframple 31 Haééssg%%ty
known per se. The Exanples which follom1|IIustrate

binéders\Gotobibrers aveanpilefidrs (RrhegsdecthimnTlef renfat podiictedre produced
i ndonet haci n and acenetaci n) Coarse indonethacin and

iR G\ mePRtd) pRiceiea bR bKih c@%@d&ow se. The Examples
ﬁfcronlzed 10%L%r1the Chglspﬁ%@?et M I 300KX-TD P

SBRﬁG@ﬁ&&xﬁ&ﬁglNLQBR@Mﬂﬁlnaz'one SA according to the

W ng gri |ng principle: The partlcles of

ri ndi ng naterlal e. caused to coll MAth one
Rrampls o(Prepaiion st apicronizeA dndpmsiie FORAEY) means
of lateral nozzles (supply pressure 6.0 bar; working
Poase indemé¢taciaand ancmztaenalm@l? ef plrsmpceutiTilegrage, Mgrangicronized
material is separated into fine and coarse material by
Gahtthd ChgedroBgdtiNil MU53 00K TIDgpparingy fréth Misrad MaucinazigreSA
t hrough the central outlet and the coarse material is

Q%Ml{ﬂ%ﬁ)etg ff&“(;vhg gHH&ﬂnE phhmB@S Tﬁé baxﬁ@l%g BPgnﬁcleg material are

requl egree conmnt nut | on.

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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powder obtained had the particle size distribution
shown in Table 1: Table 1 20 Cunul ative distribution
Particle size (m| (% 99 20.5 19 95 15.0 90 12.3
85 10.5 80 9.0 70 7.1 50 3.87 10 0.9 Exanple 2
(Production of a tablet) The m cronized acenetacin or
i ndonmet hacin prepared in Exalf e 1, 4 tinmes the anount
of nodified |actose (spray-dried for direct tableting)
and 0. 3% by we9gyght of thaumatin 5 [H@sed on theg total
conposition) fare passed through a 0.8 nm si eve |and
then m xed. [Ogg5% Dy wei ght of rragp Ssium stearfate is
added and m xj ng i s then repeated, e resulti ng

pul ver ul ent né\u.cio“.en CORPF ed—to—tablets on a
rotary press. 5tExan'pl e 3 (Product EQ? of granul €s)

80 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 (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 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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10 The m croni zed acenetaci n or indonethacin prepared
in Exanple 1 is mxed with 15% of citric acid and
74. 6% of sodium sul fate (based in each case on the
total weight of the granules). The col ourant (0.075%
by wei ght, based on the total_conposition) is
di ssolved in three tines the Zhount of water, and
macrogol gl ycerol hydroxystearate (1.5% by weight,
mdged ioaddddao hdiiave wifgnasnsisteningiasd diessitweds than grafiulated
times the amount of 15 ethanol. The above-nenti oned
OB QR 0 Riil! Thé ToiR igfdn@RE drevirteld fhghpRéh2NutLat 50°C
sol Ution, and thée aqueous col ourant solution is then
dded. Sufficient A:1 eth I , ' ' .
FHEE ¢ 5 AT ol oafi faPhRbal Sa B Eaiseg phiPueh asieve of
then granulated through a sieve (2.0 nmm). The noi st
pesthtize50anm®. dried for approx. 2 hours at 50C down to
a loss on drying of |less than 0.3% by wei ght, and then
passed through a sieve of nesh size 1.0 mm 5 Exanple
4 (Pulverulent m xture for hard gelatin capsul és) The
Pk&hPIRI4Z e@uiie@iBhtdfixiure for HAEPpRAHRGIpSulBS)epar ed in
anple | is mxed with |actose (28b mesh, 17% by

Caht _ N e .
{5 ko PE RS st G A SRR AR Ele R Gl
conposi tion). After the additian of 2% by 10 weight of
lastoke €290 e} v greiclyr bavad e e teL Smpasitem) ad Bringigted

the total conposition) and 0.35% by weight of silicon
bictoge €55, % &y exkight, based puthe towbeqrapdsitiam) Aftehte addition of 2% by
pul verulent mxture is filled into hard gelatin

GRRAUbESIC BRI b wridHPoOidghdshiin karaRi{bsed bn 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)

Polyvinylpyrrolidone (1% by weight, based on the total 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 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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15 Pol yvi nyl pyrrolidone (1% by wei ght, based on the
total conposition) is dissolved in 70 tines the
amount of ethanol. The nmicronized acenetacin or
i ndonet hacin prepared in Exanple 1 is mxed with
| act ose (46% by wei ght, based on the total
conposition), 0.2% by wei ght2lof neohesperidin and
0.2% by wei ght of thaumatin, and the mxture is
gehtibfrhaghewiutstédirate €bdsad oh i tptal yorhpositon) aod fiddre mixing, the
solution and then dried at 40C 20 down to a residua
oGt by wei ght
B g e ey b P Y 27756 by
wei ght of wheat starch and 1.5% by wei ght of stearic
acid are added to these granules and the whole is
m xed. After the addition of 1% by 21 weight of
buntPsedustian of ppeleriesantipled ot al conposition)
and further mxing, the total conposition is
¢ The effewvdsdeot subblantes 3215%aby etmhyofanbydroukrimphad 6% by weight
(Production of an effervescent tablet) 5 (a) The

giEeiveRs %Q§e cﬁﬂtlﬁé tt(?tgl(:&)mp%gltlgl’@ by 498bp Weight ofSIMMER ‘H&'&ro gen

C|tr|c acid (% by weight baseéd in each case on the

b qg%g/(i b§/ Ig\{%p%l’t of’L l]actA(') IQI\GPVY% g{lé 6> §%%§%&gﬂt®f%1%§8pand

gse
6. 5% by wei ght of sorbltol and neohesperidin DC
Bsphﬁmeglﬁtr) DCE0&9s by WrkghinP-6t by wsight pp%n@g@@/j gﬁ’y weight
wei ght of saccharin sodiumare charged into the
of saectasinaodmndarechanged @ity thei gradilatyiedridantihdtelyr mingd. Yellow-
(0.02% by weight) is dissolved in 3 tines the anount

efan@@((ﬁojz%tby%ht) Ralissvived iy tifnek temeounfofdateyat 50°C.
\NEI ght) is dissolved in approx. 5 tinmes the anount of

&ﬁx‘}'gb?)gﬁlhgoxﬂ']@h y%ve!{%ﬂ#s% leQél‘E v ll%)? r5tt1 sxthy bfount of

I'S " NDI ano IC SO 1 on.
(ég A an "F a%tolv(e) r;neln%logeddd puqvergims td m?xtture 1S r%us?enm@ w1§1 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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~ethanol (96% is added until uniform nmoistening is

achi eved, and the mxture is then 15 granul ated
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 1.25 mm sieve. (b) Sodium
hydr ogen car bonat e, si | i coni z&4d: Sodi um hydr ogen
carbonate (1.3% by weight, based on the total
conposition) is placed in a wet m xer. Wth constant
stirring, 20 the appropriate anmount (0.005% based on

?c Tht effévesRRP@Blet: ITHRab&Ve-&dstiib@NGrecaitistdr® 8B sedidt febiion (a)], the
3% is slowy added to this dry substance. Stirring

i,s.continued. for. L ' Lt pre

¢k R 5Bz L und By BB B B Mo, M Bl
sieve. 22 (c) The %ffervescent ablet: The .
advedda Sxpmpled 050 b st bgia%@maq%%afss QBthoietal gpmposition)
the above-described siliconized sodi um hydrogen

amt b8Maiyewighicdfi sodiufrbhydrogdnecapgminkiet 3.1%qdyodeighiofipolyethylene
Exanple 3 (20.6% by wei ght, based in each case on the

%19&@1'6000 RO 31505 BY weizh@ BflletnoBNaRPunivel £BmiRéd £RAH Withutes in a
ydrogen carbonate, 3.1% by wei ght of pol yethyl ene

%h%(éé%l tyrglgﬁrg% ﬁirll)gerl T'i_’l%/%m/shw h%h{egé Féérﬁpﬁﬁ%e :t@g%k&gnﬁﬁﬁets on

mnutes 1n a sul ng m xer.

The finished mxture is conpressed to effervescent

f EHPRICSS 4t @ axBpyp el eslaumydity Oﬁg%’ﬁﬂﬁwaY Al ive

hum dity of 25% and at 20C. 10 Exanple 7 (Production

of an effervescent powder) (a) The effervescent
substance: 32.5% by wei ght of anhydrous citric acid (%

Byanifle ght (Pré@&€dn bhak aftrveszes povdet)e t ot al
conposition), 11.4% by wei ght of sodi um hydrogen

EHTAS Eg%%f%ﬁtt stcetBh B bP el ghE bRy BRALBXAL A (% 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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neohesperidin DC (0.3% by weight), thaumatin (0.3% by
wei ght), 0.6% by wei ght of 15 aspartane and 0. 12% by

wei ght of saccharin sodiumare charged into the

granul ator and intimtely m xed. Yellow orange (0.02%
by weight) is dissolved in 3 tines the anount of

wat er at 50C. Pol yvi nyl pyrrol33done (0.4% by weight) is
di ssolved in approx. 5 tines the amount of 96%

@) Badion hythegealaenatensiliconéztdpiddiemtydnigenicatbanae (53% by
noi stened with this ethanolic solution. The col ourant

§'91|§H€ bR dion tREERA coipeatiath)ak plaaéd R wEdRixer OWHAIdoR&tANt stirring,

hanol d(%od is added until uniformnoistening is
t .
¢ 'ﬁ%ﬁws Aubl Gy Bt Moo g A SpRBYBLESE MR R toam

a_loss on dr of 0.3% by wei ght, and
‘f{ﬂ%‘é'@a (%%@bﬁgsﬂ-pvglly fdggy Tl?tfﬁ@ldéx/ éubs@ogce (:E)t}mggéq m%tmuecl1 for about 30

hydr ogen carbonate, siliconized: Sodi um hydrogen
maribesreat] éhe mlﬂ%ebythewelmgthpn tlops & 560 andéh passed dirough a 0.7 mm
conposition) is placed in a wet m xer. Wth constant
s§tvg ring, the appropriate amount (0.005% based on

the total conposition) of silicone antifoam enulsion
(33% is slowy added to this dry substance. Stirring

is continued for about 30 5 mnutes and the m xture is

écs] Eugs%re(l@? e%@%eéﬁéw&ffﬁq%ggg H{:sc&gg\g ervg% rrllt s%bs(,)tance section

above-descri bed effervescent substance [section ( )J]
(e thetabore-desstibebsiti canitddsodiune by droghinsartopdied seotion (b)], the
carbonate [section (b)], the 10 pellets produced in

FARMIr8dkeld 20 ER4mPlY 3\/@0@% by haiphd baseddachclca@se ofthet tbal
total conposition) and 1.8% by wei ght of sodium

El?{-gﬁ fh) GAE PROAh hit 0’2 G &B arbg@ley 81BY b ORIght of
F 8)00 and }e%v%%yov\é)l i] %eém?rr} fl éc%//ourl n% alrge ©
polyetgylene glygol 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 production of an effervescent tablet, and analogously
to Example 7 for the production of effervescent powder, effervescent tablets and
effervescent powder can be produced witﬁ the compositions indicated in Table 2 using
micronized acemetacin. The indicated amount of acemetacin can be changed to the

corresponding amount of indomethacin.



mnutes in a suitable tunbling m xer.
m xture i s packaged as a single dose

powder, e.g. in a sachet,

hum dity of 25% and at

The fin
of effe

i shed
rvescent

at a maximumrel ati ve
15 20C. Exanple 8 (Production

of effervescent tablets and effervescent powder)

Anal ogously to Exanple 6 for 22l
ef fervescent tabl et

and anal ogously
Thde pr oducti on of effervescent powder,

efferv

e production of an
to Exanple 7 for

escent

tabl ets and 20 effervescent powder can be produced
With the conpositions indicated in Table 2 using

m croni zed acenet aci n.

The i ndi cat ed anpunt of

emetacin——canbe-changed—to the or1 o g Uit
of in hacin. 24 Table 2 FornuF%?Pgﬁﬂﬁﬂgorﬁ%péﬂﬁgﬁz
2 (mg) (no) tacin (active |jngredient) p60.00
60.00 Auxiliary su es: Citr|dngcid, anhy@ﬁ‘@us
1156.00 1156.00 Sodi um hydr car bonate 470. 34
Aéemddcin fadive imgediéat) e 500. 00 500( 6@0O0 Al pha- | p60.0G e
1H20 642. 30 642.30 Sorbitol 212.p0 212.00
XEI W Qe@RGes8> E 110 1.20 1.20
Citric acid, anhydrous 1156.00 1156.00
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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Macr ogol gl ycerol hydroxystearate 10.00 10.00

Pol yvi done 14.00 14.00 Neohesperidin DC, E 959 10.00

-.- Thaumatin, E 957 -.- 10.00 Aspartanme 20.00 20.00
Saccharin sodium4.00 4.00 Lenon flavouring, Evogran,
301686, Synrise 50.00 50.00 Polyethylene glycol 6000

100. 00 100.00 Silicone antif®am enui sion 0.16 0.16
Exanpl e 9 (Production of suppositories) 25 The hard

Thd Bartlifate Péicdpstl/ W3 X (56.22papta)y arsl) WatapsoWEt 788 815 YEbyr Seight) are
(38.5% by weight) are nelted at 55C, with stirring.
fﬁ%h&f&t%b@l wﬁh SRR, (@t(%té&ﬁrltaﬁ‘)ohbls(ﬂmsyfﬁ'th&ﬂm@&ed7§@5°c and

ad n1xe ege artis to the above nel Acenet aci n

n acin cr oni rdin 8
efin)axsg REE st B Il P I e RS %ft*gééfﬁ%f%%?fﬁém@
melt 5 obtained and rinsed with the remaining, nelt,
ageorking ol forammple 1 (2% parts 1HGach sasekis S?r@raégg ISEHe o &6@6“
Suppositories are then filled into printed strips
olstamgd tindrissedpeith thergmaiasigi mejt, aftecwhich theniesiting mextaretis cooled
stirring. The suppositories are subsequently cool ed
{d 40U SupBosifofieshic@RREARIG priveed ﬁfl?ﬂl\bﬁng ﬂlelsﬁgpcﬁ;[tdry casting
the strips are heat-seal ed. 10 Exanple 10 (Production

g{acﬁﬂ IVO 'ﬂ{ Mﬁaﬁ%tﬁ{m% In 1 g% Elg)g)ggltdﬁets Gfe s‘%&é?]r{]le r‘?;ac% led ﬁrstly to

erl l'zatron, mcro enetacin or

repared accordin
Poorr? 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.



10

15

20

Exanple 1 is separately incorporated into 30 tines the
anmount of nediumchain triglycerides by stirring. The
resulting formulation is filled into vials and seal ed.
Al'l  operations are carried out under aseptic
conditions. 15 26 Cdains 1. Pharmaceutically
ef fective conposition or phaﬁ%%ceutical form of
adm ni stration containing at | east one of the active
Chimedi ents i ndonet hacin and 5 acenetacin and
optionally other additives, characterized in that this
conposition contains the active ingredient or a

m xture of these active ingredients in mcronized

orm 2. Ry . (gt im.1.
Lier s OReRY ¢RQPE Rah oD & iyPillelyeat fop of

i ngredient or mxture of m_croni,zed active, ingr dLentS
HERIN}SEAROTLEANIAIADG abieastang ob HieAsty o Elrdisn indemgihaeigan
neans, preferably by dry grinding, jet mlling or wet
greineticinggndj optionallyt other duditivgs,phatacterikal inythy ks epmedsitiGn
Conposition according to Claiml or 2, characterized
édhtdiRdthe Ia_&tixfeqﬂ%@uréﬁt SNEmbRuR Gl ith8e hitBleafkrediehS )in hilcr8nized
m xture with at | east one flavonoid derivative or a
@g&ypeptide or a mxture of such conpounds. 4.

mposition according to one of Clains 1-3,

characterized in that it is in the formof (i)
tablets, preferably peroral tablets, chew ng tablets,
oral tablets (sucking 20 tablets, sublingual tablets,
BuccaComppdivosaccophingtat Claanh 1t etiarastesized|insthal the mycronized active
tabl ets or
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 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
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effervescent tablets; (ii) capsules, preferably hard
gelatin capsules or soft gelatin capsules; (iii) a
liquid dosage form preferably a solution, enulsion or
suspension; (iv) rectal products, preferably a
suppository and particularly preferably a suspension
27 suppository or dissolvin '@uppository, or rectal
capsul es; or (v) preparations for parentera

suppbsitosy padissolying sefpesiadrdyyor rettabrapsded; ar (\Qrpreparations for
subcut aneous adm nistration. 5. Conposition according
p&eBial MmiHisaflBn, réferabiAiaamasdule r sibcubdbodsi@ntinistration.
m croni zed active 'ingredient has a particle size
distribution in the range below 100 m (mcronetre).

6. Conposition according to one of Clains 1-5,
characterized in that at |east. 90% by vol unge, of the
act i vEOMpEYIEeR agrording b e Glaims 1-besdipragissized, in it the

of the active 10 ingredient and particularly
miebeivebhofivatindredient HA8 ¥pbsticlendizendistobutidreingb¢ range below 100 pm
ingredient has a nean particle size distribution
Relchedr)m (M cron) and preferably below 21 m and
the lower Iimt of the particle size distribution is
about 0.1 m(mcron), the active ingredient in

m croni zed form preferably being in the form of

mcrocrystals. 15 7. Conposj tion according to. one o o
B3 ai nbompasiighaseedias Rl Ghe IR St TSRzt g least 90%
vol une of the active ingredient and preferably at

by ssluneGfitheyachiok ingrediénts prefesaltly etdeast Aftoc)i edump gEthg active
nmean particle size distribution below 10 m (m cron)
afpeedre hed pirtivulallg pefer8blat Bast 98REDLY Ovmel dfilid actite tigedient

particle size distribution is about 0.1 m(mcron).
% a mean particle size distribution below 25 pm (micron) and preferably below 21 pm,

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

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 um

(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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8. Conposition according to one of Cains 1-5,
characterized in that at |east 30% by volune of the
active ingredient and preferably at |east 50% by
vol une of the active 28 ingredient has a nean
particle size distribution below 5 m (mcron) and the
lower Iimt of the particle 2§ ze distribution is
about 1 m(mcron). 9. Conposition according to one of
dgeeidient has3s melapatitle size distiibutiondieloavh® pfl @viorom) dnd the lower limit
derivatives are selected fromthe group conprising
&ihat pAReR s%dilﬁhbﬂtﬂfrpi@ hBbRaNGS (Akgon)ar € gl ycosi des and
conbl nati ons and conpl exes prepared therefron1 said
flavonoid derivatives preferably being chal cones and
dlhydrochalcones and gl ycosi des derived therefrom

e. chal cgone egCOS|des and._di hydr ochal caone
%I y co’sPagesitigmacegrding inensi af ((dsmedebreapmagtetizedangdhsh e flavonoid
characterized in that the flavonoid derivatives are
delvatvescré saent¢chrogrtbelgroop epmpssing chaconegiand dibgtimohdgones and
hesperetin di hydrochal cone gl ucoside and, in

A8ty cesided andtEERNk dﬂlmc&hﬁlyﬁb’%@éﬁke@%@fefr&ﬁl said flavonoid

Cbnp05|t|on according to one of ainms 1-10

&!}Rfaﬁ%s n éfa%l)% ?ell;\}%@l]ialé &s de &H&drpéfgdécreogg 81 nél{%fsadeggerwed

ngred nol d comnmpoun

0: pref r fram2:1 to 50 and es |aIIy from
cietipgh 1.6, Shaltant elyRoTi %éé‘éhyéirochéﬁﬂ%%%‘ﬁ?

dlhydrochalcone is especially about 6:
Conposition according to one of O ains 1-8,
characterized in that the 20 ol i gopepti des and

0] ype@mPSQﬁoxamoetﬂﬁg watlaie 9, éhaedcenized irethdi the Plavoiesd
derived fromL- aspartic aC|d and di peptide esters

H&Vahods da[ré 9&%&3 c?ﬁ&%rthé E ALRE RLARES cﬁ‘e{lgox{i' REPLiHR

esters derive on| ¢ acid;
g‘ 'h?&‘r% Illaqceosheagrftgcogfdg %Rctl I1n p tu aF %ed esperlcfj in 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 methy] ester,
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fromlysine, preferably L-aspartyl-D- al ani ne,
L-aspartyl - L- phenyl al ani ne nethyl ester, 29

L-aspartyl - L- net hi oni ne net hyl ester,

N- phenyl acetyl gl ycyl | ysi ne and N-

acetyl phenyl al anyl | ysi ne. 13._Conposition according to
one of Cains 1-8, characteriZed in that the 5

ol i gopepti des and pol ypepti des as well as pol ypeptides
blasprtyddl.-ethionincompeihyl esdraNipheaylacetylglygplypsineded N-

m xtures having a nol ecul ar wei ght of between 5 and

A 1shnylapingilpsia®l y  brazzein, curculin, mabinlin,

m racul i n, m)nel lin, pentadin and t haunatin. 14.
Conposi tion accordlng to one of Clainms 1-13,
characterized in that the weight 10 ratio of active

ingredient to olig petldes nd/ or peptides ra
13.om &omposijon seserdihe by ereeh Plylelr%rﬁ%g%ft s doma
especially from1l:1 to 20: 1 and in the case of

oligapeptides and pplypeptices by wahes polgpaptides obtaimep Geoint fropical plants and
according to one of Clains 1-14, characterized in that

b@peptide GRS Hav g abledhlASweighi oftbetvieefs dnda00N®ad preferably
and pol ypeptide in a mxing ratio

{)Jﬁ?ﬁlje?rg%lup%lﬂf]' H Hh 1r9&€ llﬁ oﬁakff ﬁntaﬂ Jrﬁrtﬁﬁlrﬂatﬁ‘; 2:-1

par prefera I'n the range o
1:1. 16. Corrp05|t| on accordl ng to one of Cains 1, 2
and 6-15 in the formof an 20 effervescent tablet,
characterized in that it consists of nqula) active
L4gr eGomposifpaacdosding snenefrilaigns: hé3.ehareetisrizedingbatitheweight
ingredient, the latter being (b) in a mxture with at
tgidSf activieinfledicnnt cligdpéptidas andoogol gpepttissrapgidsdeonol 0 to
m xture of such conpounds, (c) an effervescent

$60°% g;ﬁ@fé?ab%pﬂéfnsi b 091601 3hd LSRShIPEENSE: ) k&80 Z8M in the case of

i norgani ¢ carbonate

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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30 conpound or bicarbonate conpound, preferably
siliconized sodi um hydrogen carbonate and/or

siliconized cal cium carbonate, and an organi c acid,
preferably citric acid, and optionally (d) other
additives. 5 17. Conposition according to C aim 16,
characterized in that the addi®ives which may be

present are selected fromthe group conprising

evepivad er icashonbteebimposurt) prefermblyssilidonized sedidmdgidtagen carbonate
t hereof, polyols, natural and synthetically prepared

Sl QM doRBRd calcRAHE180REE RS an SthahRGLRIN bfeferaBly Qitfiaatig, and
fillers and binders. 18. Conposition accordlng to one

7 acterized in that it contains 10
%%Kﬁkﬁ%gﬁ ém%aggﬁ$' flavonoi d derivative and
thaumatin as the pol ypeptide, or a mxture of these
compounds. 19. Conposition according to one of C ains
1-18, characterized in that it is in the form of
bel | e€emansiti¢mpccohdisg tp€laimtl§, daractiredin thatabe addibvesfwhich
the active ingredients 15 i ndonethacin and acenetacin

Rlay Be PBrestitlafe $dM@i@Pfroh Rhdg160p BbrapHsih®EWeteeek, synthetlc sugar
addltlonally a binder and a | oadi ng agent, and

O LB T B oo
I
B SPESh SFo Aee of o ©

_ characterlzed in that the pellets have an apparent

i®&nsi Comppsition agtonding tmeneaafdlpinmst let Aishgraferizedsinghag it contains
g/cnB, and their dianmeter ranges fromO0.2 to 1.8 nun.
Bdohesperidin as the flavonoid derivative and thaumatin as the polypeptide, or a mixture

of these compounds.

19.  Composition according to one of Claims 1-18, characterized in that it is in 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 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.

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

ranges from 0.2 to 1.8 mm.
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21. Conposition according to Claim 19, characterized

in that the pellets contain about 0.1-80% by wei ght

of active ingredient and preferably about 20-95% by

wei ght and particularly preferably about 40-80% by

wei ght of | oading agent, as well as binder, col ourant

and aci di fying agent ad 100%301y weight. 5 22. The

forms of adm nistration produced fromthe pellets

2 cor domgosigonaeonding © Glains 193shatactepized ay thid the pelbdte¢mtain

or capsul es, containing the active ingredient(s) in an

RO -5 Bf w%h& of 2 eNBigredieMGint peefbABIyaHo8NL0-PB% by weight
a

unit formo mnistration and preferably in anmounts

. o s
SRty e 07 BofB a0 38y SR todfind Hucot M fElh s binder,
23. Process, for the preparation of the conposition
slewpetiang acidifyme %Fn@daf g0 By $9ight.char acteri zed in
that, prior to production of the form of
adm nistration, the active ingredient(s) is (are)

m croni zed by nmechani cal neans, after which the form

2f. 15TReifSrik SF hdhinXiration proddedeflot Shd el feBeactbrain@itb a6 of
active ingredient(s). 24. The active ingredients

CBIBETEACH Ay OSIEL S M ARG it

trves,

suitabl e for t reparation of a conpesition .. .
et 23 15 Wehbr St radon PeERa ematadminisation and
that they are in a mcronized formobtai ned by 20

pustanahly ondmeninel 28mg, 3EmgChpastd ngn8dimee P imeg 1§@mg, 180 mg
Claim 24, characterized in that the active ingredients

& X0i g pecumnfoaadf homimistratianm xture with at | east one

flavonoi d derivative or a

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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pol ypeptide or a m xture of such conpounds. 5 26. Use

of the conposition according to Claim?24 or 25 for the
production of a form of adm nistration for the

medi ci nal treatnment of chronic and acute pain

conditions, inflanmations and fever, especially

chronic polyarthritis, degenéﬁ%tive j oi nt di seases,
especially of the large joints and the spinal col um,
Becht Eompbsitich seasting tpollajm 2# ndhasactenized in thettte a¢torsngredients
the joints, nuscles and tendons, tendovaginitis,

S hidronizd@fdriRadRixane withRe IdakiCdnd|flaveRsad Yerivative or a
i nflammati ons (thronmbophlebitis). 27. Use of the

i}@gﬁ%ﬁ[ﬁlbpg@g@gg@ﬁg&%g&mf Caims 1-25 for the

ronrc a acute pain conditions,
i nfl ammati ons and fever, especially chronic
polyarthritis, degenerative joint diseases, especially
of the large joints and the spinal 15 col um,
Becht Useof the dompasiton apsatding tof Claimmad or Y5 éwril piodngionfof a form
the joints, nuscles and tendons, tendovaginitis,
BlddshihistratidrHEP @&OmedifingMpRkrhéntioflhréaitaing abitk lpaiivhilieidss,

(t hronbophl ebitis).
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).

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).



