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: \./ T Another aspect of the subject invention is unit dosage forms of oompos|t|ons of the subject invention dis-

closed hereinabove. Compositions which are solid at room temperature can be reduced to a particulate form
by conventional means such as by grinding, cutting or chopping, or by cooling a spray of liquid composition to
form solid particles. Such particulate solids can befilled into hard gelatin capsule shells by conventional means.

45  In addition, such compositions may be filled as hot liquids into hard gelatin capsule shells followed by cooling -
to allow the contents to solidify.

Preferred unit dosage forms of the subject invention are soft gelatm capsules or sealed hard gelatm cap-
sules containing liquid or solidified compositions of the subject invention as disclosed hereinabove. The soft
gelatin capsules are made by conventional means by filling liquid compositions of the subject invention into

50  soft gelatin capsule shells. This can be done with the composition at room temperature if it s a liquid thereat,
or by heating the composition above its melting temperature to produce a liquid, and filling such liquid into soft
gelatin capsule shells. In a similar manner, sealed hard gelatin capsules contining liquid or solidified compo-
sitions of the subject invention can be made by conventional means.

Claims

1. A composition characterized in that it consists essentially of 1-[3.5-bis(1.1-dimethylethyI)—4—hydr6xyphe-
nyl}-5-hexyn-1-one (tebufelone) at a concentration of a least 15%, preferably from 15% to 30, and the bal-
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subject invéntion is unit dosage forms of conpositions of the subject

i nventi ow di s- cl osed herei nabove. Conpositions which are solid at room-
temperature can be reduced $98ReneBirti cul ate form by¥leoRventional neans such
as by grinding, cutting or r1gexyIngs castoyyotlool ing a.epray of |iquid '
conposition to formsolid ' SyasSUCh parti cul solids can befilled
Into hard gelatin capsule g@.@ﬁa@eggmz nvent i onal maaéaéraig. 45 In addition,
such conffositions may be fi¢apéex 39 r@t) liquids I ntc®h8rd gelatin capsule
shbs fol |l owed by cooling tebufdiloney t he contents tolgol idify. Preferred

uni T dosage fornms of the sulbj ect invention are soft gelatin capsul es or
seal ed hard tin cap- sules containing liquid or solidified conpositions
of the sybj Ex rJ'(ileéention as discl osed herei nabove. The soft gelatin
capsul es are made by conventional neans by filling |iquid conpositions of
the subject invention into Tmpgneht 9el atin capsul e!§h2| |'s. This can be
done with the conposition at agp,qnat&gﬁé@ature i f itgé@ a liquid thereat, or
by heating the conposition above it | ting tenperdt'dre to produce a
liquid, and filling such |idgbefelpne soft gelatin clb®ule shells. In a
siglar manner, sealed hard gelatin capsules confining liquid or solidified
coio- siti grampd7 t he subj ect invention can be nmade by conventional neans.-
55 Clainms 1. A conposition characterized in that it consists essentially of
1-[3,5-bis(1, 1-dinethylet hyb%@%gﬁdroxyphe- nyl ] - 5- hexyn- 1- one (tebuf el one)
at a con®entration of a IeaB o . preferabl yfrom 15% 30, and the bal--

olysorbhte 81 27.4
Captex 300(8> 546
Tebufelone 5 18.0
© .
. : Another aspect of the subject invention is unit dosage forms of compositions of the subject invention dis-

closed hereinabove. Compositions which are solid at room temperature can be reduced to a particulate form
by conventional means such as by grinding, cutting or chopping, or by cooling a spray of liquid compossition to
form solid particles. Such particulate solids can be filled into hard gelatin capsule shslls by conventional means.

45 In addition, such compositions may be filled as hot liquids into hard gelatin capsule shells followed by cooling
to allow the contents to solidify. ,

Preferred unit dosage forms of the subject invention are soft gelatin capsules or sealed hard gelatin cap-
sules containing liquid or solidified compositions of the subject invention as disclosed hereinabove. The soft
gelatin capsules are made by conventional means by filling liquid compositions of the subject invention into

50 soft gelatin capsule shells. This can be done with the composition at room temperature if it is a liquid thereat,
or by heating the composition above its melting temperature to produce a fiquid, and filling such liquid into soft
gelatin capsule shells. In a similar manner, sealed hard gelatin capsules contining liquid or solidified compo-
sitions of the subject invention can be made by conventional means.

55
Claims

1. A composition characterized in that it consists essentially of 1-[3,5-bis(1,1-dimethylethyi)-4-hydroxyphe-
nyl]-5-hexyn-1-one (tebufelone) at a concentration of aleast 15%, preferably from 15% to 30, and the bal-
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5 EP0431659B1*C- L M S ance phar maceuti cal |

vehicle, the conposition having the qP(S‘I‘PbGﬁ9ﬁd properties. mmﬂtmnmnl Iﬂll “ Illl
honogeneous liquid at 37[err]C, (2) providing solublization &f %teldufél ofie * -
at a | evel of atcelebanackuticylyratceptabl@vehiclke{Ghe imp@BrhavingXhe fllaivirig properties:  ( 3)
provi di ng sol ubi(flibeiag a bomagéne@ ligaid aB7°Cebuf el one in 500 nL of sinulated

i ntestinal fl ui d2lirrevidingrsqinbilizationnf tebufelone at levelefiat legstt. Pélﬂﬂgau iCetndr abl y
consi st i fg esserid)rgvidipg elubllization ¢f28 mo af febufsionerin,50Q il of simulsted fniestingl fluis in § misutee-
hi cl e havi ng t her g | ovm ng properties:; (a) bei n% a_honogeneous |iquid at
37[err] G, 10 thevemc' rositg.p @Hwnﬂwsaem@w fagia o XU eSS, the b
di spersion in "'" ‘@'Pq Sﬁ centrations of 10% or |ess; the
vehlcle ddltlogh sth gthefollovvlng propertles (d) being

soluble in isopr Q§.ri " L° r[O]: vﬁe IQ @sor | ess, and
(e) . being sol ubl.&, || Qi aw oncen ati ons of 1% or
l ess. 15 2. qd) b;ell ! p t, %solrl(e gl;dant is selected

from pol ysor batg atzBQ: x@,mﬁ,n oxaner 183,
pol oxanegs 184 IgG glyceryl tr| ol eate, and pol yoxyI 35 castor oil, and

m xt ur es - t h@r ediie colpositidine Ctanpwhedrdin (ha swfactait &si saiaaed\ﬂoarpelysorbhteeo,spulyéomtemtpoi S
sel ect ed from bR pa2l pabaxarher 1188, Bdoxaher(e4. PEG-23 Slygphy tidea, and polybytdseastd©d Fnd
pol oxanmer 183, mk@@dherHobxaner 184, from 25%to 75% pol yoxyI 35 castor oil

‘apgmfrognZg%) 75% pol o %lg ﬁendfroml% ;fl g
o r%m;gg ?éh jmjlé ﬁ@‘fEﬁ éﬁaﬁ&@ﬁ ?gm'

tri? glycerldeogar X ureo cerlde avr e alns Bf°

to 10 carbon a{oms, st rai ght - chaln satu- rated fatty aC|ds havi ng from6 to
10 car bon awupnFhe caMposhibi stCRIMs1C WherdinthtsBhitlé Hoomirsdsta)ipsbhilicipiviin Ydigtthd frbm Bl 2
to 18 cafbon abipdhde cnaixtiiest tidlyesrideSieiingthtly chains lNFoNBASTOREbb didnsOdtraight@hdibsatl- 4
wher ei n t he vehitetifatty ecdshadgigirom$3e10icaradn ajonafant stalghtthain iinsattibied fatty axidk hqvingtienh | C
30 sol vent2 w8 chbdnsitoms] aad tixtires theraol apr yl i ¢/ capric triglyceride, oleic
acid and linoleic acid. 6. The conposition of Claim 1l consisti ng
essentialjy Sof Thesgfpoitiop ¢f Glabmsdswhersindheyphicls consistsaspaatialy pf fpm 93% to 5% of alipophilic
hydr oxyphenyl ] s%veRtpirR ispelggied WW'&%Q"B“‘G’%QB@ 93T dglincleieaEd i1, from

. 20% 10 25% pol f oy lh& /. ime N
S oert ) BTl AR P G o

essentially of a,Ja—f{o apry ,-(glbggﬁ M,cg y -4 hydroxyp e-
nyl ] - 5- hexyn- 1- one (tebufe one) .at at concentratlon of at least 15%

preferably ¥5 ‘Vo%@np%&ltnon&hdadtdmeedbraﬂhamt@ensmpkuentlawutalselM'l ydimetbybgdhyd) il hydroxyphe-
vehicl e, the coyijfemxintenelfehufairge)tahas cinodniration ofgt igastiStiptefepably 16% Jo 30aindithe halance
honogeneous | i gahaimageutRaljyaceepighle vidicle, the compgsition pnvmthdi’qﬂ'gmmmﬂeiat i on of

t ebuf el one of at(1)beinga hamaggreays liawid &37°CN HCI at 20e[rr and (3) providing
sol ubi | i #at i on. dP Pryiding seiubilipatipnef dabuflane of atiteaet rmg/reffin Q. t@efCi adest i nal
flurd in 5 mi nut@Preyiding gelubllizatig of 209 of fabutelang i S0P My of SHP"@F"QI'"&EF'S?' @W%Fm‘q“ﬁg

essentlally of cerides interesterified wf{ th ne col

such that its g;?ﬁge %’f:g@t:g_ 'Q’t'y lsgng W@t'ag’()?f‘d@g’f’{)ﬁd?% ?*Xff'?;ﬂ W&?XWM"’@? n

the triglyceri &8P P ec13 Wth pol yethyl ene glycol are glyco- |ysed

et hoxyl ated gl Yﬁﬂohﬂ&‘ﬁio@@ﬁtﬂénﬂ@dvh@rxm I%ﬂ&dly%éndbé’lﬂt&r@étéfﬁé&m&fpo@&hféré|g|y¥d?9|%b$w-e

oi I's, pref er ablyyeddiRxyidtédyiyberid6LobtafhBS by paFtiBimPdrbifisiof alfhl VelgbthbldRb, Yrukdrably@htarigly-

gl ycol are gl yesdysiferestéritioawithlonsthyddng Gigdol 416 glycokpded bthEigiatey glixRfides Bbtained by partial
hydrolysis of corn oil with polyethylene glycol 400.

9. Apharmaceutical unit dosage form characterized in that it comprises a composition of any of Claims 1-
8 in a soft gelatin capsule shell.

10. A pharmaceutical unit dosage form charactenzed in that it comprises a composition of any of Claims 1-
8 in a sealed hard gelatin capsule shell. -
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rh

fhydrol ysis-of corn oil* withpol yet hyl ene gl ycol 400. 50 9. A phar maceuti cal .
unit dosage form characterized in t hER043 68Bbri ses a corrﬁ)oﬁm“ﬂnlllllﬁm”ﬁ“l
Claims 1- 8 in a soft gelatin capsule shell. 10. A pharnace

dosage for m phretandpeiicheced in that it conprises a corrp05|t|on of¢ a s
Clainms 1- 8 in a sealed hard gelatin capsule shell. IJ:‘P 0431 659 Bl
111111 111111.1178dvindetdetAiiid Yadderh gekesnzaiphnetaddficsie im wesenﬂlchen aus 1-[3,5-Bis-(1,1-dimethylet-
* c Ls hyl4-hydraxyphEnyli &niresind on {Tehwfelond inchinec Kengeritration xeri wanigetens 1§%| Rrape

i mwesent| i Chemqyggonﬂ5ﬁgusgﬂ98|b§mgmmmerﬁqs phgrmazputisch annehmbares Vehikel ist, und wobei
hyl ) - 4- hydr oxy pliefise m‘!ESQIWE&‘F'th'!e'GPF'%'9@%?&"6#}"9'% ei ner Konzentration von
weni gstens 15% {(Bf | 3125 alne homegenasissipkeit o, best eht | wobel der Rest ein
phar mazeut i sch aff &f“é olyplligiprupg des Iqbufelgrsin Gipsy Mpngg ven wefligsent bmalmtin g, INHG) bel

P
o denaeait oot S%g@ o °’§ﬁaffﬁ%@éﬁ) B e A et SR e s

Menge von weni gﬁﬁgﬁ eniddili reaznacn ai'ﬁ mﬁkﬁ ﬁﬁ@re. bmichvapg rofif rchhalvah Mgkl Shortar)
da3 sie sine S &Jw@.éél. inb AU %Qstéh fg \Yeﬂﬂ 19le! eh&'ﬁ 3
Dar nf | ul sgi gkeléenécnafgng&fge,& ar Unter er gi bt Vehi kel ei n

grenzfl achenaktl yfgagMsbbighe &%@hoﬁg&e@ﬁi&@&iﬂﬁf/on grenzfl I chenaktiven Mtteln
ent hal t oder vorwgm@&&mmw&mngb,gq@mw@gts ei nem sol chen besteht, und
dag das Vehi kel g @garfedindRiasberi 20°C urkidei KonzentEaoHeh (oh10% Bder téruférSine stible DISb%Ps%nes
bei 37C sine homemsetie Flcissigkeit ist; (b) dai es einen HLB-Wert von 9 bis

13 auf weiat; ( cjnddan\dae Vetiikel AldisAiehvotzagswaltaudimbeldis fol§emiae Bigenadhtitanantwaistn 10%
%t/dar unter si b dad eslin lbapropinsibei20tCund bbeilKdezentrafiéhen von 10% oder derantet islict/sh ukte |
zusa¥zlich vorzugaémﬁ@eﬂ mmollm@hﬁlmiéowgmmerﬁh@emha%mdauﬁm@h ist.(d)
daa es in Is épano bet 20C und bei Konzent r§él 0 en v 0% oder. darunter

|

loslich ist; mens;z;:{zg!;gh%%r;::ggn Sxamer %Z'F( ferylg g'mgﬁ"ﬂffh'ﬂ‘
i

bei Konzeftr at
chenaktive Mttel aus Pol ysorbat - 80,

nach. Anspruch 1] 'e‘c'lO s

Pol'ysorbat 2§ zusamdiehsetZtg MY l?nﬁﬁruéﬁ?wobE’Qé%mEhe?aﬁ@ve NI 4% 36084 Poll&Abat 81, 100%
PEG- 25- G ycer Y| ped-gd-@iderylthdbly 9604 PaioxaRe” 183,1960% Poekakeiisie beR bl B¥0Polyoxyl-35-
ausgewAhi% | St . RidnusdWRE BEYR BiS @68 POIGkaMBCIB2AhG LI 00% Bis 25% IPelysofbatso und 75% bis 20%
gr enzf | achenakt Pokaérti82dusgeuanitis0% Pol ysor bat 81, 100%-

_PEG 25-d yceryltriol eat, 100% Pol oxanmer 183, 100% Pol oxamer 184, 25% bis
"75% Pol yoxy!| 8.35Zusgmmensetzung ach He ATeRrighaR|1 Dis 9cwebe] dzs\dehioe) lRushsindipophiss Lasypggmifels
10% bi s 25% Pol Sttt Whee@"wmmimcm@dgmmﬁ%ﬁﬁwev T@B?"W\ﬂﬁﬁ?'ﬁkeﬂ@lﬁngﬁn
Zusanmensgt zung'f ACf 10 Bphleasteifaiomengeragketiigen, gesatigien Fetishuren it fdRR 19 Koljansiofiatornen,

| i pophi | es LGSLﬁ'F gﬁ'éf‘"gé?ﬁ“ tan FetsfuEanaptd2 bﬁﬁ%“ﬂ%ﬁ?ﬁ"?ﬂ“@?’&?&?fnﬁﬁ‘e&a‘@@" 8fA%m

Gem sch von Tri riden mt Fettsaurekettenl angen 35 von 6 bis 10

Kohl enst of f agor ilﬁ&nm&@&tﬂﬂ& Ridch bétAhspriihartl bik @1 vreiagd Vehikel it Wedthdichéh 2 289 b 85%

Kohl enst of f at 0NgA eindiR ligdhKiRh LsiSRmitthl DERSH:, tvfelchideCits CoSrIZEMHHIRBUDRidlycdrd, Dlsfursléhd
Kohl enst off atonmusamda@gmamg&en hi evon ausge- wAhlt ist. 5. Zusanmensetzung

nach’den AnsprCchen | bis ‘4, wobel das Vehikel imwesentlichen zu 25% bis
85% aus ei nefn IlearpmnlseswnummN@smn 1, whictiodrs wesantlichersdudh% dis 3006 aus 1-3,5-Bis-(1,1-dime-
Capryl -/ Capr i nstyletar4-kydspsehanyl-5exin1-om 2u 4¥riis 6%paus Polyoxyli3hriRizinuadl 21 20%dis@50Apst
ist. 6. Zusam‘re'?ﬁ‘é‘?’ﬂ'tm H'&'CZH5%3@9%?”9”’%%@@’&?%@41‘2%@-%n zu 15% bi s

20% aus 1= [ 3 o amr{1e & urcth nnze dr O QIe é’n :béé('s- prlet zU
4%bi s 6% aus % 1 B el g
% bi s 60% 0 e vorz
zu 50% is3 £téﬂ'? %,Q éuy ﬁl@frﬁ mﬂmba Vehikel ist, und wobei
die Zusammensetzung dle folgenden Engenschaften aufweist:
50 {1) daB sie bei 37°C eine homogene Fliissigkeit Ist;
(2) da® sie eine Solubilisierung des Tebufelons von wenigstens 1 mg/ml in 0,1N HCI bei 20°C ergibt;
und ’
{(3) daR sie eine Solubilisierung von 20 mg Tebufelon in 500 ml von simulierter Darmflissigkeit in 5 min
oder darunter ergibt;
85 und daR das Vehikel mit Polyethylenglykol umveresterte Triglyceride enthalt oder vorzugsweise im we-

sentlichen aus solchen besteht, derart, daB sein HLB-Wert 3 bis 7 betragt.

8. Zusammensetzung nach Anspruch 7, wobei die mit Polyethylenglykol umveresterten Triglyceride
glykolysierte, ethoxylierte Glyceride sind, welche durch eine partielle Hydrolyse von natirlichen Pflan-

7
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{. Zusammenset zung, dadurch:* gekennze| chnet, daB sie lmwes ﬂm cﬂu“umw”“m .
1-[3,5-Bis-(1, 1-dinmethylet- hyl)-4- W&Wﬁh@hyl] 5--hexnn :
in elner Konzentration von weni gstons 15% vorzugs- wei se von 15% bi 'S 30% i
best eht, wobei zEfblenBRRkenWoRlePEIRY, GRAZRDSI V&Eﬁhsﬁéﬁ%@hﬁﬁ&%@&h%&&;ﬂéﬂ]mbﬁétertdﬂ|Tﬁgly-
wobel di e Zusaresieie gkolysiede, dthoxyliategayeaiea sil, g@nsecdutch bartella Hdryss vortiaissl mit Poly-
(1) daB sie betettyisghykolae0 érbaitawgaden sinkif | ssi gkei t tat (2) daB sie sine

Sol ubi || s# erunglD des Tebuf el ons. von weni gstens 1 in O,IN HCl bei 20C
ergi bt; und $3)Pharmazeytische Figheitsdasigrpngsiorn. "ﬁ'gdﬂﬁe%w@;ﬁ $isammenseigung
von simul i er t er"apRANemdaANSRIRebP d bis f inpings Weichg ‘f‘""ﬂ‘&?sﬁ'ﬁ‘fhé °'§Pﬁtr bt; 55 und

daB das Vehi #'phgan{ufaécx@&.nwek g YfRforntl MU HbehiBictHe Shihd%us rg.&.%s&zunﬂ

oder vor Z,UQSWE maéh dumn‘@ﬁrAn%ﬁ@éh 5198 th eHdrveritb&itdiar 6\§tfn els fe%ﬁ al
HLB-Vert " bis 7 betrigt. 8. Zusammenset zung nach Anspruch 7, ei die mt

Pol yet hyl engl ykol unver est erten Triglyceride glykolysierte, et hoxyl ierte
A yceri de sipébendveationge durch eine partielle Hydrolyse von natfrlichen
Pflan- 7 . EP 0 431 659B1 S f ol 11111 11111

zenol en egghat.t aTompasitide caracténske en nelquidlid edt coretitass gsaantietmentide 1443,5-bis(1,1-diméthyléthyl)-
Pol yet hyl engl y ldetiydraxynhény!ES:beayriecirong (tbhylélpne) & end cdrrcenfiatidoaliay sbies 5% et@ld brétérphdeaie t e
G yceride sind, 154D e rebteréint qoastitué dluh eshiayiel phprmaseutiqusmediiatceepthbleriatcolmisiion ayant
et hyl engl ykol 4epropri¢iés suvantesor den sind. 5 9. Pharnazeuti sche

Ei nhei t sdosi er Ungh4WN“UWGPW°%§IM&| ohnet, dal sie eine

Zusammenset zung (RA®IR 2sHRAR selwbiisafionde (atsbuiglone a4ine cogcaniration $raymoins 1 mg/ml dans du HCI
Wi chgel at i nekap%&N&2A%: & ent haI t. 10, Pharnmazeutische

Ei nhef t sdosi er unﬁ}?‘ﬁr‘ﬁﬁu“’(ﬂﬂﬁ? ?(ﬂﬁﬁ?f@q ‘éﬂ%‘fémﬂ%{’ﬁs §q°é“' @ fHg intestinal simulé, en &

Zusannensetzung

Har t gel at i nekapsg‘élglg:ﬁg{ %fg ol ";f‘ﬁ; u;;?e Eﬁzgﬁ en er\e %Bsgég u'tﬁr%.oact.?oud'un

caracteri®ee en |elaT enment de

1-[3,5-bis(1, 1- dﬁ?r‘s L@ oﬂhﬁ ps@w” 5- hexyne- 1-one (tebufel one)
A une concentrat |, [y :Ffo eHQdeF!s&m a%l' Ga@ﬁ@a@&@&ﬁ&nﬂﬁo&ﬁe%%%r(ﬁbm$e reste
etant constitue d° une\éliume'dl fmmd&ygw&;ﬂé@&m@I e, la conposition
ayant- | es, propri @i}msstgdmméaaaﬁs&&oprépiahonabooaa&gééon nisdior deGd ik nibeRgbne A 370C,
20 (2) el (epil @ ditibR deiba’hsile delrbihé Gedoiof B 264€ alufle dofidRtitreibrndeer %Bodifidins.
_coRrcentration d au noins 1 ng/m dans du HCl 0,1 NA 20C, et (3) elle assure
‘une_sol ubi | t BatGamnositien seloryferevendication f.slausequelisiestemsivactifpst cholsknarmijlanolyserbatedo, le
sinmul e, en 5 mikolysashated], ipprigxamere 182\igprioxamére 83 ippaipraipfire 194, IefidolntedeglyesidePEG-
etant essgnti eld5&ehdHieds et palythoriégd 36 mples dayde déhylépp. ptieursgnélanges.  p| gnge de

tens zzcagazae'@mﬁ'? M PPkt j;:g“r iy rbi“i%‘“*eﬂgf ool f; Mm g

13, (c) il for uﬁ@&rrﬁi 75%depo|oxamére
concentrations g 103 95lo R ;sm, tgayg bqy g,‘,g rence on outre
| es propr4eets sulvantes: so ub e dans | *i sopropanol A

20 A une c&notunipbsitioh salondis ré@ndiéaﬁuns mi)s nan,s laqtueué le)/éhichle esipreadausél uesdiaftdipophile

| " hui | e de gr aishaisigarmties WylycaridedE les rodtemgesain Origlytsrides myant dédechiiné$ grassesmayantde 6210 -
Conposi ti on sol aWmes de carhanp.déscagidespgras]saturéa A shdingcimite Ayant de 6taci stomme d¢ ¢artong etles
choi si par rri Ieﬂ°i§9ﬁ Q@dﬂ%&ﬁeaawmeld@wvgeﬂbﬁi@wd? eerbons efjeunélanges2. | e
pol oxarrer e r| ol 6ate d ceryle PEG 35

25 ot 1" hui | t|°ﬂ n% yﬁvg‘ﬁg Nl %ﬁq{&; f St °é'°“‘?£p§d“'25

| eurs rrel anges Y8 P '°° Tl g end) Eo “f"q"&éa 9° ks

t ensboacti f est c parm 100 %de poI ysorbate 81, 100 % de tr| oI eate de
gl ycbryl e;,PE6 Z&mpmn Yel6t01a ROLAKAITR A SoordliBée deBbhtidfeiiéht SO 5XAIVE 8&1-BiFbis(RdiRe A

75 % d' hul | e dehyléthyys-HyOroxphdraKs hdxgneA-ond, dBBA 8% dHuIIe YoiitR pElystfioylded38 moled d'dkpde2 5
A 75 % de pol oxdemisae, de 20 & 25 % de poloxameére 182 et de 50 & 60 % de triglycéride caprylique/caprique.

7. Composition caractérisée en ce qu'elle est constituée essentiellement de 1-[3,5-bis(1,1-diméthyléthyl)-
55 " 4-hydroxyphényl)-5-hexyne-1-one (tébufélone), 4 une concentration d'au moins 15 % et de préférence
de 15 4 30 %, le reste étant un véhicule pharmaceutiquement acceptable, la composition ayant les pro-
priétés suivantes :
(1) il s’agit d'un liquide homogéne & 37°C,
(2) elle assure une solubilisation de la tébufélone & une concentration d’au moins 1 mg/mi dans du HCI



182 et do 210 A 25 % de polysorbate 80 et de 75 A 90 % de p

4. Conposi tion solon |es revendi caER O#R6p9BI 3 gans | aqueﬂlmmﬂmu m,Hm
conprend aussi un solvant |ipophile choisi parm lee triglytertdes ou keax
el anges de tri ghyeeorejes ayant des chatnes grasses ayant de 6 A 10 atones
de carbone, | es (3)eledBsurannasolatibativHder20Mdet téhuféione dang 530, /p e sypdnigstingl siguiéyen fres
de carbone et | edwepuimeinsgr as i nsatur6s a chatne droite ayant de 12 A 18
at ones de carbone ete véhisylesompanan desdriglygdsides interestirifjérave upoluithviopegivenl, ou étantes-
revendi cati ons Ise'élellﬁme'dmméa’qﬂ% qraler g fagqmyfue. BAnanpar ydeor{lepnhie it de 32 7.

S?;SS:’];L:H gggné on ﬂ areveng'caltl F An\é%g uefgflgééhﬁsfﬁga fg#gép% epl)lz hyléne- o

6. Conpositi on "td lﬁ in res@még Iy3EhSH %3, de],S A
20 % de *#-[3, 5ght g&uwﬁdgﬁe @?@E%Va o paftielit) ﬁf& eRyERGHydol 00
ded A 6 %d' hul e ricin polyethoxylee A 3 nDIes d' oxyde d' et hyl ene; de
20 a 25 % de. psﬂrmxmmu&&m&tcmdaérﬁéh oA co&Qu'dlie chmptend vgiewmosntmselon f'une quelconque
capryl i que/ capdésaavendicationbaP dems tnednquede capslie ergilatinernolie qu el | e est
constitupe essentiellenment de 1-[3,5- bIS 1,1- dlneth %
4- hydr oxy phityFormepaselagiqys unjtaips,ca 'dfﬁﬁ?’f"f* 2’5 gﬁ'ﬁ‘t"éﬂ nEEpT SRR yelgiaue
moi ns 15 % et @RS reyprdications, 1 & 8, gans e oeauasiune 9 é A% vehicul e
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