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Description

[0001] The present Invention relates to phamaceutical compoaltione and more particulerly to a pharmaceutical com
position comaining {E)-7-{4 {4-fluorcphenyl)-8-leopropyl-2 [metiyl{methytsuifonylaminolpyrimidin-6 yi-{3R &S}
3 5dlhydroxyhept-8-enokc acid or a pharmaceutically acceptable salt thereof (and referred to hereinafter as "the
Agent"}, [n particuiar the sodium and calclum ealts, and especially the caicium salt bis{(E) 7{4-({4{iuorophanyl)-8 leo
propyl-2{methyi{methyisutfonyaminac]pyrimidin 5] (3R 55)-3 5 dihydraxyhept-8-encic eckd] calium sait {(of the
tormuia | hereinaher)

[0002] The Agent s disclosed as an Inhibitor of 3 hydroxy-3-methyiglutaryl CoA reductase {HMG CoA reductase) In
Eurcpean Patent Application Publication Ne 0521471 and In Bloorgenic and Medicinal Chemistty (1987) 5(2)
437-444 and In useful In the treatment of hyparcholastarclamia hypariipldprotainemia and etherosclarosls

[00DX] A problem aasociated with the Agent Is that it undergoas degradation under cariain condiiona This makes
It difficuit to formulate the produet and provida a pharmaceutical composhion with ndequate storage life The major
degradation products formed are the corresponding (3R 5S) lectone {hereinafter referred to as "the lactone”) and an
oxidation product (hereinafter raferred to a8  B2“) in which the hydroxy group adjacent to the carban-carbon double
bond Is oxidised to & ketone functionality

[0004) It Is therefore mporiant to find a pharmaceutical composition of the Agent which remaina stable over a pro-
langed period It la also prefereble that auch a composition has & good Now rate to healat procesaing Into unit dosege
forms for oral adminletradon for sxample Into tablets and goad disintegmation and diasolution characteristics when
procassed Into tablats for oral administration which tabiets can be in diffarant doaage strangths It bs aiso dealrable
that such tablets are of a convenlent size for sass of administration

[0005) Phamnaceutical formulations of certaln 7-substituted-3 5-dihydroxy-8-heptenok: acld sults which are HMG
CoA reductsse Inhibltors are discicsed in UK Patent 2202228 Thess formulations require the presence of an alkaline
medium {such a» a carbonate erbicarbonats) capable of Impasting a pH of at least 8 to an aqusous solution or disperalon
of the composltion

[0006] We have now discoversd a noval pharmaceutical composition of the Agent which has advantageous proper-
tles and which solvae one ar mare of tha problems associated with tormulation of the Agent.

[0007] Accordingly afiret aspect of tho Invention comprisea a pharmacoutical cormpoaltion comprising the Agont and
& tribaslc phosphats salt In which the cation s multivalent.

[0008] A second aspect of the Inventian comprises the uee of a irbasxc phosphate sait In which the cation la multi-
valent to siabilise the Agent.

[0009] A tribasic phasphats aalt In which tha cation ks multivalent inciudes for axample tribasic calclum phoaphate
tnbasic magnesium phoaphate and tribasic aluminium phosphate Tribasic calclum phoschate ls sspecially preferred
[0010] The matio of tnbasic phosphate aalt to Agant In the pharmaceutical compaaltion is for sxample, within the
rangeof 1 8010 50 1 by weight, for sxample 1 50 10 5C 1 by weight suchas 1 10to 10 1 by weight snd more particularly
1 6 to 10 1 by welight

J0011] Proferably the pharmaceutical compaaltion of tha Inventlon is formulated Inte an oral dosage form, such aa
atablst Accordingly a furthar aspect of the Invantion comprises a pharmaceutical composition compriaing the Agant
a ribaalc phosphats aak In which the cation ls multivaient, and one or more fllera binder disintsgranta or jubricants
A atlll furthar aspact of the Invention rafates to a phamaceutical composition for oral admintration comprising the
Agent one or mare flllars one or more binders one or more disintegrants one or more lubricants and a tribasic
phosphata sal In which the cation ls multivalent.

[0012] Suhabie filersinciude for sxampie lactose suger, atarches modifted starches manniol sarbito) Inorganic
aalte celluloge derivatives (e g microcrystaliine celluiose csllulose) calclum sulfate xyliol and jactitol

[0013] Suitabla bindera Include forexample palyvinylpyrrolidone Iactons starchas modified starches sugem gum
acacle, gum tragacanth guar gum pectin waxbinders microcryataliine celluiose methyicellulose carboxymathyical
luloes hydraxypropyl methykaliulose hydroxyethy] celluloss, hydroxypropyl celluloss copolyvidons geistin and so
dium alginate

[0014] Suliable dleintegrants Include for example crosscammelloss aodium crospovidone polyvinylpyrrolikione, so-
dium starch glycofiate com starch microcryataline celluiose hydroxypropyl methyiceliuloas and Hydroxyprapy! cellu
loas

[0015] Sultable kbricants Include for exampla magnesium atearate atearic scid paimiic acld caldum atearate,
tale eamauba wax hydroganated vagetable olla minaral oli polysthylane giycols and sodium stsaryl fumarate
[0018] Additiona convantional exciplents which may ba added Include preservatives stabllisers, anti-oxidante slica
flow conditionera antiadherents or giidants

[0017] Other sultable flllsra binders disintegrants lubricants and additlonsl exclpients which may be used are de-
scribed in Handbaok of Phermaceutical Excipients, 2™ Ediion American Phameceultical Association The Theary
and Practice of indusirial Pharmacy 2nd Edition Lachman Lsan 1978 Pharmaceutical Dosags Forms, Tablsts Vol-
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ume 1 2 Editlon Lieberman Hebert A etal 1980 Modemn Pharmaceutics, Banker Gibertand Rhodea Chnatopher
T 1979 and Remington's Pharmaceutical Sciences, 15th Editlon 1975

[0018] Typlcally the Agent will be present In an amount within the range of 1 to 50% and preferably from 1 to 20%
{especially 2 to 16%) by welght of the compasliion

[0018] Typicaly the tribasic phoaphate salt such as tribasic calcfum phosphate will ba pressnt in an amount within
the renge of 1 to 50% for example 1 to 26%, such aa 1 to 20% and particularly 5 to 18% by welight

[0020] Typlcaly one or mora fllers will be pragent In an amount 30 to B0% by weight

[0021] Typleally one or more binders will be present In an amount 2 to 90% by weight.

[0022] Typleally ohe or more disintegrants will be present in an amount 2 to 10% and especially 4 1o 8% by weight
[0023] It will be appreciatad that a particular excipient may act as both a binder and a flller or as a binder a filer
and a disintegrant Typleally the combinad amaunt of filler binder end disintagrant comprisaa for axampla 70 to 80%
by welght of the compaoaltion

[0024] Typlcaly one or mora iubricants will be praaent in an amount 0.5 to 3% and sspacially 1 to 2% by waight.
[0025] Prefarrad compoaltions of the Invention Include for example those comprising the Agent tribasic calkum
phosphate and exciplents selected from factose mannitol microctystaliine celluloss, povidone crospovidone sodlum
starch glycollate and magnesium stearate Prefermed Independent compoalions of the Invention include for sxample
compoaltiona compriaing the Agent, tribesic caleium phosphats microcrystaliine cellulose lactose, sodium starch giy-
collate butylated hydroxytoluane and magnesium stasrate compasitions comgrising the Agent povidena, tribaske
calclum phosphate microcryataline celfulose mannkol sodlum starch giycollate butylated hydraxytaluens and mag-
neslum stearats compositiona comprising the Agant tribaaic cakelum phoaphate croapovidone microarystaline cel
[uiosw Iaciose and magnesium stearate and compositions comprising the Agent, povkicne tribasic calcium phosphate
microcrystaliine cellulose Iactoas sodium starch glycolate magnesium stearate and butylated hydroxytoluene Where
lactosé and microcrystalline ceflulose are used these are prefershly preesnt in the ratio of about 1 1 to 3 1 by welght
[0025] Compcsitions of the Invention which are of particular interast Include for example the specific embodiments
set out herelnafter In the accompanying Examples

[0027] The phanmaceutical composition of thes invention may be prepared using standand techniques and manutec
turing processea generally known In the arnt for sxample by dry blending the components Forexample the Agent, the
tribasic phosphate salt (for sxample tribasic calclum phosphata) one or more fllers, ane or mere binders and ohe or
more disintsgrants as weil as cther edditional exciplents If dezlred are blended together The components of the blend
prior ta blending or the blend eelf may be passed through a meah acresn for example a 400-700 um mesh screen
A lubricant which may alsc be screened (s then added to the blend and blending continued untll & hemegenecus
mixture is abtalned The mixture ls then cornprasaed Into tablets ARtematively a wet granulation tachnique can be
employed For example the Agent the trbaskc phosphats salt one or more filers one or more binders and a partion
of & disintegrant, as wel as other addiional exciplents ¥ desired are bisnded together, for examgple by using a gman
ulator, and the powder biend Is granulated with a amall volums of purified water The granulate Is dried and passad
though 8 mill The remelnder of the disintegrant and a [ubricant are added to the miled granuiation and after blending
tha reauttant homogsneaus mixture ks compreased Inte tableta it will be appraciated that modifications of the dry
blending and wet granulatian techniquas including the ordar of additian of the components and thekr acreening and
blending prior to compression inte tabists may be camied out according 1o principles well inown in the st

[0028] A tablet coating may then be applled for axampie by spray-coating with a water based fiim coating formu
lation The coating may comprise, for exampie lactose, hydroxypropyl methyiceliuloss triacetin titanium dioxide and
ferric oxides Coating Ingredisnt combinations are commercially avallable such as those described In the Exampies
herelnsfier The coating may compriee for axample 0 5 to 10% by walght of the tablet composition particuiarly 1 to
€% and prefersbly 2 ta 3% Coatinga containing farric oxides ara espacially preferrad as they raducs the mte of
formation of photodegradation products of the Agent

{0029) A further aspect of the present Invention compriaas a method of preparing a atabliised pharmacsutical com-
positien which compnses admixing the Agent with a tribesic phosphate sak in which the cation s multivalent. A jurther
agpect of the present Invention comprises a methed of producing a stabllised pharmaceutical composition which com-
prises Incorporating & tribesic phosphate sait in which the caticn la multivalent in a pharmaceutical composltion con-
talning tha Agent

{0030] Tha following pharmaceutical compoaltiona wharain the Agent s the calcium salt of formula | am intended
1o liuatrate tha invantion without being limitative In any way
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Example 1
[00s31]

The Agent 250mg
Tribasic calcfum phoaphats | 20 0 mg
Microcryatalline cellulose 470mg
Lactose monohydmbe 470 mg
Sodium etarch plycollate 3oomg
Butylated hydroxytoluene 005mg
Magnesium stearate 100mg

[0032] Tha Agent mkcrocryatallne celluloas lactose manohydrate sodium starch glycolata iribasic calclum phas-
phate andbutylated hydroxytohtana were bisnded together for 10 minutes Maghesium stearate was acreenad through
a #40 mash (425 um) screen and added 1o tha blend and blanding continued for a furthar three minutes Tha resulting
homoganeaua mixture was comprassed Into tableta

[0033] Tha tablets were storad at 70°C/80% relative humidity for one week Alter ons week thers was found o be
only 0 11 %wAw of the oxidation product B2 formad and only 0 50%w/w of the lactona By comparison a simiiar formu
latien In which 20 0 mg of tribasic calcium phosphate was replaced by 20 0 mg of dibaslc calclum phosphate 0.23%w/
w of B2 waa farmed and 16 81%w/w of the lactons

Exampls 2
[o0a4]

The Agent 250 mg
Povidone 250mg
Tribasic calclum phosphate | 200 mg
Microcrysteline ceilulose 47 0mg
Mannital 470mg
Sodlum starch giycoliate 300 mg
Butylated hydroxytoluens 005mg
Magnaslum stearate 1 00 mg

{0035] The Agent, povidone mannitol microcrystalling celkiloss butylated hydroxytolugne tribasic calclum phos
phate and sodium starch glycollate (In the amounta givan akove) wene biended for 6 to 80 minutes Magneslum atearste
waa screenad through a #40 mesh (425 um) screan and added to the blend and blending continued for a furthar three
minutes Tha resulting homogeneous mixture wea compressad Into tahieta The compressead tablets were coaled by
spraying with a mbeture of hydroxypropyl methylcaliulaas polysthyfene giycol 400 tkanium dicxids and farric oxide
(eold as Spectrabland by Wamar-Janidnaon) and weter In & cogting pan Tha waight galn provided by the coating was
1 ta 8%w/w and prefembly 2 ta 3 X%wiw

[0038] The tablets were sicred at 70°C/80% relative humidity for one week Alter one waek there was found to be
only 0 08%w/w of the oxidation product B2 formed and only 2.22%w/w of the Iactone

Example 3
[0037)

The Agant 280mg
Crospovkiane 876 mg
Tribesic cakclum phosphate | 588 mg
Microcrystaliine celluloas 155 mg
Lacinse monohydrate 485mg
Magnesium stearats 084 mg
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[0038] The Agent and crospovidone were blended togsther for 5 mmutee and the blend then passed through a
400-700um screen A small porticn of the microcrystalline cellulose was passed through the screen afterwards The
screened materal was blended with the ather Ingrediants excluding the lubricant for 10 minutes Magnesium siearate
was passed through a #40 mesh {426 um) screen and added to the biend and the mixture was blanded for a further
3minutes The resulting homogeneous mixtura was compressed Into tebleta The compressed tablets were coated by
spraying with a mixture of lactoae monchydrate, hydroxypropyl methyicsliuiose, tircetin and ferric oxide {acki as Opa
dry || by Colarcon) and water In a coating pan The weight galn provided by the coating 1 10 8%w/w and prefembly 2
to 3%wiv

[0038] The tablets were stored at 70°C/B0% relative hurnidity for one week After this time only 0 13%wAw of the
oxidetion product B2 had formed and only 2 71%w/w of the lactone

Examnpie 4
[004a]

The Agent 250 mg
Powidona 260 mg
Tribask cakium phosphate | 20 0mg
Microcrystailine caluloss 345mpg

Lactoze monohydrate 340mg
Sodlum atarch glycoliate 8 00mg
Meagnesium staamte 100 mg

Butylated hydroxytolusne 005 mg

[0041] A portion of the tribaalec calelurn phosphate and butylated hydroxytoluene were blended for 30 secunds in a
bag The Agent povidone remainder of the tribasic calclum phoapheta microcrystefine celluiose lactoss manahy-
drate trbask calclum phophate/butylalad hydroxyioiuena mixiire and a portion of the sodium starch glyoolats wers
blended In & granuiatorfor 30 aeconds Tha powdar blend was granulatad with purffiled waterfor 1 minute at the addition
rate of 70 mgheblet/minute The granulaton s dried in a fluldtzed bed drier at 50°C untll the loes on drying ks lesa than
2% wiw The dried granulation ia passed through s milt (a g Cemil} The milled granulation and ths remaindar of the
sodlium starch glycolate was bianded for approximately 5 minutes Magnesium stearats was screened through a #40
mash (425 um) screen and added to the blend and blending continued for a further three minutes The resutting ho-
mogenaous mixture was comprassad Into tablets

[0043] The tablels wers stored et 70"C/B0% meietive humidity for one week Alter this ttime only 0 23 %w/w of the
oxidarion product B2 had formad and anly 0.28%w/w of the lactona By compariaon a similar fermulation in which 20 0
mg of ilbasic calclum phoaphate wea replaced by 20 0 mg of dbaaic calclum phosphate 0 18 %w/w of B2 was formed
and 28 15 %w/w of the (actone

'-llc\ P
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A pharmaceutical composlition comprising (E) 7-{4-(4-fluorephenyl)-8 lsopropyl 2{methyi(methyisulfonyl)amina]
pyrimidin-5-yl){3R 53)-3 5-dihydroxyhept-8-enok acld or a pharmaceutically acceptable sak thereof as the active
Ingredient and a tribaslc phosphate aak In which the cation ls multivalent

A pharmaceutical compasition as cleimed In claim 1 wherein the tribasle phosphate salt In which the cation ls
mutltivalent la selected from tribask calclum phoaphate, tribsaic magnesum phosphate and tribasic aluminium

phosphate

A pharmaceutical composition as clalmed In claim 1 ar 2 wherain the tribaslc phosphata aelt in which tha cation
Ia multivelent Ia tribasic calclum phoaphato

A pharmacsutical compoakion as claimed In any of claims 1 to 3 wherain the mtio of the tribasic phoaphate salt
ta the active ingredient Is In the mnge of 1 B0 to 50 1 by weight.

A phamacautical composition as claimed in any preceding claim additionally comprising ane or more fillers bind-
ers disintegrania or lubricants

A pharmacsutical composition for ol administration comprising (E) 7 [4-(4 fluorophenyl}-8-Iaopropyl-2{methyl
{methyleulfonyl)aminc]pyrimidin-5-yi}-{(3R 58) 3 5-dihydroxyhept 8-encic acid or a pharmaceutically acceptable
salt thereof gs the active Ingredlert one or more flllera one or more binderz one or more disintegrants ona or
more lubricanta and a tribasic phoaphate eatt in which the catian la multivalant

A pharmaceoutical composition aa claimaed in chalm @ wharein the active ingredient ls present In an amount 1 to
80% by welght of the compoaltian

A phamacseutical compoaition as claimed in ciaim 8 or 7 wherein the tribasic phosphate salt ls prosent In an amount
1 to 50% by weight of the composition

A phamacautical compoaltion as claimad In clasm 8 7 or 8 whersin ths filler s preaant In an amount 30 1o 80%
by walght of the composhion

A pharmaceutical composition as clelmed In any of ciaims @ to © wherein the binder [ present In an amount 2 to
B0% by waight of the compositien

A pharmaceutical composition as clakmad In any of ciaima 6 to 10 wheraln the disintegrant la prasent In an ameunt
2 v 10% by weight of the compoaltion

A pharmaceutical compoasition as claimed in any of claims 8 to 11 whetein the lubricant ls present In an amount
0 5 to 3% by wsight

A phamaceutical composhion as ciaimed In claim 8 comprising (E)-7-{4-{4-luorophenyf)-8 laaprapyl-2-{methyi
(msthylsulfoanyl)amino]pyrimidin-S-yi}- (3R 58)-3 S-dihydroxyhept-8-enoic acld or a pharmaceuticaily acceptable
aait theraof aa the active ingredisnt tribesic calclum phosphate microcryataline celkiloss lactoae aodiurn atarch
glycollate butyisted hydroxytoiuene and magnesium stearate

A phammacsutical composition as ciaimed In claim 8 comprising (E) 7 [4-{4 fluorophenyl)}-8 lscpropy2{methyl
(methylsulfonyl)amino]pyrimldin-&-yi] (3R &S)-3 S-dihydraxyhept 6-enolc acid or a pharmaceutically acceptable
sak thereof aa the active Ingradient, tribasic caicium phosphata povidona microcrystaliine caflulose mannitol
godlum starch giycollats butylated hydroxytelusne and magnesium stearats

A pharmaceutical compoeltion as claimed In claim 8 comprising (E) 7 [4-{4 fluoraphenyl)-6-eopropyi-2-{msthyl
(methylsultonyaminolpynmidin-5-y[}-(3R 58)-3 § dihydroxyhept 8-enaic ackd or a pharmaceutically acceptable
aalt thersof s the active Ingredient tribasic calclum phosphate crospovidone micrecrysialine cellulose lactose
and magnesium atearats

A phammaceutical compoaltion as claimed In claim 8 comprising {E) 7 [4-{4-flucrophanyl}-8-laopropyl 2-{methyl
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(methylsulfonyl)aminolpynmidin-5-y{3R 5S)-3 5 dihydraxyhept 6-enox: acld or a pharmaceutically acceptable
salt thereof as the active Ingredient tribasic caiclum phosphate povidone microcrystalline cellulose lactose so
dium starch glycollats butylated hydroxytoiuene and magneslum stearate

A pharmaceutical composition as claimed in any preceding clalm whereln the active Ingredient ks the calclum seit
of(E}-7{4-(4-lucrophenyl) 8 lsopropyl-2{methyl(methylsulfonyl)aminc]pyrimkin-5-yi-{3R, 55)-3,5-dlhydraxy-
hept 8-enale acld,

The use of & tribasic phosphate sait in which the cation is multivalent 1o stabllise the compaund {E) 7-{4-(4-fluor
ophenyl) 8-sopropyl-2-{methyi{methylsulfonyl)aminojpyrimidin §-y{]{3R 55)-3 & dihydroxyhept G-enclcacidora
pharmaceutically acceptabis salt thereof

The use as claimed In clalm 18 wherein the the tribasic phosphate salt in which the cation la mukivalent la selected
from tribasic calcium phoaphate tribasic magneskum phosphate and tribagle aluminium phosphate

The use as claimed in ¢lalm 18 or 19 wherein the the tribasic phosphate sah in which the catian s muitvalent is
trivasic calcium phosphate

Amathed of producing a atablllsad phamacsutical compoaition which compriaaa Incorporating a tribaaic phoaphate
aalt In which the catlon ls multivalent In a pharmaceutical compaoalitien containing the compound (E)-7 [4-{4-fluor
ophenyl)-8 lsopropyl-2{methyl{methyisulfonyllaminojpyrimidin 5-yl}{3R, 55)-3 5§ dihydroxyhept B-encicacid ora
pharmaceoutically accepiable esit thereof

Patentanaprliche

1

10

Pharmazeuische Zusammansstzung enthatend (E)}-7 [4-{4-Fluorphenyl}-8-lsopropyl 2{methyl{methylsufonyl)
amincojpyrimidin-5-yi}-(3R 56)-3 6-dihydroxyhept 8-ansdure odar sin pharmazeutisch unbedeniiiches Sakz davon

als Wirkatof! und ein drelbasiges Phosphatsalz mit einem mehrwertigen Kation

Pharmazeutische Zusammeneetzung nach Anepruch 1 wobsl das drelbasige Phosphatsaiz mi dem mehrwertigen
Katlon aus drebasigwn Calciumphosphat drebasigem Magnasiumphosphat und draibasigem Aluminiumphos
phat ausgswahit Ist

Pharmezeutiache Zusammensetzung nach Anspruch 1 oder 2 wobel es sich bel dem dreibasigen Phosphatsalz
mit mehrwertigem Kation um dreibasiges Calcumphoaphat handekt

Pharmazsutiache Zussmmenssatzung nech elnem dar Ansprilche 1 bls 3 wobel das VarhAlinks von drehasigem
Phoaphatealz zu Wirkstoff Im Bersich von 1 80 bla 50 1 (ww) llegt

Pharmazeutische Zusammenaetzung hach alinem der vorhergehenden Anspriche welterhin enthaitend einen
ader mehrere Fillstofle, Bindomittsl, Sprengmittel oder Glaltmitel

Pharmazsutische Zusemmaenasizung zur eralsn Verabreichung enthaltend (E)-7-{4-(4-Fluorphenyi)-8 lsopropyl
2{methyi{methylsultonyl)amino]pyrimidin-5-yl}-(3R 56)-3 5-dlhydroxyhspt-8-ensure pder ein pharmazeutisch
unbedenklichee Salz davon ais Wiistoff sinen aoder mehrere Filistofle ein oder mehrere Bindemittel ein odar
mehmere Sprengmitiel, aln ader mehrere Gleltmitiel und ain drelbasiges Phosphatsalz mit mehrwertigemn Katlon

Pharmazeutische Zusemmanaetzung nach Anspruch 8 wobel der Wirkstaff In elner Menge von 1 bls 80 Gew <%
der Zusammenaetzung vorilegt

Pharmazeutiache Zusammenaetzung nach Anspruch & ader 7 wobel dan drabasiga Phoaphataslz In elnar Mange
von 1 ble 50 Gew % der Zusammensstzung vorilegt

Phammazeutische Zusammensetzung nach Anspruch & 7 cder & wubel dar Flletalf In elner Menge von 30 bls
50 Gow % der Zusammensetzung vorilegt

Pharmezsutische Zusammensatzung nach einem der Anapriichs 8 bls 8 wobel daa Bindemittel In alne Menge
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vonh 2 bis 80 Gow % der Zusemmenastzung vorllegt

Pharmazeutiache Zusammensetzung nach einarn der Anspriche 8 bis 10 wobel das Sprengmittel in einar Menge
von 2 bis 10 Gew % der Zusammenaotzung vorilagt

Pharmazeutische Zusammeneetzung nach sinem dar Anepriche 8 bls 11 wobel das Glelimiite! In elner Menge
von 0,5 ble 8 Gew % vorllegt

Pharmazeutiache Zusarmmenastzung nach Anspruch 8 enthaltend (E) 7{4-(4-Fluorphenyl) 8-lsopropyi-2-{methyl
(methyleulonyf)aminalpyrimidin-5-yi] (3R £5)-3 6-dilrydroxyhept-8-anedure oder eln pharmazeutisch unbadenk

ikkhaa Salz davon ala Wirkstofl drelbeslges Calciumphosphat mikrokristalline Cellulose Lactean Natriumstirios-
piycollat Butylhydroxytoluol und Magnesiumsieamt

Pharmazeutische Zusammenastzung nach Anspruch 8 enthaltend (E) 7-{4-(4-Fluorphenyl}-8 lmopropyl-2-{methyl
{methylsulfonyllaminelpyrimidin-§-y1] (3R 5§5)-3 5-dihydroxyhept 8-ensliure oder ein pharmazeutisch unbedenk
lichas Salz davon ais Wirkstoff dreibasiges Celiciumphosphat Povidon mikroknstalline Celluiose Mannkt Natri
umatiirkeglycoliat, Butylhydroxyiniuol und Magnesiumstearat

Pharmazeutiache Zusarmenastzung nach Anspruch 8 enthaltand (E) 7{4-(4-Fluompheny()-8 lsapropyl-2-{methyl
(methylsulfonyl)amineo]pyrimidin-5-y1] (3R 55)-3 5-dihydroxyhept 6-enadure oder aln pharmazsutisch unbadenk
liches Salx davon als Wirkstoff drelbas!ges Calclumphosphat Crospovidon mikrokaistalline Cellulcse Lactose
und Magnesliumstearat.

Phamazeytische Zusammenssetzung nach Anspruch 8 enthaltend (E) 7{4-(4-Fluomphenyl) 8 Isopropyl-2-{methyl
{methylsufonyaminolpyrimidin-6-y] (3R 5&)-8 5-dilydroxyhept-G-anadure ader ein pharmazeutiach unbedank
liches Galz davon als Wiriastoft drebasigea Calciumphoaphet Povidon mikrokristaline Cellulose Lactose Na

tiumstirkagiycollat, Butylhydroxytolual und Magneslumaetearat.

Pharmazeutische Zusammenaetzung nach elnem dar vorhergehenden Anspriiche wobel es sich bel dern Wirkatoft
um das Calclumaalz von (E}-7{4-(4-Fluorphenyl}-8-lsopropyl-2-{methyi{methylsulfonyl) emino]pyrimidin-5 yi]
(2R 59)-3 5-dlhydroxyhept-8-enslure handelt

Varwendung eines drebasigen Phosphatsatzes mit mehmweitigem Katlen zur Stabiflalerung der Verbindung (E)
744~ 4-Fluorpheny|)-6-lsopropyl 2{methyl{methylsulfonyljeminc]pyrimidin-5yI}-(3R 5S) 8,5-dlhydroxyhapt-8-en
sflure oder sines pharmazattisch unbedseniiichen Salrss davon

Varwendung nach Anapruch 13 wobel dags drelbanigs Phoaphetaalz mit mehrwertigem Katlon aus dreibaaigem
Calolumphoaphet drelbasigem Magneslumphoaphat und dralbasigern Aluminiumphosphat ausgewahit let

Verwendung nach Anspruch 18 cder 18 wobel ea sich bel dem dreibasigen Phoaphaisalzr mit mahrwertigem Kation
um dreibasiges Calclumphosphat handelt

Varfahren zur Hanstallung ainer stabilislarten pharmazeutischan Zusammensatzung bal dem man ain drelbasigea
Phoaphatsalz mit mehrwattigem Kation In elne pharmazeutische Zusammenealzung dle die Verbindung (€)-
744-{4-Fluorphenyl)-& lscpropyl 2-{methylmethylsulfonyi)amino}pyrimidin-5-y[] (3R 55) 3,5-dihydroxyhept-8-an
slure oder ein pharmazeutlach unbedenkiiches Salz davon enthalt einarbeltet.

Rovendications

1

Compaoaltion pharmacsutique comprenant de Facide (E)}-7{4-{4-llucrophényl)-8 laopropyl-2 [méthyl{mdtrylsulfa
nyl)aminalpyrimldin-5-yi]{3R 58)-8 5-dihydroxyhapi-8-énalque ou un sel phammaceutiquament acceptabia de cet
ecide comme principe actif, et un sel orthophosphate neutre dana lequel le cation est polyvalent

Composition pharmaceutique selon la revendication 1 dans aquella le sel arthophoaphets neutre dans laquel le
cation eet polyvalent eat chols| parml le phosphate tricalcique e phoephate trimagnésique et le phosphate trialu
minlque
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Compoaition pharmazsutique selon la revendication 1 cu 2 dana laquelle la sal orthophosphate neutra dana lequel
le cation ast polyvalent est le phosphate tricalcique

Compasltion pharmaceutique selon | une queiconque des revendications 1 & 3 dans laquelle le mpport du sel
orthophosphate neutre au principe acti/ est dana la pamme de 1 80 4 50 1 en polds

Compoaltion pharmaceutique aelon | une quelconque des revendications précddentesa comarenant en plua une
ou plusleurs charges et un ou piusisurs liants déitants ou iubrifianta

Composition pharmaceutiqua pour adminietration crala comprenant da lacide (E) 7-J4-(4-flucrophényl) 8 [aopro-
pyl-2{méthy}{mathylsulfonyl}aminalpyrimidin-5-y]-{3R 55}-3 5-dihydroxyhept B-énolque ou un sel phammaceul-
quemant accapiable de cet acide comme principe actf une ou plusleura charges un ou plusieura llants un ou
plualeurs déltaria un ou plusieura lubriflants et un asl orthephoaphate neutre dana laquet le cation est palyvalent

Composition pharmaceutique saion Ia revendication 8 dana laquelle le principe actlt est présent Aralsonde 1 A
80% en polds de la compoaltion

Compoalifon pharmacautique aelon la ravendication & ou 7 dans laquelle e sel arthophoaphats naulrs ast présent
& ralson de 1 & 50% an poida de la compoaltion

Composition pharmeceutiqus seton ia revendication 8 7 ou B8 dans Iaguelle la charge est présents & mison de
30 4 80°% en poids de la composition

Componition pharmaceutique selon l'une queiconque des revendications 8 4 @ dana laquelis Is flant est présent
A ralson da 2 & $0% an polds de |a compoaiion

Compoaltion phamaceutique aalon | une quelcangue dee revencications 8 & 10 dana laquelie le déiitant ast pré-
sent i ralson do 2 & 10% an poids de la compoaltion

Compoaltion pharmaceutique aslon funs queiconque des revendications @ & 11 dans laquelle le hbrifiant et
prdsent & ralson de 0,6 & 3% en polde

Composition phamacsutique selon la revendication 8 compranant de| acide {E) 7{4-{4-fluoraphényl)-8 laopropy|
2{{méthyi{méthyisulfonyl)aminolpyrimidin-5-yi}-{3R 58)-3 5-dhydroxyhept 8-dnclque ou un sel pharmacautiqus-
ment acceptable de cet acide comme principe actlf, du phosphate tneakcique de [e ceilulose microcristaline du
lactose de | amkion-glycolate de sodlum de Fhydroxytaluine butyld et du stéarate de magnéslum

14. Composltion pharmassutiqus aslon la revendication 8 comprenantde| aclda (E) 7-{4-(4-Tuorophény!)-8 sopropyl

13

16

17

2{mdthyl|{mdthyhsuifonyl)amina]pyrimidin-5-yi] (3R 58)-3 S5-dihydroxyhept 8-dnofque ou un sel phamaceutique-
ment acceptable de cet ackie comme principe actif du phosphate tricalcique de la povidone de la celiukse
microcristaliine du mannito! de | amidon-glycolale de sodium de Fhydroxytoluéne butyl$ st du stéarate de ma
gnéeium

Compoaition pharmacsutiqus sefon la revendlcation 8 comprenant de lacide (E) 7{4-{4-fluorophényl)}-8 laopropy!
2{méthyl{méthytsulfonyl)amino]pyrimidin-5-yi}-{3R §5)-3 5 dihydroxyhept 8-dnolque ou un ael pharmaceutique-
mant acceptable de cat acide comme principe actit du phosphata tricakziqua de la crospovidone de la cellulose
microcristalline du iactose st du stéarate de magnasium

Composition phamaceutique aejon [a revendication 8 comprenant del aclde (E) 7-{4 (4-fluarophényi)-6 kopropyl
2{mdthyl{mdéthylauonyl)smino]pyrimidin-5-yi]-(3R SS5)-3 5-dihydroxyhapt-8-4noigue ou un sel pharmaceitigue-
ment asceptable de cet acide comma principa actif du phosphate tricaicique de la povidone de la cellvicas
microoriatafline du lactose de amidon-giycolate da agdium de | hydroxytoludne butyild et du stdarate de magné
alum

Composltion pharmaceutique selon | une qualkcongue des revendications précédentes dans laguelle le principe
&ctlf est ie 8ol de calclum de | aclde (E) 7-{4-(4-luorophényi)-8 lsopropyl-2{méthyl{méthylaulfonyl)aminalpyrim
din-5-yl}-{3R 58)-3,5-dlhydroxy hept 8-énoique
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Unilaation df'un sl oithophoaphats neutra dans lequel le cation ast palyvalent pour stablliser le compoaéd aclde
(E) 7 [4-(4-flucrophényl)}-8 lsopropyl 2{méthyl(méthylsulfonylaminc]pyrimkiin-5-yl] (3R 55)-3 5-dlhydroxyhapt
8-énolque ou un sel phamaceutiquement ecceptable de ce composd

Utilsabon selon la revendication 18 dans laquelle la se] orthaphosphate neutre dans lequel le cation eat polyvalent
eat cholel panm le phoaphate tricaickjue le phosphate trimegndsique et le phospheta trialuminique

Utlisation sefon la revandcation 18 ou 18 dans laquelie s asl orthophoaphate neutre dans iequsl le cation est
polyvalent est lé phosphate tricakique

Procédé de production d'une compoaliion pharmacsautique atebilizéa qul comprand | Incorparation d'un sal ortho
phoaphate neutre dans lequel le cation sat palyvalent dana une compoaliion pharmacautiqua contenant la composé

aclda {E) 7{4-{4-fluorophényl)-6 lsopropyl-2{méthyl{mdtiylsullenyfamino)pyrimidin-5-yi] (3R 58)-3 5-dihy
droxyhept-8-dnolque ou un sel pharmaceutiquament acceptabla de ce composd
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