Descripti on Pharmaceutical Preparation Having Excellent Photostability
Field of the Invention [0001] The present invention relates to a
pharmaceutical preparation of high photostability which contains

pi tavastatin, which is an HVG CoA reductase inhibitor, a salt of
pitavastatin, or an ester of pitavastatin. Background Art [0002]
Pitavastatin, a salt thereof, and an ester thereof (hereinafter these
species are collectively referred to as pitavastatin conpounds) exhibit an
excel | ent HMG CoA reductase inhibitory effect and, therefore, are useful
drugs for the treatnent of hyperlipem a, hyperchol esterol em a,
atherosclerosis, etc. (JP-A-1-2798663ctHipwidier to mtigate a bitter taste
of pitavastatin, comrercial solid pharnmaceutical preparations thereof are
produced by incorporating pitavastatin into a base material and coating the
drug base with film Disclosure of the Invention Problens to be Sol ved by

t he | nvent iRharpe0eBtical PrepRratédinngavingifweddntbcPeatestaltid igvesent

i nventors have reveal ed that pitavastatin conpounds had poor stability
against light; i.e., poor photostability. Actually, as nmentioned

her ei nbel ow,, pi.tayastatin compounds are deconposed by light to form
deconpositiﬁﬁ?RSrS utts ﬁqﬂﬁﬁﬁdpﬁg aring-closed form1, a ring-closed form
2, and a 51%%5? form On the basis of the studies, the inventors recognized
that a base ma %rial of a pitavastatin pharmaceutical preparation nust al so
be inparted w thystghidddy 88RNASHN! FEMdHrgh pRaCRELEI D ddeat ment, since
pi tavastatin contained in the pharnmaceutical preparation (e.g., in the form
of scored tabbetatih CIE itS gBepheBest 4191 Dieryt alka@rhatbrtabes ng split)
deconposes when a broken surface is exposed to light. Generally, scored
tabl et s fagiitbtateatopt,i mimctiose eoniM®iCa¥ neatucents amidikdstsur.e o lsexdibility
in prescription. Therefore, devel opnment of a scored-tablet-form

pi t avast at iof phbrvegaltircalorprepashey orf inltéderaiaedni n vi ew of i nproving

patient's conpliance.
Background Art

[ooo2]

Pitavastatin, a sait thereof, and an ester thereof
(hereinafter these species are collectively referred to as
pitavastatin compounds) exhibit an excellent HMG-CoOA
reductase inhibitory effect and, therefore, are useful drugs
for the treatment of hyperlipemia, hypercholesterolemia,
atherosclerosis; etc. (JP-A-1-279866) In order to mitigate
a bitter taste of pitavastatin, commercial solid
pharmaceutical preparations thereof are produced by
incorporating pitavastatin into a base material and coating
the drug base with film.

Disclosure of the Invention
Problems to be Solved by the Invention

[0003]



[ 0004] A drug instable against light is incorporated into a solid
phar maceuti cal preparation, through a known techni que such as encapsul ati on
or coating, so as to enhance photostability of the preparation. For

exanpl e, JP-A-2002- 212104 discloses a light-resistant pharnmaceuti cal
preparation coated with a |ight protecting agent such as talc or barium

sul fate; Panphlet of International Publication No. 97/39752 discl oses a
Serti ndol e-cont ai ni ng pharmaceutical preparation in which base granul es
are coated wi t hpshelhsn& AL iRsNGohlh@FE dIByOXHEe prd Fedt 2002miR4887

di scl oses an arani di pi necont ai ni ng conposi tion having a solid-di spersed
phar maceut heak peeparad itathavkagade St acmpspnay eladvigdoa dtiaght i pyyot ecti ng
agent and a col orant. I nstead of coating, one known techni que of
enhanci ng phetaostabidhty ii.e.t, hpooghphoortedidticgn Hctaadpeci &8c subst ance
into a base material of a solid pharnmaceutical preparation. Specifically,
JP- A- 2000- m6881idhed | wesirndoe layenpiwhivattatds gomppitads glushldecermpgshdvi ng
poor stability against |ight, where the photostability of the |ipid-soluble
drug is i nprovédRbyte fHpsesereas b ier RIHRESr l%@lé%lrtg/é r3PYA2000- 191516

poor ot abi FREGSGORPLLL 1y FEPSe CARFORRET A1 FBophot St RbITTTy B
| ncor por at g .2, GOl QAN A0S, PALENG JAGHIRA! 0l 30, Ul ¢lases ot hat . when

t he agent er contains titani um oxi nhanci ng

phot ost abi bty gaebe f Wit I&e%i?%%i@r?%harmaceuwmeﬂneﬂ'éirtaﬁgbhp: only
filmcoating of tablets has been known as a techni que for preventing

phot o- decorpesi 4165 ¥ iRidaavagt /it SAMIAURYS agands€uright lthrongh a

phar maceuti cal preparation containing the pitavastatin conpound suitable to
be served karthenftorentofenscosédet abl ethwwstgitanubestared iive tgpeanul es i s
known, nor is a production nmethod therefor. [0005% Under such

ci r cunst anpBsrmagewbicedt poEpahat ppresetd i nd8nEhentPEN tf Ficericde a

phar maceuti c reparati.on containing1the pi tavastatin coggound and havi ng

excel | ent Eﬁgi%gtdﬂﬁﬁﬂ{ﬁﬁ PeaRgnedrt A TR Phat BFbterhe 8 to [0007]
As mentioned above, the present inve ors.previous%yigqﬂpqlphat
i t avast at AHCEBRPOIn A8 e5h n BECERE] To oo B SEPPRSt L es lier exposure to
Liont . theggRy Loty Ui, daceaBests | All ALAALE! Spt eRERSRUL X LR Ol | oW ng
‘ patients and assure flexibility in prescription. Therefore,
| development of a scored-tablet-form pitavastatin

pharmaceutical preparation is demanded in view of improving

patient’s compliance.

[0004]

A drug instable against light is incorporated into a

solid pharmaceutical preparation, through a known technique

such as encapéulation or coating, so as to enhance

photostability of the preparation. For example, JP-A-2002-

212104 discloses a light-resistant pharmaceutical preparation

coated with a light protecting agent such as talc or barium

sulfate; Pamphlet of International Publication No. 97/39752

discloses a Sertindole-containing pharmaceutical preparation



ring-closed foim1,2 5 -keto form [0008] More specifically,
irradiation of pitavastatin conpounds with |ight was found to formthe

foll owi ng three deconposition products: (3R, 55)-5-[(8P)-6-cycl opropyl-7, 8-
di hydr o- 10- f | uor obenzo[ k] phenant hri di n- 8- 11] - 3, 5- di hydr oxypent anoi ¢ aci d
(hereinafter referred to as ring- closed form1),

(3R, 55)-5-[(8S)-6-cycl opropyl-7, 8-di hydr o- 10-

f I uor obenzo[ k] phenant hri di ne- 8- 11] - 3, 5- di hydr oxypent anoi ¢ acid (hereinafter

referred tQuagnfbRYGH P nQER 2re @Mled with shells containing

(3R 6E)-7-]2-cycl opropyI-4-(4-fluorophenyl)-3-quinolyl]-3-

hydr oxy- 5- @X0a81 e b6 ;C gacind260ef s 4l e sasobekedw fami)dipdhen the above
conpounds are formed, the pitavastatin |evel of a pharmaceutica

pr epar at i orotaannindecdamicatiainadhapisgisblspliidrfiisgetsedttain suffici ent
treatnment effects. [0009] In order to solve the above problem the
present i npearoaseliziarlcpmepedablon dxauimsi ve Sy e sSwiRYsse waspr 8ach for
preventing formation of the above three deconposition products, and have

f ound t hat 14gBt oPreFHHiNIMPERP BN FPIE 3R del y enpl oyed as a

| i ght-protecting agent, can prevent farmation of .ring-gcl osed f.orns, but
c:agnot ps uf fi c: eg{l?ge?fi é?;;rﬁoagéﬂ\éat Pon O“gll- %Sfjgmft%{rl?ngoﬁ'her%uaéﬁ: 9 t her -

t udi , t i . t i I t havi
et mam abear Py SRSl e R RN (o AL ERR b OB e e ot el T

prepar at i og, 5uccssst Uldy PrauenhscdLIImidon ab1 Pakghordianeibae inventors
have further found that use in conbination of titanium oxide and a col or ant

having a @XEEHB&@MI pEhesi iveyel Bngtlr-af 2400- 1881 @il osascan pgevent
formati on of both pitavastatin ring-closed fornms and 5-keto formin a

phar maceut ivhabh phepar dtiipdid.- sbhebpe ederg Hawiegt Poar hesalhideit vacgewpbished on
the basis of these findings. [0010] Accordingly, in a first aspect of
the presentighventhore thsepiorgsprloidided of shar AdRbdtFTHPYS d4FatPon
containing a pitavastatin compound, titanium oxide, agd a colgrant having a
maxi mum ab3BPEPYSR MaVEICEFEORebLOR0RE (fmASd 16H0CRNe Ted dye. JE-A-

2000-191516 discloses an agent having improved photostability,
in which a drug having poor stability against light is
improved in its photostability by incorporation of a colorant.
The patent document also discloses that, when the agent
further contains titanium oxide, the effect of enhancing
photostability can be further potentiated.

However, hitherto, only'film coating of tablets has
been known as a technique for preventing photo-decomposition
of pitavastatin compounds, and currently, no pharmaceutical
preparation containing the pitavastatin compound suitable to
be served in the form of scored tablets, granules, or fine
granules is known, nor is a production method therefor.
[co05]

Under such circumstances, an object of the present

invention is to provide a pharmaceutical preparation



The present invention also provides a pharmaceutical preparation conprising
granul es containing a pitavastatin conpound, titanium oxide, and a

col orant havi ng a maxi mum absorpti on wavel ength of 400 nmto 500 nm

The present invention also provides a pharmaceutical preparation conprising
granul es i ncl udi ng granul ated particles containing a pitavastatin
conpound and a col orant havi ng a maxi nrum absor pti on wavel ength of 400 nmto
500 nm and a coating shell which contains titanium oxide and which covers
each of the granyl Al ed P iGhesat THERRRERL ahAVERYLAD Al 1RKhevi des a
pharmaceutical preparation conprising granules including granul ated
particles ¢@atakbphipgrfpitavastatin compound, an internediate shell which
contains a col orant having a maxi mum absorpti on wavel ength of 400 nmto 500

nm and whi clratevess ®&sichirgf theergoanethait ed particles, and a coating
shel | which contains titanium oxide and which covers the internedi ate
shel | . [00The peeb®EM7]i nvention al so provides a pharnmaceuti cal

preparation conprising granul es including , )
As mentioned above, the present inventors previously

found that pitavastatin compounds change their chemical
structures under exposure to light, thereby forming

decomposition products represented by the following formulas:

ring-closed %—keto
form 1,2 orm
[0008]

More specifically, irradiation of pitavastatin
compounds with light was found to form the following three
decomposition products: (3R,5S)-5-[(8R}-6-cyclopropyl-7,8-
dihydro-10-fluorobenzo [k] phenanthridin-8-il1]-3,5-

~dihydroxypentanoic acid (hereinafter referred to as ring-
closed form 1), (3R,58)-5-[(88)-6-cyclopropyl-7,8-dihydro-10-
‘fluorobenzo[k]phenanthridine—s-il]—3,5-dihydroxypentanoic
acid (hereinafter referred to as ring-closed form 2), and
(3R, 6E) -7-[2-cyclopropyl-4- (4-fluorophenyl) -3-quinolyl] -3-
hydroxy-5-oxo-6-heptenoic acid (referred to as 5-keto form).

When the above compounds are formed, the pitavastatin



granul ated particles containing a pitavastatin conpound and titani um oxide,
and a coating shell which contains a colorant having a maxi num
absorption wavel ength of 400 nmto 500 nm and which covers each of the
granul ated particles. The present invention also provides a
pharmaceutical preparation conprising granules including granul ated
particles containing a pitavastatin conpound, an internediate shell
whi ch contains titani um oxide and which covers each of the granul ated

particl es, £ al%%ta ngishel | &l 160NEAhASE & AlBIrAlt nBayi Ny a
naxinun1ab%%?g%i8n %&%@ engfh éft4 r%#%tolboo nm and whi ch covers the

i nternedi aesshell . rd00kY to attalf susEcarstaspestmait tdrrapresent
invention, there 1s provided a nethod for producing granul es conpri sing
produci ng dgoaonaj ated particles each containing a pitavastatin conpound,
titani um oxi de, and a col orant having a maxi nrum absorption wavel ength of
400 nmto 500 nim order tkheqgivesthe apwentinsiplamsotpe dvierenta net hod for
produci ng granul es conpri sing produci ng granul ated particles each
cont ai ni nglavpRtavashaiy waEsrpeundt arret R doleo SRREL ARV Th G 1iE RERrRERT

absor ption mavelen%%h,of 400 nnto ?00 n subsequent|ly, coating

d
each of thé&°gr BREY ’é]d“gpé_t‘:‘ﬁ“éltégn\/\? heif ?@&%gnéhr?ﬁu‘?%c%%Ciéi Pl titanium
oxi de. AN BT ESEN AV RALEAN. ALS QU O 82 Ao d OhLAdYG! N
granul es 08ﬁ8r|3|ng producing granul ated particles each containing a

pitavaStat§Qd899p£%5¥byed as a light-protecting agent, can prevent
formation of ring-closed forms, but cannot sufficiently
prevent formation of 5-keto form. Through further studies,
the inventors have found that incorporation of a colorant
having a maximum absorption wavelength of 400 nm to 500 nm
into a pharmaceutical preparation successfully prevents
formation of 5-keto form. The inventors have further found
that use in combination of titanium oxide and a colorant
having a maximum absorption wavelength of 400 nm to 500 nm
can prevent formation of both pitavastatin ring-closed forms
and 5-keto form in a pharmaceutical preparation. The present
invention has been accomplished on the basis of these
findings.
[0010]

Accordingly, in a first aspect of the present invention,
there is provided a pharmaceutical preparation containing a
pitavastatin compound, titanium oxide, and a colorant having
a maximum absorption wavelength of 400 nm to 500 nm.

The present invention also provides a pharmaceutical

preparation comprising granules containing a pitavastatin



subsequent |y, coating each of the granul ated particles with a coating
l'iquid containing a colorant having a maxi nrum absor pti on wavel ength of 400
nmto 500 nm and subsequently, coating the coated particle with a
coating liquid containing titanium oxide. The present invention al so
provi des a nethod for produci ng granul es conpri sing pr oduci ng

granul ated particles each containing a pitavastatin conpound and titanium
oxi de, and subsequent |y, coating each of the granul ated particles

wWth a Coa%{i@aﬁ%&ai 'tgaqgglgni Ig%c?nge? £04 Oir%lol}@.ﬁicnﬂa@iﬁ@)g AR RROr Pti on

wavel ength o m he present invention also provides

a method f g BEOOUGH gk Q1AL ES o8 OIS irkl b 500 nmProduci ng granul at ed
particles each containing a™p tavastatin conmpound, subsequent |y,

coating each OfThégpﬁééﬁﬂﬁiﬁﬂ%@nﬁ@bhiﬁiﬁﬁ;gﬁddidascaaphammddanﬂﬂiaaontaining
titani um oxi de, an subsequently, coating the coated particle with a
coating |i guefdacont@t rniargprd scabogamtu ey iimg ladimagi mum absoi pti on wavel ength
of 400 nmto 500 nm Effects of the Invention [0012] . According to the
present inventi gnanphutess tratitiicd gs ofor sl ipinda fa B ARV AS eDHTO HRFPOSRAa ned i n
a pharmaceutical preparation is maintained. Therefore, Phot - deconposi tion
of the pitaggs?af?¥P¥ﬁﬂﬁM9%¥&nSoﬂt%ﬁ¥%ﬂ?@libSPSPté?ﬁn%?%?‘§Eﬁgb&’t§8 ets,
which are split u&on use, can be suppressed, whereby the highly effective

c
treatnent 8 R§pe i?ﬁ&ﬁ%?dapd hyper chol esterol enia can be realized. Mde
for Carrying Oug Eéﬁ%iﬂ@”ﬁﬂéf&“which contains titanium oxide and which

covers each of the granulated particles.
The present invention also provides a pharmaceutical
preparation comprising granules including
granulated particles containing a pitavastatin compound,
an intermediate shell which contains a colorant having
a maximum absorption wavelength of 4OQ nm to 500 nm and which
covers each of the granulated particles, and
a coating shell which contains titanium oxide and which
covers the intermediate shell.
The present invention also provides a pharmaceutical
preparation comprising granules including
granulated particles containing a pitavastatin compound
and titanium oxide, and
a coating shell which contains a colorant having a
maximum absorption wavelength of 400 nm to 500 nm and which
covers each of the granulated particles.
The present invention also provides a pharmaceutical
preparation comprising granules including

granulated particles containing a pitavastatin compound,



[ 0013] The pitavastatin conpound enployed in the present invention

i nclude pitavastatin ((312,5S, 6E)-7-[2-cycl opropyl-

4- (4-fl uorophenyl) - 3-gui nol y11- 3, 5-di hYdr oxy- 6- hept enoi ¢ acid): USP No.
5856336 and JP-A-1-279866), a salt of pitavastatin, and an ester of
pitavastatin (including | actone-ring-forned species). In addition, hydrates
t hereof and sol vates thereof with a pharmaceutically acceptabl e solvent are
al so included. As nmentioned above, pitavastatin conpounds are known to be

served as an exgel | oLy 1V OALEINCLABG, |G <20t ArbSSlide Ghgal ent

drug for hyperlipema, hyperchol esterolem a, etc. Exanpl es of the

pi tavast at LR ;88! bobded UdR st snef gRdial 4t B iakrt$UTas asarsddi um or

potassium salts of alkaline earth nmetal such as cal ci um or nagnesi um
salts of organi & ashtensuteias wphenetbytairine, candrammomumsal ts. Exanpl es
of the ester of pitavastatin includes C to C6 |ower alkyl esters, and
speci fi c ewmanphes avedumde omewhyklesgehr Rf ety nmespep@? nm prshyhiedt ers, and
n- propyl esters. Anbng these, pitavastatin salts are preferred, with a

cal ci um sakpvehereeg Beigwpegartpcahatly preferred. Pitavastatin
conpounds can be produced through any of the nethods disclosed in USP No.
5, 856, 336 dFC3bl A-1-279866. [0014] No particular linmtation is

i nposed on the content of.the pitayastatin co h ceuti cal
preparation of ?ﬁea P alsﬁj\‘/%ﬁt Pén?h%n%ret%eégggﬁpgﬁgg?é' gtr}g er g‘%l y 0.01

to 15 nass%%@k&ﬁe&%§ Iu%ffE%eEEQEQéiﬁﬁnﬁyghdggstEgmﬁpﬁéﬂﬁfﬁﬁkﬁ%%ﬁng

preparatio nore prefera to 8 mass% particularly preferably 0.5 to

4 mass% [QRdallated pabitlidniedmMeaxhdeoriiOyeda BitheapPresantcdndeanti,on nmay
have a rutile crystal-formor an anatase crystal-form Exanples of titanium
oxi de comehehalupradiind,s andc hudelbtimninamiong demhidi Bdm (ahradps ifoor m

product of Toho Titanium and titanium oxide A-HR (anatase form product of
TI OXI DE) . wavelenhgtloraferd 000 npr 80eh€0 deonposi ti on of the pitavastatin
conpound, the titanium oxide content of the pharnmaceutical _preparation of
the present invBhAtiBF¥eSantplarVenspPy 8lea REPVISICR&sTSRPH ’T"ggpect to the
total amount Qf the pharmaceutical preparation, nore preferably 0.1 to 20
mass% par PFEAFEHTY %’f “gt%é"bf:ﬁ?m@?“jsf%g 15 mass% [0016] The col or ant

eployed i the prgsenly IAGNth00anas, & IRl UMARSAL BT AR, vevel ength of

400 rimto 500 Rm_ln a UV absorption spectrum Particu a col orant
havi ng an 9%8&8%&%&@8@6%8“ 2302 NP1 B0 Bk hg Brederwmed. Exanples of

t he col orant 1 nclude Food Yellow No. 5 (maximum abSorption wavel ength: 4822
nm and Fogds¥ebt o Nevved chigXi BEM absok pid soowawel eagt h: 4282 nm). O

these, Food Yellow No. 5 is particularly preferred. The maxi mnum absorpti on
wavel engt hs naystiesepiertiiynedobnn ihbeedlh abi drlpt isoanspeted apdyt idlass of a
spectrophot onet er (U-3010: product of Htachi Corporation) or a simlar
devi ce. with a coating liquid containing titanium oxide.
The present invention also provides a method for
producing granules comprising
producing granulated particles each containing a
pitavastatin compound,
subsequently, coating each of the granulated particles
with a coating liquid containing a colorant having a maximum
absorption wavelength of 400 nm to 500 nm, and

subsequently, coating the coated particle with a

coating liquid containing titanium oxide.



[ 0017] The col orant content of the pharnmaceutical preparation of the
present invention is preferably 0.001 to 4 nass% wth respect to the total
anount of the pharmaceutical preparation, nore preferably 0.005 to 2 nmass%
particularly preferably 0.01 to 1 mass% fromthe viewpoint of prevention
of deconposition of the pitavastatin conpound. [0018] As menti oned
above, the pharmaceutical preparation of the present invention contains a
pi tavastatin conmpound, titanium oxide, and a col orant havi ng a maxi mum

absor pti on wavekgags fflnA00BALE 0, SO0 BxNI aRAN Al fukizéa ldH tation i s

i nposed on the drug form of the pharnmaceutical preparation so |long as the

prepar ati oprb8udi RerHfahuisel bempExaimy es of the drug forminclude granules,
fine granules, tablets, and capsules. The preparation nay be a fil mcoated

drug produced tprodwgdirey rgaahiunetédl pacoatliasy eaehhodntdheinald et s may be
rapi d-rel ease tablets or sustained-rel ease tablets. O these, rapid-release
tabl ets areiprefstatwih compoungpendffitanipm pabiet samhy be produced by

m Xi ng the above ingredients with an optional pharmacol ogi cally acceptable
carrier and pel FePsQURI e Featinantash dfultde Fhanespstt ¥9rm§Pugs nmay

be produced by filling capsul.es with, the dr content. In order .to
fact |1 t at eWbFBaki TRATTFS JBAULS CRBCHINAN & CRAGTRR: PVited WRCH 8P | east

one score I%gsr {iéa,%é?gagﬁgﬁa %ge%fyxnpggpg%bngmscored tabl ets, which can

. a - .
be split be use. cor e present invention, even when such

scored tablets gre O@fééetntb%%ﬁtyéﬁ Auh the Bkt 2 sHEfR&e ©fr each tabl et
fragnment is exposed to |light, the tablets have been stabilized through the

aforenentingau@ﬁgggﬁu&@legncbmgrpgﬁggnt i nvention, scored tablets are
particularly preferred. [0019] In the case of, for exanple, tablets, the

phar maceuti cal prepariatd gramayabed ppachicedshpaatintghpgimingraanul ati ng a
pi tavastatin conpound and titanium oxide, or a pitavastatin conpound and a
col orant hp¥fagastata wemrabsdr pti on wavel ength of 400 nmto 500 nm

pelletizing the adm xture or granul ated particles through a rqutine nethod;
and, subsequent FYOSIKBEIHY -t FRAPENY e33Rth tRec 8RR T ?uﬁ%f%ﬁﬁi?ﬁining t he

colorant and/or_titaniumoxide. Alternativel .1 he encapsul ated preparation
may be pr oHi‘Jéléda b?%dw%%ﬁ&%& SPA A% lggﬁutngv%}é At nancdgnpound and

titaniumoxide,S&ES ‘n&a¥§SEggkﬂngoggg) 2Rd the;eol opant 5 and filling
capsul es each contaihing the col orant and/or t?tanlun1OX|de with the
adm xture @p 92Ul 3fad Pahthehesy 4 AUrant having a maximum

absorption wavelength of 400 nm to 500 nm.

Effects of the Invention

[0012]

According to the present invention, photostability of
the pitavastatin compound contained in a pharmaceutical
preparation is maintained. Therefore, photo-decomposition of
the pitavastatin compound contained in, for example, scored
tablets, which are split upon use, can be suppressed, whereby

the highly effective treatment of hyperlipemia and

hypercholesterolemia can be realized.

Mode for Carrying out the Invention



Preferably, the pharnmaceutical preparation of the present invention is
obtained in the formof granules, which are then formed into encapsul at ed
drugs, tablets, and drugs of other forns, fromthe viewpoint of naintaining
the stability of the pitavastatin conmpound. [0021] Exanples of the

phar maceuti cal preparation in the form of granules of the present

i nvention include (1) granulated particles (granules) containing a

pi tavastatin conmpound, titanium oxide, and a col orant havi ng a maxi mum
absorption[@@yﬁjength of 400 nmto 500 nm (2) granules including

granul ated particles containing a pitavastatin conpound and a col orant
having a maxi mughabsorpidRacwaveb ﬂH@mﬂ@%’eﬁ%ﬁ%ﬁ@%Merﬂ;ﬂd a coating
shel | which contains titanium oxide and which covers each of the granul ated
particl es; i63¢n@I&nules vdec btidhtgs gaainul @Bed spask) €7 ek -contlaipmopyla

pi tavastatin conpound, an intermnedi ate shell which contains a col orant
havi ng a maxi(aufl apsyhenydn -davei gt H -¢f, 5400hpdr oxy -SCO9phemed cwhi ch cover s
each of the granulated particles, and a coating shell which contains

titani um oRFd8) ar@SEMlch 566¢8R6 @ Ji‘?nperlrréﬂﬁégé) st §215 AF granul es

i ncluding granul ated particles containing a pitavastatin gconpound and
titani um oRitBRVASkRF I cFRCG AY SRERY %ﬁﬂﬁﬁ%aggﬁFﬁth Lol havi ng a

maxi mum absor pti on wavel ength of 400 nmto 0) a i each of
the granul ?SEOEERY%QQ{E?FmgﬁdS?%flﬁgﬁhu gsa?%% {ﬁﬁhggﬁﬁgﬁggaggﬁgééﬁticles

cont ai ni ng.a4PL) AYASIALIA,FPQAN o Al ALELTRYLA! by Sheldpubiieh contains

titani um oxide an covers each "of the granul ated particles, and a
coating shghhvuhi chy£QNtdl s c2ugoH Or ARt MBAYE Bed dFvidIUpiahsaspat O

wavel ength of 400 nmto 500 nm and which covers the internediate shell.
[0022] Anpagmpbesds gaNlnesn goabel ssrel) asaanbexpe bikice HMGHoagh

granul ating a pitavastatin conpound, titaniumoxide, and a colorant having
a maxi mum abdocpisonnkeveltomgahd of UHHEMtireasoenhndrug for Granul es (2) can
be produced through granul ating a pitavastatin conmpound with a col orant

havi ng a nBXPauhiRESer phiyBRTRAYEF BN B 24065Am to 500 nm and
subsequent |y, coating each of the granul ated particles wih a coating
liquid contai ni FPTRtsHhimt iBéFagaStat%ﬁzﬁ%&&eénfgyg%a?ﬁifs &

€ produced
t hrough granul atin pitavastati 0 , se I tis each of
t he granul ﬁﬁgﬁﬁpat?%ac esélc\;%\i ?% g&gﬁa ié\%%&%ﬁl’ggﬁgbnt&%ﬁ% n%ﬁ éaclg%]l&r gnt havi ng

a_maxi num ghseh Mdon waeel eaoth) ofuf Q0 HAGHRS3UR, NBh1 B0 b s uhapgUent |y,

coating the coated particle with a coating liquid containing titanium

oxi de. amif¥ aies d PheadbhPeapiducad hiongingsants at Ergmales
pitavastatin conmpound with titani um oxi de, and subsequently, coating each

of the gransl ahedegpnart icfl pdtavsbtat toatiaigdeisqaildteoft aleowary adkydl or ant
havi ng a maxi num absor pti on wavel ength of 400 nmto 500 nm G anul es
(5) can beeptedsicethd npeegiiigr anampi¢hgine pidearashyt | psedipoRtdyL
subsequently, coating each of the granulated particles wth a coating
liquid conBBFRTRg HiREAFVITEEXPES, MY BUFSEYdeREF§TS codMORY £RESEoat ed

SEERATR N IR R R N Rl
being particularly preferred.
Pitavastatin compounds can be produced through any of
the methods disclosed in USP No. 5,856,336 or JP-A-1-279866.
[0014]
No particular limitation is imposed on the content of
the pitavastatin compound of the pharmaceutical preparation

of the present invention, and the content is preferably 0.01



[ 0023] Granul ati on may be perforned t hrough known techni ques such as
fluidized bed granul ation, tunbling granulation, agitation granulation,
and spray granul ation. Coating may be perfornmed through nethods such as
pan-coating, tunbling coating, and fluidization coating. Fluidized bed
granulation is particularly preferred, since granulation, coating, and
drying can be perforned in one single apparatus. [0024] The granul es
of the invention may contain a pharmacol ogically acceptable carrier in

accor dance Juf 4B RRELS. UL heBptaL Lo ABY NBIABRGERE | 8 Glne added to the

granul es through m xing w east one conponent sel ected from anong a
pi t avast at bRaeRANPOUNha 1t igraRh¥at 0Xh deno@Nbra reehBI ANy . hasd g nas@E@Xi mum
absorpti on wavel ength of 400 nmto 500 nm [0025] The af orenenti oned
granul es t barsetvesrRpREFeBployeds aso & graasal. e- f or m phar maceuti ca
preparation. Alternatively, the granules may be appropriately mxed with a
phar macol ogooably acceptable carrier, and the m xture may be forned into a
vari ety shape of pharnmaceutical preparations through_a routine method.

[ 0026] | nTi henprresenide FPBAPYSR, 1R XEHPESSECt HeVeHr ¥ Makhi ch can be
m xed with_the granujes or with_at |east one_conponent € ected from anong

a pitavast B8VR & ofpotift CSEEAT EF B TUET AVGTASEof bY At "Hg a maxi mum
b ti t f._ 400 to 500 i.nGl i | Ki t
Such b | aBRANELERa Sreghdin" Thle Mo, HPBRYELL LU gsar 29O

i corn st ul ose,

m Crocryst @kkgﬂﬁwe#ﬂieo ’~§§n(?r19@ifé UB,GAr ReRater BE NESHS Ti24eh uAs
hydr oxypropyl cellul ose, hydroxypropyl nethyl" cel | ul ose,

pol yvi nyl pyrBOE i €908im ad srOhY iR (ha@d L0, ( pabahét -SaporixToed . pr oduct ) ;
di sintegrants such as | ow substituted hydroxypropyl cellul ose, carnel ose,
car boxyst arch sodi dider addglresent aietampo<cidrimns bdr che pardvadtad-ist ar ch,
cross-carnel ose sodium and cross-povidone; |ubricants such as magnesi um
stearate, sbepriedadily tigkmitncontdel cadlagsitupfstharpiarnagaiitiigied. These
carriers may be used singly or in conbination. In accordance wth needs,

ot her ingr éé?@ﬁ%@t%r?faghé pheserhefuventiion, éei R gLy £ -l &Pardf, and

f be, i ted into th les. [0027 The .fol | ow
O her addl RIS WEGh HABbe Eftph By oSG EuEh b | HBRs = Gtose, |
| , h | i 1ol i tol, t@ldital..naeoiiol,
71 chal obe, DESRRBREGTH OuB BEREROrY Sl Ral S Ted S TRE Lol

cel | ul ose gg%ggg%¢ﬂfqhgygg as petbyl cellul ose, ethyl cellul ose,
hydr oxypr opyl celldl ose , hydroxypropyl net hyl cellul ose, and

| ow- subst i tigbeegl} hydr oxypropyl cellul ose; pol yvinyl derivatives such as
pol yvi nyl pyrrol i done, polyvinyl acetal diethylam noacetate, and pol yvinyl

al cohol (parti arhy sspoudt edppogddcis)thaldodsens orvert poh ey  such as
pol yet hyl ene gl ycol and pol ypropyl ene glycol; fats and oils such as sucrose

fatty aci dmesimuns ahrbyrslipoxyevdbengidarat 00 pg28p 500 nm in a UV

absorption spectrum. Particularly, a colorant having an
absorption maximum of 450 nm to 500 nm is preferred.

Examples of the colorant include Food Yellow No. 5 (maximum
absorption wavelength: 482+2 nm) and Food Yellow No. 4
(maximum absorption wavelength: 428+2 nm). Of these, Food
Yellow No. 5 is particularly preferred. The maximum
absorption wavelengths may be determined in the UV absorption
spectra by means of a spectrophotometer (U-3010: product of

Hitachi Corporation) or a similar device.
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To the pharmaceutical preparation of the present invention, preferably
added is a basic substance which can elevate the pH of aqueous sol ution or
aqueous di spersion of the granules to 6.8 or higher, particularly 6.8 to
7.8, so as to enhance time-dependent stability of the pitavastatin
conpound. Exanpl es of the basic substance include acid-suppressors such as
magnesi um netasi licate alum nate, magnesiumsilicate alum nate, nagnesium
al um nate, dry al um num hydroxi de, synthetic hydrotalcite, synthetic
aluninun1sibbfﬁﬁe, magnesi um car bonate, precipitated cal ci um carbonate,
magnesi um oxi de, al um num hydr oxi de, and sodi um hydrogen carbonate; and
pH-nodi fiers sughe asilo@n@i BbACens sk WARHHASRRatEut TS0 direpahydiogen
phosphat e, sodi um di hydrogen phosphate, potassi um phosphate, di potassium
hydr ogen pbgsphatm;egeaitasaient tomyds agetephbiphat @1 diccadimasséi vith e,

sodi um succi nate, ammoni um chl ori de, and sodi um benzoate. O these,

magnesi um nespsit iwattdealkorihatrouitarafi rtihﬂephan!daﬁlﬁbitc&é‘s PrePRYAE befen
phosphate are particularly preferably used. used herein, the "pH'
refers to neEe Rifefermbiryg. 00§oﬁ°t%émﬁ§§7sPBFthﬁ¥¥aﬂﬁéé¥e§G§6€ﬁ¥|on of the
pharnaceutlcal_@;eparatlon of the present |nv ntion. [.0029 Exanpl es

of ingredi@nt} k H@Sedat £RrG™ Fiofui H MGy ?F?Yﬁ? “s&it invention for

covering granul at e artlc s or. prov g filmon pharnaceuti cal
prepar at i oRC Eﬁ?ﬁ?1(%l degra&%%ﬁg 8§ﬁ§né$§ cel lul ose derivatives,

(neth)acryl éFgFo)polyners aIkerne oxi de polyners, fats and oils,
silicones, Itin, chitosan, casein, tragacanth gum guar gum gellan gum

and acaci a. As dRXANRNES abothe biodagradable: pol yWRisadadonder
poly(lactic acid), poly (glycolic acid), poly(hydroxylactic acid),

pol y- a- cyathaciidsadre astens;opotymrdinzest edsavast i amammpacnd), and

gel atin. [0030] Exanpl es of the cellul ose derivatives include nethyl
cel | ul ose, tE¢¢qdumx§ﬂldbosendpaogglonﬁﬂﬂ eysng hy@ﬁ%»@HﬁHQQﬂor@éFPBIose

hydr oxyet hyl cel |l ul ose, hydroxypr cel | ul ose, oxypr.opyl net h
cel | ul ose, W@ﬁ?b@%ﬁﬁbﬁﬁyﬂoeePWug §@ﬂyé§Wbo§?éﬁ%ﬁﬁl ﬂégétggh9% propyl

[ 1 ul |1 ht hal | | di ht hal at
Col 1 ul ose’ iFraned nieRa g o %ﬁ%&fﬁﬁyﬁzﬁ?‘%ﬁl T IR 368 <o
hyd t hyl | | || t hal tyl
cel | ul ose, Lo Cesa%th%sgﬁ LORLALE IR PKLLER, | M ARRIBE OB U, AT
(co) pol ymec'i?u# nf\t!rlIKan%tlmﬁla geiyhpde- MY branules, tablets, and

met hacryl ate-trinet hyl et hyl ammoni um chi or i de met hacryl ate copol ynmer, butyl
met hacryl a&@%&d@shyl ARk Needdudat®inhaskyybat & £opolgteed detyl peodwdet

pol ymer, acryl ate polyner, and di net hyl am noet hyl ether nethacrylate
pol ymer. through a routine film coating method. The tablets may be

rapid-release tablets or sustained-release tablets. Of these,

rapid-release tablets are preferred.

Specifically, tablets may be produced by mixing the

above ingredients with an optional pharmacologically

acceptable carrier and pelletizing the resultant mixture.

The capsule-form drugs may be produced by filling capsules

with the drug content. In order to facilitate breaking of

tablets, each tablet may be provided with at least one score

line (i.e., groove), thereby producing scored tablets, which

can be split before use. According to the present invention,
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[ 0032] Exanpl es of the al kyl ene oxi de pol yners include pol yethyl ene
gl ycol and pol ypropyl ene glycol. [0033] Exanples of the fats and oils

i ncl ude hardened oil, nonoglycerides, triglycerides, wax, higher fatty
acids, sucrose fatty acid esters, and higher fatty acid glycerin esters.
Exanpl es of the silicones include silicones such as di nethyl pol ysil oxane,
nmet hyl pol ysi | oxane, and silicone oil; dinmethyl polysiloxane-silicon dioxide
m xtures; silicone defoam ng agents; and di met hyl pol ysi | oxane m xtures such

as silicongLesiHefMh& Wrordd084bi1ets ard N$1602LERGrs | el ¥ HEUT T her
contain a sustained-rel ease ingredient. Exanples of the sustained-rel ease

i ngredi ent dpoGkuderPi&s A80rREAD 8L PO VIR Snert akCBRFos&E@Xid anshigel | ul ose
derivatives, (neth)acrylic (co)polyners, alkylene oxide polyners, fats and

oi | s, carragkeeanbet<€mdven berhi E08AN] i 2ad aihroughaghe anfdrguamt igmad gum
gellan gum paraffins, silicones, acacia, poly(glutamc acid),

pol y(aspr apriocedurd) , IR chy(bysser)  irpeinriangi ateredd taldietiscazei d, pectic
aci d, and xanthane gum [0035] Exanpl es of the bi odegradabl e pol ynmers
i ncl ude poPprracriarhcirpefegaled(gl ycolic acid), pol y(hydroxyl actic acid),
pon-a-cyagoacr¥Iate esters, polyorthoesters, poly(am no acid), gelatin,

col | agen, R8hdtoitin sul fate, hyal uroni ¢ acid, al bum n, casein, globulin,

and gl uten. [00§g]the - ngﬁppk%? g%a Qﬁ §t£gg@@g iﬁﬁ%ude a- anyl ostarch

gel atini zed starch, cafboxynéthy starth, caﬁboxyét yI' starch,
pharmaceutical preparation may be produced by admixing or

- granulating a pitavastatin compound and titanium oxide, or a

pitavastatin compound and a colorant having a maximum
absorption wavelength of 400 nm to 500 nm; pelletizing the
admixture or granulated particles through a routine method;
and, subsequently, coating the pellets with a coating ligquid
containing the colorant and/or titanium oxide. Alternatively,
the encapsulated preparation may be produced by admixing or
granulating a pitavastatin compound and titanium oxide, or a
pitavastatin compound and the colorant; and filling capsules
each containing the colorant and/or titanium oxide with the
admixture or granulated particles.
[0020]

Preferably, the pharmaceutical preparation of the
present invention is obtained in the form of granules, which
are then formed into encapsulated drugs, tablets, and drugs
of other forms, from the viewpoint of maintaining the
stability of the pitavastatin compound.

[0021]

Examples of the pharmaceutical preparation in the form

12



phosphated starch, acid-treated starch, oxidized starch, dialdehyde starch
thin-boiling starch, and dextrin. Exanpl es of the dextrans include
dextran, dextran sulfate, and carboxynethyl dextran. [0037] Exanpl es
of the cellul ose derivatives include nethyl cellul ose, ethyl cellul ose,
propyl cellul ose, hydroxynethyl cellul ose, hydroxyethyl cellul ose,

hydr oxypropyl cellul ose, carboxyethyl cellul ose, carboxypropyl cellul ose,
cel l ul ose acetyl phthal ate, cellul ose diacetyl phthal ate, cellul ose

triacetyl ng ﬁ{gﬁﬁesocgfy%ée byke @'i:;d&&%oahahema@ (Y dxyetexk

cel | ul ose pht ate, hydroxy rop | ul ose phthal ate, acetyl cellul ose,
and salts EQ?E?@ies [QA38lules) colXaWiRp Dpitheaé Bty agududd( co) pol yners

i ncl ude et acryl at’'e-net hyl nethacrylate-trimethyl et hyl anmoni um chl ori de
nethacrylatetﬁﬂnmhyﬂEMkabuhmlanebh@ﬁmyiatﬁdngeahméﬁﬁmnmeﬁhyhPMébhacryIate
copolynmer, acrylic acid polyner, nmethyl acrylate polyner, and

di met hyl anivavet énydtletdfert ofenhateys et ewpol (Eregrap@ds9]includingxanpl es of the
al kyl ene oxi de folyners i ncl ude pol yet hyl ene gl ycol and pol ypropyl ene

gl ycol . [O0ozepulated raridpiles ePnidxkning ¢ PAGAHRFLRTHE|RIPRHACdeRed2 oi |

har dened castor oil, alive oil, nonaglycer,ides, {%% wax, hlgher

cerl des,
fatty aci dSOLSTRRL FaE: ¢ &é?ﬂm%@tiﬁ TRfilgRerave %%‘ : a8 RPgh8r fatty
acid glycegbg esters [Qp

m, and oa%lng shell which contains titanium oxide and

which covers each of the granulated particles; (3) granules
including granulated particles containing a pitavastatin
compound, an intermediate shell which contains a colorant
having a maximum absorption wavelength of 400 nm to 500 nm
and which covers each of the granulated particles, and a
coating shell which contains titanium oxide and which covers
the intermediate shell; (4) granules including granulated
particles containing a pitavastatin compound and titanium
oxide, and a coating shell which contains a colorant having a
maximum absorption wavelength of 400 nm to 500 nm and which
covers each of the granulated particles; and (5) granules
including granulated particles containing a pitavastatin
compound, an intermediate shell which contains titanium oxide
and which covers each of the granulated particles, and a
coating shell which contains a colorant having a maximum
absorption wavelength of 400 nm to 500 nm and which covers
the intermediate shell.
[c022]

Among these granules, granules (1) can be produced

through granulating a pitavastatin compound, titanium oxide,
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Exanpl es of the silicones include silicones such as di nethyl pol ysil oxane,

nmet hyl pol ysi | oxane, and silicone oil; dinmethyl pol ysiloxane-silicon dioxide
m xtures; silicone defoam ng agents; and di met hyl pol ysi | oxane m xtures such
as silicone resin emul sion. [0042] The does of the pharnaceuti cal

preparation of the present invention is appropriately predetermned in
accordance with the body wei ght, age, sex, type of disorder, and synptom of
patients. The preparation of the invention may be adm nistered in a dose,

duced bly 1
o Leheedh § PSR Yl GOTRRMRt shkap Bt ettty |

present |nﬁﬁngbo§ M next be described in nore detail by way of exanples,
whi ch shoul d not e construed as limting the invention thereto. [0044]

Exanple 1 cPhhavast a)i ragabel prodizédd Bhromgnesanulaeimsid i cat e

alum nate (250 g), lactose (4,778 g), D-mannitol (5,000 g), |ow substituted
hydr oxypr opyLacestat 0s e dnibo2a g}thaaucbdlidraamituﬂnamhdea(tﬂ'axiamnum xi de

NA- 65: product of Toho Titaniun) (240 g) were mxed, to thereby prepare a
unlforn1poabeprptx¢mnwavémﬁ@gﬁhxpﬁreOQa@ngﬁhﬁ@WaP@d @?ﬁcﬁkﬂﬁqqqﬁﬂ§lied bed
granul ation in which hydroxypropyl net hyl cell ul ose 2910 200, whi ch had
been di ssoFQaBing erRamie ths gurhriaehdtadt 42608 A set Yel | ow

FCF (Food | t of S Gen F.F. | 12 d
onto(tﬁg n§§83$§{09¢ﬁ9%qﬁﬂ§-gﬁgaaggﬁ %Qﬁﬁﬂlesnmere nlieg mn?% ﬁﬁgﬁeZPLgye

stearate (120 0. 0.1 e, M uce AssReld kst Loakbesely, o oduce scor ed

tablets (120 ng contalni ng pitavastatin cal ci um

The scoredyt abl et s, W&! %Jmﬁoﬁﬁheoagegsém&w@ a eaARYayt Lomal ofmaiteod enpl oyi ng
a solution mhlch had been prepared by di ssol'ving hydr oxypr opyl net hyl

cel l ul ose 393Rul{488 Parafid1leki @byl a cidtairey (11QQig) contpinidg ed wat er
(6,000 nL) and dispersing titanium oxide (60 g) and hydrous silicon dioxide
(60 g), whepkbyafit | macioat ed mhabiet sal¥dP7ptmght agiveflendifanef e400 il tem) were
produced. [0045] Exanple 2 The procedure of Exanple 1 was repeated,
except thaboSumsetandd|dudweRCEntly? ¢patdid Itie 69ated, RRBLE P Widhedused, to

t hereby prepare filmcoated tablets.
coating liquid containing titanium oxide.

Granules (4) can be produced through granulating a
pitavastatin compound with titanium oxide, and subsequently,
coating each of the granulated particles with a coating
liquid containing a colorant having a maximum absorption
wavelength of 400 nm to 500 nm.

Granules (5) can be produced through granulating a
pitavastatin compound, subsequently, coating each of the
granulated particles with a coating liquid containing
titanium oxide, and subsequently, coating the coated particle
with a coating liquid containing a colorant having a maximum
absorption wavelength of 400 nm to 500 nm.

[0023]
Granulation may be performed through known techniques

such as fluidized bed granulation, tumbling granulation,

14



[ 0046] Exanple 3 The procedure of Exanple 1 was repeated, except that
Sunset Yellow FCF (120 g) and | actose (4,670 g) were used, to thereby
prepare filmcoated tablets. [0047] Exanple 4 The procedure of
Exanple 1 was repeated, except that titaniumoxide (60 g) and | actose
(4,958 g) were used, to thereby prepare filmcoated tablets. [0048] Exanple
5 The procedure of Exanple 1 was repeated, except that titanium oxide
(120 g) and lactose (4,898 g) were used, to thereby prepare fil mcoated

tablets. 098Pk XA Bacion, 18 HEAGPUILEALCEXANPIRAL HgSmagEAL ed,
except that “titanium oxi de 6880 g andgﬁgc ose (4,418 g) weré used, to
t hereby prepakgrhéd MeQAled mbabbetssud®W®Plpan-coating, tumbling
coating, and fluidization coating. Fluidized bed granulation
is particularly preferred, since granulation, coating, and
drying can be performed in one single apparatus.
[0024]

The granules of the invention may contain a
pharmacologically acceptable carrier in accordance with needs.
Such a carrier may be appropriately added to the granules
through mixing with at least one component selected from
among a pitavastatin compound, titanium oxide, and a colorant
having a maximum absorption wavelength of 400 nm to 500 nm.
[0025]

The aforementioned granuleg themselves may be employed
as a granule-form pharmaceutical preparation. Alternatively,
the granules may be appropriately mixed with a
pharmacologically acceptable carrier, and the mixture may be
formed into a variety shape of pharmaceutical preparations
through a routine method.

[0026]

In the present invention, examples of the carrier which
can be mixed with the granules or with at least one component
selected from among a pitavastatin compound, titanium oxide,
and a colorant having a maximum absorption wavelength of 400
nm to 500 nm include vehicles (bulking agent) such as lactose,
corn starch, modified corn starch, wood cellulose,

microcrystalline cellulose, and calcium carbonate; binders
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Exanple 7 The procedure of Exanple 1 was repeated, except that
titani um oxide (1,200 g) and | actose (3,818 g) were used, to thereby
prepare filmcoated tablets. [0051] Exanple 8 The procedure of
Exanpl e 1 was repeated, except that titanium oxide was changed to titanium
oxi de A-HR (anatase form product of TIOXIDE), to thereby prepare
filmcoated tablets. [0052] Exanple 9 Pitavastatin cal cium (200 g),
magnesi um netasilicate alumnate (250 g), |actose (4,778 g), D nmannitol

(5,000 9), aRd LovapalstidAded Bydi @xyss owdx&%%@gh ddny200 g) were

m xed, to thereby prepare a uni form powder ‘m xt Ure e mxture was

granul at ed cehirqugbe f | %1E9Qr6f§d%ﬁéﬂ,t 2008 ipB1yhi chy hydresnenopy! met hyl
cel lul ose 2910 (100 g mhlc ad been dissolved in advance in purified

wat er (2,00@amt1a1ewubdﬁﬂfmea ¥ebbtiowt FCR (i tgprenste spelayesd lant-0 t he

m xture. Onto the thus-fornmed granules, a liquid was sprayed in a fluidized
bed granul stbetitetehdnshypxppepaye gehiiliass,t gabnepese et ¢adbxypiterithqui d
was prepared by dissol ving hydroxyprooyl met hyl cellul ose 2910 (100 g) in
purified wapdiugp2, COOaHOES aﬁ&CéU@pe¢@ﬁnufqﬂrF§M|Hﬁ?é%@beﬂ(%&ﬁ? +in the

solution. The coated granul es were ed th nesjum stegrate (120
oot he mffaﬁaa%@n % I%P?éam't%ng]h%?%go%l/mpﬁr&gﬁﬁg S et 120Y

1o/ tabl et di gUELe /- ML CONLALII N0 ILAVESIALL dgécaurp,aﬂ;% pscor ed

tabl ets mere n}coa rough™a conven npl oyi'ng a sol ution

whi ch had Q%@Qrgﬁépa&ﬁi 2y cdi sealad %&ﬁx@&gxawqwlﬁé&xgmgqy glose 2910
(480 g) and triethyl citrate (100 g) in purified water m.) and

di sper si ngcbinbanhtieOXi 8 é@@oagaaxtwl wiydr adeds| | o mr@ﬁe@eeﬁﬁe a),
whereby filmcoated tablets (127 ng/tablet, dianeter: 7.1 m) were
produced. £06b34s Conparegtinee, Exafiphecding agen€Conmeccliatanmi t sarast ati n
conpound- cont ai ni ng pharnmaceutical preparation (Livalo Tablet 2 ng (Lot:
DC5A, prodectdnaekylibst dAngoredraye®ovrt CFhe pranyleds used.

[0027]

The following other additives may also be employed:
sugars such as lactoge, fructose, glucose, saccharose,
maltose, sorbitol, xylitol, maltitol, mannitol, trehalose,
cyclodextrin, erythritol, reduced palatinose, and lactitol;
cellulose derivatives such as methyl cellulose, ethyl
cellulose, hydroxypropyl cellulose , hydroxypropylmethyl
cellulose, and low-substituted hydroxypropyl cellulose;
polyvinyl derivatives such as polyvinylpyrrolidone, polyvinyl
acetal diethylaminocacetate, and polyvinyl alcohol (partially
saponified products); alkylene oxide polymers such as
poclyethylene glycol and polypropylene glycol; fats and oils
such as sucrose fatty acid esters and polyoxyl 40 stearate.
[0028]

To the pharmaceutical preparation of the present

invention, preferably added is a basic substance which can
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[ 0054] Conparative Exanple 2 The procedure of Exanple 1 was repeated,
except that no Sunset Yell ow FCF was used, to thereby prepare filmcoated
tabl ets. [0055] Conparative Exanple 3 The procedure of Exanple 1 was
repeat ed, except that Sunset Yellow FCF was changed to erythrosine (maxinmum
absorption wavel ength: 5262 nm Food Red No. 3, product of Kishi kasei), to
thereby prepare filmcoated tablets. [0056] Conparative Exanple 4 The
procedure of Exanple 1 was repeated, except that no titanium oxi de was

used, to th i e I . Te I
Eoen’ of Ut nSTETRYe REEDARE o %gggggéedgﬁ&%xcg{n%lre%@?éﬁs 9&§1pd@c%%‘a}g§ti ve

Exanpl es 1the 4r¥@s1 &itcAl0RIokhBi §160F & ddrta cunbelywe. halves.s,| waedsat el y
after cutting, the tablet was irradiated with |ight using a day-Ilight

fl uor escentol anparde & heseepbndONt 0O X ityorof20Be 0P0tdvadtatiime anmount s
(mass% of ring-closed form1, ring-closed foLm 2, and 5-keto forned

t hrough i r cadpatndn Wepapdes ebir thed baFlie grbsharcofindiedgeasipositi on

products were determ ned through HPLC (LC2010C: ,
suppressors such as magnesium metasilicate aluminate,

magnesium silicate aluminate, magnesium aluminate, dry
aluminum hydroxide, synthetic hydrotalcite, synthetic
aluminum silicate, magnesium carbonate, precipitated calcium
carbonate, magnesium oxide, aluminum hydroxide, and sodium
hydrogen carbonate; and pH-modifiers such as L-arginine,
sodium phosphate, disodium hydrogen phosphate, sodium
dihydrogen phosphate, potassium phosphate, dipotassium
hydrogen phosphate, potassium dihydrogen phosphate, disodium
citrate, sodium succinate, ammonium chloride, and sodium
benzoate. Of these, magnesium metasilicate aluminate, L-
arginine, and dipotassium hydrogen phosphate are particularly
preferably used.

As used herein, the "pH" refers to that of a 5 w/v% (on
the basis of unit dose) suspension of the pharmaceutical
preparation of the present invention.

[0029]

Examples of ingredients of the coating liquid employed
in the present invention for covering granulated particles or
providing coating film on pharmaceutical preparation grains
include bio-degradable polymers, cellulose derivatives,
(meth)acrylic (co)polymers, alkylene oxide polymers, fats and

oils, silicones, chitin, chitosan, casein, tragacanth gum,
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product of Shimadzu Corporation). Table 1 shows the results. [0058)
Conparative Exanples fr -p-u 171'0 LVO -p-u ETTO LT.0 00 S O " 0O Sot

guar gum, gellan gum, and acacia.

Examples of the biodegradable polymers include
poly(lactic acid), poly(glycolic acid), poly(hydroxylactic
acid), poly-a-cyanoacrylate esters, polyorthoesters,
poly{(amino acid), and gelatin.

[0030]

Examples of the cellulose derivatives include methyl
cellulose, ethyl cellulose, propyl cellulose, hydroxymethyl
cellulose, hydroxyethyl cellulose, hydroxypropyl cellulose,
hydroxypropylmethyl cellulose, carboxymethyl cellulose,
carboxyethyl cellulose, carboxypropyl cellulose, cellulose
acetylphthalate, cellulose diacetylphthalate, cellulose
triacetylphthalate, bolyoxyethyl celluloeose phﬁhalate,
hydroxyethyl cellulose phthalate, hydroxypropyl cellulcse
phthalate, acetyl cellulose, and salts thereof.

[o031]

Examples of the (meth)acrylic (co)polymers include
ethyl acrylate-methyl methacrylate-trimethylethylammonium
chloride methacrylate copolymer, butyl methacrylate-
dimethylaminoethyl methacrylate copolymer, acrylic acid
polymer, methyl acrylate éolymer, and dimethylaminoethyl
ether methacrylate polymer.

[0032]

Examples of the alkylene oxide polymers include
polyethylene glycol and polypropylene glycol. |
[0033]

Examples of the fats and oils include hardened oil,
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monoglycerides, triglycerides, wax, higher fatty acids,
sucrose fatty acid esters, and higher fatty acid glycerin
esters.

Examples of the silicones include silicones such as
dimethylpolysiloxane, methylpolysiloxane, and silicone oil;
dimethylpolysiloxane-silicon dioxide mixtures; silicone
defoaming agents; and dimethylpolysiloxane mixtures such as
silicone resin emulsion.

[0034]

The coating liquid may further contain a sustained-
release ingredient. Examples of the sustained-release
ingredient include bio-degradable polymers, starches,
dextrans, cellulose derivatives, (meth)acrylic (co)polymers,
alkylene oxide polymers, fats and oils, carragheenan, chitin,
chitosan, casein, tragacanth gum, guar gum, gellan gum,
paraffins, silicones, acacia, poly(glutamic acid),
poly(asprartic acid), poly(lysine), poly(arginine), alginic
acid, pectic acid, and xanthane gum.

[0035]

Examples of the biodegradable polymers include
poly(lactic acid), poly(glycolic acid), poly (hydroxylactic
acid), poly-a-cyanoacrylate esters, polyorthoesters,
poly(amino acid), gelatin, collagen, chondroitin sulfate,
hyaluronic acid, albumin, casein, globulin, and gluten.
[0036]

Examples of the starches include a-amylostarch,

gelatinized starch, carboxymethyl starch, carboxyethyl starch,
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phosphated starch, acid-treated starch, oxidized starch,
dialdehyde starch, thin-boiling starch, and dextrin.

Examples of the dextrans include dextran, dextran
sulfate, and carboxymethyl dextran.

[0037]

Examples of the cellulose derivatives include methyl
cellulose, ethyl cellulose, propyl cellulose, hydroxymethyl
cellulose, hydroxyethyl cellulose, hydroxypropyl cellulose,
carboxyethyl cellulose, carboxypropyl cellulose, cellulose
acetylphthalate, cellulose diacetylphthalate, cellulose
triacetylphthalate, polyoxyethyl cellulose phthalate,
hydroxyethyl cellulose phthalate, hydroxypropyl cellulose
phthalate, acetyl cellulose, and salts thereof.

[0038]

Examples of the (meth)acrylic (co)polymers include
ethylyacrylate-methyl methacrylate-trimethylethylammonium
chloride methacrylate ccopolymer, butyl methécrylate-
dimethylamincethyl methacrylate copolymer, acrylic acid
polymer, methyl acrylate polymer, and dimethylaminocethyl
ether methacrylate polymer.

[0039]

Examples of the alkylene oxide polymers include
polyethylene glycol and polypropylene glycol.
[0040]

Examples of the fats and oils include hardened oil,
hardened castor oil, olive oil, monoglycerides, triglycerides,

wax, higher fatty acids, sucrose fatty acid esters, higher
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alcohols, and higher fatty acid glycerin esters.
[0041]

Examples of the silicones include silicones such as
dimethylpolysiloxane, methylpolysiloxane, and silicone oil;
dimethylpolysiloxane-silicon dioxide mixtures; silicone
defoaming agents; and dimethylpolysiloxane mixtures such as
silicone resin emulsion.

[0042]

The does of the pharmaceutical preparation of the
present invention is appropriately predetermined in
accordance with the body weight, age, sex, type of disorder,
and symptom of patients. The preparation of the invention
may be administered in a dose, as reduced to a pitavastatin
compound, 0.1 to 40 mg per day, preferably 1 to 20 mg per day

in a single or divided manner.

EXAMPLES
[0043]

The present invention will next be described in more
detail by way of examples, which should not be construed as
limiting the invention thereto.

[0044]
Example 1

Pitavastatin calcium (200 g), magnesium metasilicate
aluminate (250 g), lactose (4,778 g), D-mannitol (5,000 g),
low-substituted hydroxypropyl cellulose (1,200 g), and

titanium oxide (Titanium Oxide NA-65: product of Toho
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Titanium) (240 g) were mixed, to thereby prepare a uniform
poWder mixture. The mixture was granulated through fluidized
bed granulation in which hydroxypropylmethyl cellulose 2910
(200 g) which had been dissolved in advance in purified water
(4,000 mL), and Sunset Yellow FCF (Food Yellow No. 5: product
of San-Ei Gen F.F.I.) (12 g) were sprayed onto the mixture.
The thus-produced granules were mixed with magnesium stearate
(120 g), and the mixture was pelletized, to thereby produce
scored tablets (120 mg/tablet, diameter: 7.0 mm) containing
pitavastatin calcium. The scored tablets were film-coated
through a conventional method employing a solution which had
been prepared by dissolving hydroxypropylmethyl cellulose
2910 (480 g) and triethyl citrate (100 g) in purified water
(6,000 mL) and dispersing éitanium oxide (60 g) and hydrous
silicon dioxide (60 g), whereby film-coated tablets (127
mg/tablet, diameter: 7.1 mm) were produced.
[0045]
Example 2

The procedure of Example 1 was repeated, except that
Sunset Yellow FCF (1.2 g) and lactose (4,788.8 g) were used,
to thereby prepare film-coated tablets.
[0046]
Example 3

The procedure of Example 1 was repeated, except that
Sunset Yellow FCF (120 g) and 1éctose (4,670 g) were used, to
thereby prepare film-coated tablets.

[0047]
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Example 4

The procedure of Example 1 was repeated, except that
titanium oxide (60 g) and lactose (4,958 g) were used, to
thereby prepare film-coated tablets.
[0048]
Example 5

The procedure of Example 1 was repeated, except that
titanium oxide (120 g) and lactose (4,898 g) were used, to
thereby prepare film-coated tablets.
[0049]
Example 6

The procedure of Example 1 was repeated, except that
titanium oxide (600 g) and lactose (4,418 g) were used, to
thereby prepare film-coated tablets.
[0050]
Example 7

The procedure of Example 1 was repeated, except that
titanium oxide (1,200 g) and lactose (3,818 g) were used, to
thereby prepare film-coated tablets.
[0051]
Example 8

The procedure of Example 1 was repeated, except that
titanium oxide was changed to titanium oxide A-HR (anatase
form, product of TIOXIDE), to thereby prepare film-coated
tablets.
[0052]

Example 9
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Pitavastatin calcium (200 g), magnesium metasilicate
aluminate (250 g), lactose (4,778 g), D-mannitol (5,000 g),
and low-substituted hydroxypropyl cellulose (1,200 g) were
mixed, to thereby prepare a uniform powder mixture. The
mixture was granulated through fluidized bed granulation in
which hydroxypropylmethyl cellulose 2910 (100 g) which had
been dissolved in advance in purified water (2,000 mL), and
Sunset Yellow FCF (12 g) were sprayed onto the mixture. Onto
the thus-formed granules, a liquid was sprayed in a fluidized
bed granulator, to thereby prepare granules to be pelletized.
The liquid was prepared by dissolving hydroxypropylmethyl
cellulose 2910 (100 g) in purified water (2,000 mL), and
dispersing titanium oxide (240 g) in the solution. The
coated granules were mixed with magnesium stearate (120 g),
and the mixture was pelletized, to thereby produce scored
tablets (120 mg/tablet, diameter: 7.0 mm) containing
pitavastatin calecium. The scored tablets were film-coated
through a conventional method employing a solution which had
been prepared by dissolving hydroxypropylmethyl cellulose
2910 (480 g) and triethyl citrate (100 g) in purified water
(6,000 mL) and dispersing titanium oxide (60 g) and hydrous
silicon dioxide (60 g), whereby film-coated tablets (127
mg/tablet, diameter: 7.1 mm) were produced.

[0053]
Comparative Example 1
Commercial pitavastatin compound—cohtaining

pharmaceutical preparation (Livalo Tablet 2 mg (Lot: DC5A,
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produced and distributed by Kowa Co., Ltd.) was used.
[0054]
Comparative Example 2

The procedure of Example 1 was repeated, except that no
Sunset Yellow FCF was used, to thereby prepare film-coated
tablets.
[0055]
Comparative Example 3

The procedure of Example 1 was repeated, except that
Sunset Yellow FCF was changed to erythrosine (maximum
absorption wavelength: 526+2 nm, Food Red No. 3, product of
Kishi kasei), to thereby prepare film-coated tablets.
[0056]
Comparative Example 4

The procedure of Example 1 was repeated, except that no
titanium oxide was used, to thereby prepare film-coated
tablets.
[0057]
Test Example

Each of the scored tablets produced in Examples 1 to 9
and Comparative Examples 1 to 4 was cut along the score line
into two halves. Immediately after cutting, the tablet was
irradiated with light using a day-light fluorescent lamp at a
dose of 100,000 1x-h or 200,000 1x-h. The amounts (mass%) of
ring-closed form 1, ring-closed form 2, and 5-keto formed
through irradiation were determined. The amounts of the

decomposition products were determined through HPLC (LC2010C:
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product of Shimadzu Corporation). Table 1 shows the results.

[0058]

26



90'0 Or

0 0 OVO 17010 UFO ZT' 0

00O01'0 I

_p_u

. . ) ) ) ) ) . . . . . . U4
500 | bT0 | 810 | TI0 | 60°0 | L0°0 | $T'0 | TFO | £00 | £0°0 | £0°0 | TFO | OTO | yoco0e
. ) . ) . : . : . . : . ) U w0y
S0°0 | 07°0 | STO | 60°0 | £00 | 900 | ZT'0 | OF'0 | 90°0 | 900 | 90°0 | OT'0 | 600 | goio | oo s
€0'0 | 900 | v0'0 | €00 | 20'0 | €00 | S0°0 | S0°0 | €00 | €0°0 | $0°0 | 00 | bO°O | lemu
(10 | 910 | v1°0 | st | 800 | 00 | €00 | 00 | €10 | €10 | 00 | 010 | 600 | oo
000002 | , o)
€10 | 110 | o1'0 | bE'0 | 200 | 900 | z0'0 | %00 | 600 | 010 | S0'0 | 200 | 900 | . | pasop
000001 | Pg b
pu | pu | pu | pu | pu | pu | pu | pu | pru | pu | pru | opu | pru | e
(10 | 910 | v1°0 | 90 | 800 | 2070 | €0'0 | 00 | €70 | €10 | 900 | 010 | 010 | o
000002 | 1 1,
p10 | TT°0 | 110 | s€'0 | £0'0 | 900 | zo0 | 00 | 600 | 110 | s0'0 | 200 | 900 | Y | pesop
000007 | PH0
pu | pu | pu | pu | pu | pu | pu | pu | pu | pu | pu | pu | pu | e
v | € | ¢ T | 6| 8 | <21 9 | s | v | €| z | 1 )
so|dwexg anpesedwo) sojdwiexg jusuodwo)
(%) nun
191981

27



90'0 60'0 1700 60'0 010 Comnponent le Ili ul 111.xI LOOO' 00T 11.X1 000l ooz
ti.xi

[0059]

The case in which decomposition products were detected
in amounts of 0.15% or more after irradiation with light
using a day-light fluorescent lamp at a dose of 200,006 lx-h
was rated as instable to light.

A current pharmaceutical preparation (Comparative
Example 1), a pharmaceutical preparation free of Sunset
Yellow FCF (Comparative Example 2), a pharmaceutical
preparation containing erythrosine (Food Red No. 3, product
of Kishi kasei) instead of Sunset Yellow FCF (Comparative
Example 3), and a pharmaceutical preparation containing no
titanium oxide (Comparative Example 4) all exhibited, after
irradiation with the light at a dose of 200,000 1x-h, at
least one of the ring-closed form 1, ring-c¢losed form 2, and
5-keto form of the corresponding pharmaceutical preparation
in an amount higher than 0.15%. In other words, use of
titanium oxide alone (Comparative Example 2) prevented
formation of ring-closed forms, but did not prevent formation
of 5-keto form. Use of Food Yellow No. 5 alone (Comparative
Example 4) prevented formation of 5-keto form, but did not
prevent formation of ring-closed forms. Use of titanium
oxide and Food Red No. 3 in combination (Comparative Example
3) did not prevent formation of 5-keto form.

In contrast, the pharmaceutical preparations of
Examples 1 to 8 all exhibited, after irradiation with the
light at a dose of 200,000 1x-h, a ring-closed form 1, ring-

closed form 2, and 5-keto form of the corresponding
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pharmaceutical preparation in an amount of 0.15% or lower,
indicating excellent photostability. Among the
pharmaceutical preparations of the Examples, the preparation
of Example 9 exhibited the highest photostability.
[0060]
Production Example 1

Pitavastatin calcium (200 g), magnesium metasilicate
aluminate (250 g), lactose (4,778 g), D-mannitol (5,000 g},
and low-substituted hydroxypropyl cellulose (1,200 g) were
mixed, to thereby prepare a uniform powder mixture, and the
mixture was granulated through fluidized bed granulation.
Onto the thus-produced granules, a liquid containing Sunset
Yellow FCF (Food Yellow No. 5: product of San-Ei Gen F.F.I.)
(12 g) dispersed in hydroxypropylmethyl cellulose 2910 (100
g) which had been dissolved in advance in purified water
(2,000 mL) was sprayed in a fluidized bed granulator, to
thereby prepare coated granules. Onto the thus-formed coated
granules, a liquid was sprayed in a fluidized bed granulator,
to thereby prepare granules to be pelletized, where the
liquid contained hydroxypropylmethyl cellulose 2910 (100 g)
which had been dissolved in advance in purified water (2,000
mL), and titanium oxide (Titanium Oxide NA-65: product of
Toho Titanium) (240 g). The granules were mixed with
magnesium stearate (120 g), and the mixture was pelletized,
to thereby produce tablets (120 mg/tablet, diameter: 7.0 mm)
containing pitavastatin calcium. The tablets were film-

coated through a conventional method employing a solution
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photostability. [0060] Production Exanple 1 Pitavastatin cal cium (200
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(5,000 g), and | ow substituted hydroxypropyl cellulose (1,200 g) were

m xed, to fbherebyspiwpad hydmoxiorappbvweiekluioseur(@, 28AdIt het Miatiwe was
granul ated through fluidized bed granul ation. Onto the thus-produced
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f San-Ei Gen F.F. 1, 12 di d in hyd | pet hyl | | ul

5010 (100 § WRFEHRHARR bash HHECeBT VRLERH S Aes CER BYPRFT Matr (2. 000
nL) was spta eg iQna-éd%"‘%a%egrgﬁg%ggéﬁu%ﬁﬁ‘ﬂ'h %9uﬁﬁ§5§ YpPf epar e Caned
granul es. & 0 P e FF]US- orneda coate granuci S, a li1qul was sprayed In a

fluidized apubRat obneboch Derighy. R 4RAM g-anaekes to be pel | etized,
where the ?gﬁ% cont ai nlelg h§fér oxypropyl nmet %;I cel lul ose 2910 (100 g) which

had been dh§&%>¢&&%@ﬁ@@%&@1ﬁ%é&mcwatz@ro 62, @80chL)ad asebrt i t ani um
oxi de (Titani um Oxi de NA-65: product of Toho Titanium (240 g). The
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pelletized, to thereby produce tablets (120 ng/tablet, diameter: 7.0 nm
cont ai ni ngYpillavaEE@t { Brashlveildew ¥he $abbeadnciercd Fapnféodted thrlodgh a

conventional nethod enploying a solution, _, ,
" (12 g) were sprayed through fluidized bed granulation, to

thereby prepare granulés to be pelletized. The granules were
mixed with magnesium stearate (120 g), and the mixture was
pelletized, to thereby produce tablets (120 mg/tablet,
diameter: 7.0 mm) containing pitavastatin calcium. The
tablets were film-coated through a conventional method
employing a solution which had been prepared by dissolving
hydroxypropylmethyl cellulose 2910 (480 g) and triethyl

citrate (100 g) in purified water (6,000 mL) and dispersing
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whi ch had been prepared by dissol ving hydroxypropyl net hyl cell ul ose 2910
(480 g) and triethyl citrate (100 g) in purified water (6,000 niL) and
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and hydrous_silicon dioxide %60 %),in he cel.l ul ose s%éutioqfdﬁpﬁr%by
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1. A scor er(tj‘nL} av?el:ceet s%q:%grléldskplga fluidized bed granulator, to thereby

prepare granules to be pelletized. The granules were mixed

with magnesium stearate (120 g), and the mixture was

pelletized to thereby produce tablets (120 mg/tablet,

diameter: 7.0 mm) containing pitavastatin calcium. The

tablets were film-coated through a conventional method

employing a solution which had been prepared by dissolving
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(a)pitavastatin, a salt thereof, or an ester thereof, (b)titanium oxide,
and a (c) colorant having a nmaxi num absorption wavel ength of 400 nmto 500
nm 2. The scored tablet according to claim1, which conprises
granul es containing pitavastatin, a salt thereof, or an ester thereof,
titani um oxide, and a col orant having a maxi nrum absorption wavel ength of

400 nmto 500 nm 3. The scored tablet according to claim1, which
conprises granul es including granul ated particles containing
pitavastatin, a salt thereof, st t oﬁlagﬁhekfggﬂy' nt having a
naxinun1ab§3§ﬁ?x%%rﬂ%§ ?h ;lggﬁgnﬁ$?§ ggge | and }g'coatlng

shel | whi ch;contal Pfoci] id) a%u apg shi @h 060VRLE £aghy Qfpdrengr anul at ed
particles. € scor et accordlng to claim1, which conprises

granul es i RgLHAIAY oxide qrs@ngb aéﬁ@i Redidud @S 16eshallnbapiei tavagt anin, a
salt thereof, or an ester thereof, an internedi ate shell which contalns a

col or ant hahbngeﬁlulﬂb@ mmauaESﬁrp&méwehqawenﬂngbhted 89l etrs t (32500 nm and
whi ch covers each of the granul ated particles, and a coating shel

whi ch cont apisabl¢anidimmetiede and whiwdre ®redsicele i ntermedi ate shell. 5.
The scored tablet according to claim1, which conprises granul es including
granul ated particles containing pitavastatin, a salt thereof, or an ester
t hereof and titani um oxide, and
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a coating shell which contains a col orant having a maxi num absorption

wavel ength of 400 nmto 500 nm and whi ch covers each of the granul ated
particles. 6. The scored tablet according to claim1, which conprises
granul es i ncl udi ng granul ated particles containing pitavastatin, a
salt thereof, or an ester thereof, Claimgn jnternediate shell which
contains titanium oxi de and which covers each of the granul ated particles,

and a coating shell which contains a colorant having a maxi mum
absorption wavel ength of 400 nmto 500 nm and which covers the internediate
shel | . 7. hecowedddktetcagodrdimg to any one of clains 1 to 6,

whi ch conprises pitavastatin, a salt thereof, or an ester thereof in an

anount of 0.01 tQa}l%imessXr:ditgnialma0x aediod) arount efter0 Ok td 25
mass% and a col orant having a nmaxi num absor pti on wavel ength of 400 nmto

500 nmin an anoypt afe QQQL LA & MBSy 8. The scored tabl et
according to any one of clains 1 to 7, which conprises pitavastatin

cal ¢i um Iy Thescared, Lablhst, ACEORhN, A A PE,h oBlR| 0 8,
wherein the coloég t haviﬁ% agnaxgﬁhngagsgrggF%% ma&g?engg egg%hggfﬁgbto
500 nmis Food Yell ow NOB@? 10. The scored tablet according to any
one of clains 1 to]Eﬂ1%%ic i"d"-a rapi d-rel ease tablet. 11. A
filmcoated tablet with a score line, which is obtainable by filmcoating
the scored tablet according to any one of clainms 1 to 10 with a coating
liquid containin%‘titaniun1oxide.
2. he scored tablet according to claim 1, which comprises
granules containing pitavastatin, a salt thereof, or an ester
thereof, titanium oxide, and a colorant having a maximum absorption

wavelength of 400 nm to 500 nm.

3. The scored tablet according to claim 1, which comprises
granules including
granulated particles containing pitavastatin, a salt thereof,
or an ester thereof and a colorant having a maximum absorption
wavelength of 400 nm to 500 nm, and
a coating shell which contains titanium oxide and which covers

each of the granulated particles.

4. The scored tablet according to claim 1, which comprises
granules including
granulated particles containing pitavastatin, a salt thereof,
or an ester thereof,
an intermediate shell which contains a colorant having a
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maximum absorption wavelength of 400 nm to 500 nm and which covers
each of the granulated particles, and
a coating shell which contains titanium oxide and which covers

the intermediate shell.

5. The scored tablet according toclaiml, which comprises granules
including -

granulated particles containing pitavastatin, a salt thereof,
or an ester thereof and titanium oxide, and

a coating shell which contains a colorant having a maximum
absorption wavelength of 400 nm to 500 nm and which covers each

of the granulated particles.

6. The scored tablet according to claim 1, which comprises
granules including

granulated particles containing pitavastatin, a salt thereof,
or an ester thereof,

an intermediate shell which contains titanium oxide and which
covers each of the granulated particles, and

a coating shell which contains a colorant having a maximum
absorption wavelength of 400 nm to 500 nm and which covers the

intermediate shell.

7. The scored tablet according to any one of claims 1 to 6,
which comprises pitavastatin, a salt thereof, or an ester thereof
in an amount of 0.01 to 15 mass%, titanium oxide in an amount of
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0.01 to 25 mass%, and a colorant having a maximum absorption

wavelength of 400 nm to 500 nm in an amount of 0.001 to 4 mass%.

8. The scored tablet according to any one of claims 1 to 7,

which comprises pitavastatin calcium.

9. The scored tablet according to any one of claims 1 to 8,
wherein the colorant having a maximum absorption wavelength of 400

nm to 500 nm is Food Yellow No. 5.

10. The scored tablet according to any one of claims 1 to

9, which is a rapid-release tablet.

11. A film-coated tablet with a score 1line, which is obtainable

by film coating the scored tablet according to any one of claims

1 to 10 with a coating liquid containing titanium oxide.
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