- 1 - DESCRI PTI ON PREPARATI ON CONTAI NI NG FI BRATE AGENT AND PROCESS FOR
PRODUCI NG THE SAME 5 TECHNI CAL FI ELD [0001] The present invention relates to
a preparation which contains a statin agent and a fibrate agent and is
useful for a preventive (or prophylactic) or treating (or 10 therapeutic)
agent for netabolic syndrone, type Il diabgtes (non-insulin-dependent

di abetes nellitus), type Il diabetes conplication, or other diseases, and
to a process for producing the preparation. 15 BACKGROUND ART [0002] Statin
agents (or statin drugs) have an acti ®ESCRIPFIPPr ess synt hesi s of

chol esterol by inhibiting hydroxynethylglutaryl-CoA (HMG CoA) reductase,
which is arate- |imting enzyne in chol esterol biosynthesis pathway, 20
and have been wi dely used as a preventive (or prophylactic) or treating (or
t her apeutic) agenPREBARATIRN | CQNDRENENG PIBRATE AGENT sAND aBRAEEFS FOR
fluvastatin, atorvastatin, |ovastatin, cerivastatin, rosuvastatin, and

ot hers have been known as represcPRGPVUENGt BHE nSAMent s. These statin 25
agents have relatively highly effective in decreasing concentrations of
total chole$terol and |owdensity |ipoprotein (LDL)-binding cholesterol in
the bl ood. -2- However, these statin agents are not nuch effective in
decreasing a triglyceride concentr atIESHNIE€ALhEF IETLHod,

[0001] Thepresentinventionrelatestoapreparationwhich
contains a statin agent and a fibrate agent and is useful
for a preventive (or prophylactic) or treating (or

10 therapeutic) agent formetabolic syndrome, type IT diabetes
(non-insulin-dependent diabetes mellitus), type II
diabetes complication, or other diseases, and to a process

for producing the preparation.

15 BACKGROUND ART
[0002] Statin agents {or statin drugs) have an action to
suppress synthesis of cholesterol by inhibiting
hydroxymethylglutaryl-CoA (HMG-CoA) reductase, which is
arate-limitingenzyme in cholesterol biosynthesispathway,

20 and have been widely used as a preventive {or prophylactic)
or treating (or therapeutic) agent for hyperlipidemia.
Pravastatin, simvastatin, fluvastatin, atorvastatin,
lovastatin, cerivastatin, rosuvastatin, and others have
been known as representative statin agents. These statin

25 agents have relatively highly effective in decreasing
concentrations of total cholesterol and low-density

lipoprotein (LDL)-binding cholesterol in the blood.



decreasing a free fatty acid concentration in the blood, and increasing a
hi gh-density |ipoprotein (HDL)-binding 5 cholesterol. [0003] Accordingly, a
preparation (or agent) which can reduce the total chol esterol
concentration, the LDL-cholesterol concentration, the triglyceride
concentration, and the free fatty acid congentration and 10 increase the
HDL- chol esterol concentration has been required. In particular, a
preparation (pharmaceutical conposition) which shows the above-nentioned
phar macol ogi cal Hawtirert,i ¢hesa atabtmndageniias aveenotiemiichdeffe0®@2E Enbrate
agents (or fibrate drugs) have an action 15 to not only reduce a LDL
chol est erol anddeactreaglingerni tieighycemhidei congesynahéensior thechbdopdn of the
triglyceride in the liver but also increase an HDL chol esterol and have
been known as adeagensihgrapfesentatigy arcid exinceg thatdon dinddéimeablébdever ,
the fibrate agent does not have 20 a very high activity in decreasing the
total chol est erahd iincireeshhgod. highe8enkitydénpaprgteinhe (HBL))ohiindgsndave
been known: each of the statin agent and the fibrate agent is used not only
al one but a$so thotesthemratlion with various agents. For 25 exanple, the
foll ow ng conbi nati ons have been known: (1) a pharnaceutical conposition
cont ai ni ng a cobBPA&tli oAcobrdirgd¥i baapcepndabienf { braagent)hwbiftbr aan known
as a renmedy - 3 for diabetes, for reducing hyperglycem a due to
non-i nsul i n- depeadese dhabsvtsl( ehglestexoRaconcedscatdon. the (2) a
t herapeutic agent for hyperlipidem a,

LDL-cholesterol concentration, the triglyceride

concentration, and the free fatty acid concentration and
10 increase the HDL-cholesterol concentration has been
required. In particular, a preparation (pharmaceutical
composition) which shows the above-mentioned
pharmacological activities in a low dose has been desired.
[0004] Fibrate agents (or fibrate drugs) have an action
15 to not only reduce a LDL cholestercl and a triglyceride
by inhibiting synthesis or secretion of the triglyceride
in the liver but also increase an HDL cholesterol and have
been known as an agent for preventing or treating
hyperlipidemia. However, the fibrate agent does not have
20 a very high activity in decreasing the total cholesterol
in the blood.
[0005] 1Incidentally, the followings have been known: each
of the statin agent and the fibrate agent is used not only
alone but als¢ in combination with various agents. For
25 example, the following combinations have been known: (1)
a pharmaceutical composition containing a combination of

fenofibrate and bezafibrate withmetformin known as a remedy



at heroscl erosis, or hyperchol esterol emi a, which conprises 5 fenofibrate,
bezafibrate, or clinofibrate, in conbination wth a cholesteryl ester
transfer protein inhibiting conpound (e.g., see Patent Docunment 2), (3) a

t herapeutic agent for hyperlipidem a, atherosclerosis, or

hyper chol esterol em a, which conprises fenofi brate, 10 bezafibrate, or
clinofibrate, in conbination with an ileal bile acid transport inhibiting
conpound (e.g., see Patent Docunent 3), (4) an agent for the prophylaxis or
treatnent of afher ddebetesi s folrypedohohgshypelrgdiyaemaaddue to

hyper | i poprotei nem a, which conprises |lovastatin or 15 cerivastatin, in
conbi nati on wit hon-Rabhddkedependentstimbatezrite .QocuseniPatent BpcumgNE- a

i nhi bitor useful as an agent for the prophylaxis or treatnent of

i nfl anmat ory di 3¢asé¢2) awtherapempicsegeptafast ayperdipddemiastatin, in
conbination wth pioglitazone known as an insulin sensitizer (e.g., 20 see
Pat ent Docunent aShero&é)legostisr, apebyberagehestercdegina whittthepnprligessi s,

or conbi ned hyperlipidem a and hypertension, which conprises pravastatin or
simvastatinp i fiepofibratieonbekafhitindiozli pimelagofibhetapdum combyaatipor
hypertension (e.g., see Patent Docunent 6), (7) an action 25 to reduce a
triglyceride | ewdkthi o chelielsdedylyestevnbirnasifexr pgotedni vabibiitingnd
fenofibrate (e.g., see Patent Docunent 7), and (8) an action to reduce a
triglyceride | egcempponnd fe.ghe $peoddtieptaDoontiendt 2dn GF) & thexapatiticand
fenofi brate (e.g., see Non-patent Docunent 1). [0006] Moreover, W02/ 67901
(Pat ent Docunenegéhtdifeos] bywerlipddemge . f aithegosglgrasitceri cal conposition

cont ai ni ng
hypercholesterolemia, which comprises fenofibrate,

10 bezafibrate, or clinofibrate, in combination with an ileal
bile acid transport inhibiting compound (e.g., see Patent
Document 3), (4) an agent for the prophylaxis or treatment
of atherosclerosis, hypercholesterolemia, and
hyperlipoproteinemia, which comprises lovastatin or

15 cerivastatin, in combination with a ff-blocker (e.g., see
Patent Document 4), (5) a TNF-a inhibitor useful as an agent
for the prophylaxis or treatment of inflammatory diseases,
which comprises pravastatinor cerivastatin, incombination
with pioglitazone known as an insulin sensitizer (e.g.,

20 see Patent Document 5), (6) a therapeutic agent for angina,
atherosclerosis, or combined hyperlipidemia and
hypertension, which comprises pravastatin or simvastatin,
in combination with amlodipine as a therapeutic agent for
hypertension (e.g., see Patent Document 6), (7) an action

25 to reduce a triglyceride level in the blood by a combination
of cerivastatin and fenofibrate (e.g., see Patent Document

7)., and (8) an action to reduce a triglyceride level in



5 a conbination of a statin and a m croni zed fenofibrate which is stabilized
by a phospholipid surface active substance for substantially increasing the
bi oavailability of the fibrate and substantially reducing the difference
between the anobunt of the active species of the drug absorbed in 10 a
patient in the fasting state and the anounf of the active species of the
drug absorbed in the patient in the fed state. This docunent al so discloses
that the dosage formprovides a therapeutically effective dose of the
statin and a thbedpmad byl 4 positfieatiion gfattanvasttatie andntgnefiheats
active species for a patient in need of treatnent with the statin and
fenofi brate, andletfe.quaatNog-patent Peawhébtaléd. active species given to
the patient in the fasting state is at |east 80% of the quantity of the
fenofi brate acti98063padioreogeyeWO02 /6AE0PARaRNE Doghiens Kadiedkeaesi ng
meal 20 is fed. WO03/26573 (Patent Document 9) discloses a nethod for
appropri ately sal éesagry fomm oiff = pharmagenticadi gompesditipprcontaining
co-adm nistration to a patient in need of such a co-adm nistered agent
treat ment. $W206837084Es ioPae @t st oty anAta nOFrand spdsienaf ipnatecwir ek
material conprising 25 as active substances fibrate(s) and statin(s) or a
phar maceut i cal | §sagtabhblized hhe @dfosphioddpid surfags: agiivewswhbtanae t ot al
amount of active substances is dissolved - 5 in vehicle selected fromthe
group consi sti n§osf subshegutbphdyi dncyepginaphhei biaavaidlaplbityi o€ bhe
vehicles and nentions that the material can inprove the bioavailability of

the fibrate andfédbratetand suhstandiiedilysrednsingkthe dif feagnrenketeaenyo| .

40, No. 9 ( Septenber,
the amount of the active species of the drug absorbed in

10 a patient in the fasting state and the amount of the active
species of the drug absorbed in the patient in the fed state.
This document also discloses that the dosage form provides
a therapeutically effective dose of the statin and a
therapeutically effective guantity of the fenofibrate
15 active species for a patient in need of treatment with the
statin and fenofibrate, and the quantity of the fenofibrate
active species given to the patient in the fasting state
is at least 80% of the quantity of the fenofibrate active
species given to the patient to whom a fat-containing meal
20 is fed. WO003/26573 (Patent Document 9) discloses a method
for appropriately selecting a statin and a non-statin agent
for co-administration to a patient in need of such a
co-administered agent treatment. WO02005/034908 (Patent
Document 10) discloses a particulate material comprising
25 as active substances fibrate(s) and statin(s) or a
pharmaceutically active salt thereof, wherein at least 80%

w/w of the total amount of active substances is dissolved



2003), pp. 779 to 785 (Non-patent Document 2), there is a description that
t he observation of the presence of drug interactions by conparison in

phar macoki neti ¢ paraneter of pitavastatin in a dose of 4 ng adm nistered a
day for 10 6 days with pitavastatin adm nistered in conbination with
fenofibrate in a dose of 160 ng adm nistergd-a day or genfibrozil in a dose
of 600 ng adm nistered twce a day for 7 days reveals a | ow degree of the
drug interactions because of a |ow possibility of excessive increase in the
15 concentr at i onnofrelviciangedleptedv isbat ithei grohp bboedssiens oifnat he case of
t he conbi nation use of these drugs. [0007] However, these docunents do not
specifically dhydrophohipr,eparadraphikig.graplkawaterumisgibdecpanicien)
conprising a statin conmpound havi ng benzopyri di ne skeleton 20 (e.g.,

pi tavastatin) asnd WeBtToAsr ttatt &be maltebiiadr can iwprbiveathen with a
fibrate agent. [0008] Further, in association with obesity or diabetes,

met abol i ¢ syndr bivavaidebdibytyicsi thel fibrate ecodioatsomtingyi sloerMedigal
obesity) has been attracted the attention 25 in recent years. The netabolic
syndrome neans &oaissddsdiogr SuNewoRemedérs'y vhavi 49, aNpl- uPal(Bepténbendy s
(arteriosclerosis risk factors) such as obesity, abnormal - 6 glucose

tol erance, hype0839i.omp.afd9abnoi fal (Nopi-patestabotiumentTRerethere hany
unknown poi nts about expression nechani snms of such factors. However, it is
bei ng known t hatdebesipyiopdihatctherdhsevvatiomloff thegpesseyce D1 drufosel y
related to a devel opnent of netabolic syndrone. [0009] For exanple, in
"Ther apeuti cs", inflera@yioNs. bg comparison in pharmacokinetic parameter

of pitavastatin in a dose of 4 mg administered a day for
10 6 days with pitavastatin administered in combination with
fenofibrate in a dose of 160 mg administered a day or
gemfibrozil in a dose of 600 mg administered twice a day
for 7 days reveals a low degree of the drug interactions
because of a low possibility of excessive increase in the
15 concentration of unchanged pitavastatin in the blood even
in the case of the combination use of these drugs.
[0007] However, these documents do not specifically
discloseapreparation (e.g., apharmaceutical preparation)
comprising a statin compound having benzopyridine skeleton
20 (e.g., pitavastatin) as a HMG-CoA reductase inhibitor in
combination with a fibrate agent.
{0008]1 Further, in association with obesity or diabetes,
metabolic syndrome caused by visceral fat accumulation
(visceral fat obesity) has been attracted the attention
25 in recent years. The metabolic syndrome means a disease
group concurrently having a plurality factors

(arteriosclerosis risk factors) such as obesity, abnormal



(2005), pp. 59 to 62 (Non-patent Docunent 3) and "Adi poscience", vol. 3,
No. 1 (2006) , pp. 64 to 70 (Non-patent Docunent 4), a relationship between
nmet abol i ¢ syndrome and 10 increase of free fatty acid in the blood is
reported. According to the reports, an excessive increase of a free fatty
acid which is fed fromvisceral fat induces abnornmal |ipid netabolism
Specifically, a free fatty acid sustainedly (or continuously) fed from
visceral fat or a 15 free fatty acid retained in the bl ood causes hyper-free
fatty aci dem a dhuchseaselabhande ; hyssrtemypen, cand caibnetmah 1bpid free
fatty acid in the blood). Such a free fatty acid flows into a non-adi pose
ti ssue such as metvabolimmcl eheneanereamany wpaidwnapdind sexabesdli vel y t aken
up therein, 20 whereby various functional disorders of cells such as an
i nhi bition of aexpmrsssionamecheniéma dfrudh factovs. iHowgver dépdsdesingl ucose
absorption (lipotoxicity)) are generated. Incidentally, in type Il
di abet es, a fr cendwn t thaticobes stwepateicwlanlyhenisdarali diat esbéesitint
acconpani ed 25 by obesity, whereby a disorder of an insulin action is
caused. Thus viscdroslelfyaredbeedtty ankevdl opment afswebébahiexgradraere.
freefatty acid, is amajor riskfactorof netabolic syndrone, - 7 and the free
fatty acid partieuail yFondexasplbhnarme]l Thegypaht s metabol3EmiEs. 6
| i potoxicity. [0010] On the other hand, WZ2006/ 011495 (Patent Docunent 11)
di scl oses a prep20@%) pnpponP®i ¢ NGR2 p(Nenvasatenh Bocdumént ehbfandate in
conbi nati on as an agent for treating hyperchol esterol em a and/ or
hypertri gl yceri thddposciteneeer yvol hids Niwc U@ édoexp ot todiletNon-pahéxt ur e
ratio

Document 4), a relationship between metabolic syndrome and

10 increase of free fatty acid in the blcocod is reported.
According to the reports, an excessive increase of a free
fatty acid which is fed from visceral fat induces abnormal
lipid metabolism. Specifically, a free fatty acid
sustainedly (or continucusly) fed from visceral fat or a

15 free fatty acid retained in the blood causes hyper-free
fattyacidemia (a diseasewhichraisesahyper concentration
of a free fatty acid in the blood). Such a free fatty acid
flows into a non-adipose tissue such as liver, muscle,
pancreatic f-cell and is excessively taken up therein,

20 whereby various functional disorders of cells such as an
inhibition of an insulin action (an inhibition of
insulin-dependent glucose absorption (lipotoxicity)) are
generated. Incidentally, in type IT1 diabetes, a free fatty
acid is secreted even when the diabetes 1s not accompanied

25 byobesity, wherebyadisorderof aninsulinactionis caused.
Thus visceral fat obesity, which is a cause of an excessive

freefattyacid, isamajorrisk factorofmetabolic syndrome,



of pitavastatin and fenofibrate. Further, in Exanples a conbination effect
of these active conponents are not enough, 10 and the docunent fails to
di scl ose or suggest an action to decrease a free fatty acid and fi brinogen,
which is a risk factor independent of the decrease of chol esterol or
triglyceride. [0011] Further, the Patent_Dgcunment does not refer to 15
statenent of netabolic syndrone or a disease derived therefrom
particularly a relationship between such a disease and a free fatty acid,
at all. Further andethenErabolfiattyyadidnpacticudamlysdoidugesi sbapamatat
obesity is arisk factor of arteriosclerosis and also has a close 20
rel ation to thrgidyeelipidanesaboliBat est 1Dpotinsacitly .\W99/ 40904 [ Pat ent
Docunent 2] W00/ 38724 [Patent Docunent 3] W00/ 38727 [Patent Docunent 4]
WD01/ 74394 25 [ Pavéni DonurhentotdiexUBana 3/WBIMBY / § Phi 5t ( FademeRocement
W03/ 26573 [Patent Docunent 7] US6511985 - 8 [Patent Docunent 8]
W02/ 67901 (cl aild)1iisplaseat aDpreparatdpn\WOBPZE51BY( pishanastatipaandt
Docunent 10] WD2005/034908 (claim 1) (Patent Docunment 11] \W2006/011495
(claim1, péaragfepefibratabdn coobdpatEennpbean) ajgemt- FeretreBbéngent 1]
"Di abetes Care", vol. 25 (2002), pp. 1198 to 1202) [ Non-patent Docunent 2]
"Medi cal Consul hapesgheligkerolemia and/or hypertriglyceridemia.
However, this document does not refer to a mixture ratio
of pitavastatin and fenofibrate. Further, in Examples a
combination effect of these active components are not enough,
10 and the document fails to disclose or suggest an action
to decrease a free fatty acid and fibrinogen, which is a
risk factor independent of the decrease of cholesterol or
triglyceride.
[0011] Further, the Patent Document does not refer to
15 statement of metabolic syndrome or a disease derived
therefrom, particularly a relationship between such a
disease and a free fatty acid, at all. Furthermore,
metabolic syndrome caused by such a visceral fat obesity
is a risk factor of arteriosclerosis and also has a close
20 relation to thrombus formation.
[Patent Document 1] W09%/40904
[Patent Document 2] W000/38724
[Patent Document 31 WO00/38727
[Patent Document 4] WO01/74394
25 [Patent Document 5] US2003/60488
[Patent Document 6] W003/26573

[Patent Document 7] US6511985



Renedi es”, vol. 40, No. 9 (Septenber 2003), pp. 779 to 785 10 [ Non-patent
Docunment 3] "Therapeutics", vol. 39, No. 6 (2005), pp. 59 to 62 [ Non-patent
Docunent 4] "Adi poscience", vol. 3, No. 1 (2006), pp. 64 to 70 15
DI SCLOSURE OF THE | NVENTI ON PROBLEMS TO BE SOLVED BY THE | NVENTI ON [ 0012]
It is therefore an object of the present_ ignvention to provide a preparation
whi ch can drastically reduce a concentration of a free fatty acid in the
bl ood. 20 [0013] Anot her object of the invention is to provide a
preparati on whi cljPaxentebackmbhy B¢dWo0246880Ateltlatimon) of fibrinogen in
the bl ood, inhibit thronbus formation, and is useful for preventing or
treating a di abef PatansoDbatmdnti 96aWO08W2A53a8 (¢peiml 1di abetes or 25
nmet abolic syndronme. [0014] It is still another object of the invention to
provi de a prepar §PiadenthDobumentapall #oapobioBea8Bngcaaimol)concentrati on of
HDL- chol esterol in the blood effectively and a process for producing the
preparation. [001Patlenti Boauhent hel ] oP2e06 0011435 | (wisnin dn parggoeple a
preparation which has the activity even in a snmall dose 5 effectively and a
process fors produmbery k002 6dr.eFxaatplen.1y 0016] It is a still further object
of the invention to provide a conbi ned pharmaceutical preparation having a
hi gh safety and [Now-pa¢estfDocymeniudilngDiakepes ozt onoll02WVERARS2TO SOLVE
THE PROBLEMS [0017] The inventors of the present invention nade
pp. 1198 to 1202)
[Non-patent Document 2] "Medical Consultation & New
Remedies”, vol. 40, No. 9 (September 2003), pp. 779 to 785
10 [Non-patent Document 3] "Therapeutics”™, vol. 39, No. 6
(2005), pp. 59 to 62
[Non-patent Document 4] “Adiposcience”, vol. 3, No. 1

(2006), pp. 64 to 70

15 DISCLOSURE QOF THE INVENTION
PROBLEMS TO BE SOLVED BY THE INVENTION
[0012] 1Tt is therefore an object of the present invention
to provide a preparation which can drastically reduce a
concentration of a free fatty acid in the blood.

20 [0013] Another object of the invention is to provide a
preparation which can remarkably reduce a concentration
of fibrinogen in the blood, inhibit thrombus formation,
and is useful for preventing or treating a
diabetes-associated disease such as type II diabetes or

25 metabolic syndrome.

[0014] It is still another object of the invention to

provide a preparation which is capable of increasing a



I ntensi ve studies to achieve the above objects and finally found that a
conbi ned adm nistration of at least a statin conpound having a
benzopyri di ne skeleton (e.g., 15 pitavastatin) as a statin agent and a
fibrate agent can (i) reduce a concentration of a free fatty acid and/or
fibrinogen in the blood effectively or (Liy reduce a concentration of a
free fatty acid and/or fibrinogen in the blood effectively and increase a
concentration of 20 HDL-chol esterol in the blood effectively. The present

i nvention was acenophtshtdohasiedDbnrchbd ealtterm ) indigbloopOefigecThuelys, the
preparation (or pharmaceutical conposition) of the present invention is a
preparation reandi agpacceassefivraprofiuoing ftheepfrepayabiod.and/ or 25
fibrinogen in the blood. The preparation contains a statin agent conprising
at least a stat{00tbipolihdishaviugtizer wdhieaply dfdihe igkwndtiom dedpaovide at e
agent. The - 10 preparation may be a preparation for preventing or treating
hyper-free fattg prépanationsthhind hassyher agtiviypeeven idi abemadl tgpe | |

di abetes conplication, |ipotoxicity, abnormal |ipid nmetabolism glucose

i ntol erance? i npffeetivBliynandian rerarests dior fpatodpdingethehppepairghidensity

| i poprotei nema, or thronbosis, particularly may be a preparation for
preventing or tieaiédg atdisenssiddudedthyr \dlxizertaloff dheoinyrndicsstdve
free fatty acid in the blood. [0019 ] The fibrate agent may conprise at

| east one nenbepravigdeleconbifedphamagendd cednsireparat dn beryihigo high
clinof ibrate, clof ibrate, clof ibratealumnum f enof ibrate, sinfibrate,
fenofibric aci dsafeh¥i bndziel praaesa €art producing the preparation.

10 MEANS TO SOLVE THE PROBLEMS
[0017] The inventors of the present invention made
intensive studies to achieve the above objects and finally
found that a combined administration of at least a statin
compound having a benzopyridine skeleton {(e.g.,

15 pitavastatin) as a statin agent and a fibrate agent can
(i) reduce a concentration of a free fatty acid and/or
fibrinogen in the blood effectively or (ii) reduce a
concentration of a free fatty acid and/or fibrinogen in
the blcod effectively and increase a concentration of

20 HDL-cholesterol in the blood effectively. The present
invention was accomplished based on the above findings.
[0018] That is, the preparation {or pharmaceutical
composition) of the present invention is a preparation
reducing a concentration of a free fatty acid and/or

25 fibrinogen in the blood. The preparation contains a statin
agent comprising at least a statin compound having a

benzopyridine skeleton and a fibrate agent. The



t hereof. [0020] The benzopyri di ne skel eton of the statin conpound 15 may
have at | east one substituent selected fromthe group consisting of a

Cl- 6al kyl group, a C3-6cycl oal kyl group, a C6-10aryl group, and a

hal ogenat ed C6- 10aryl group. Such a statin conpound nmay conprise a
benzopyridyl ethyl - or benzopyridyl vi nyl - 2H€ stituted 3, 5-di hydroxypent anoi c
20 acid or a derivative thereof, where th enzopyridine skeleton may have
t he above-nenti oned substituent. The derivative may include a salt or

|l actone of the §e?aghhigﬁ9ﬁﬁﬁpﬁatéﬂ9éﬁa@5tﬂoﬁ%cﬁs Rreventlng or treating
3- hydroxy-8-val erolactone). I'n the preparation, e 25 statin agent may

conprise at 'ea§§p8k1§¥é§tﬁht@y helhEﬁlastﬁétabamgatsyhaﬁoﬁenteybeotxthe
statin compound havi ng thebenzopyridi neskeleton (e.g:, pi tavastati n)my

beabout - 11 1@ hee%Q9@6@ypweuqhhlaﬁaeegebsmblaaht@oﬁf ih oébhia&eyagent

(e.g., fenofibraie) relativée to 1 part by wei ght of the statinagen
, Pitavastatin) gR¥BEar P{pEd AL Sho PAG! glhdd%e5Q9tB§EE§n€¥ “ﬁhﬁéiréﬁor
exanpl e, about 3 to 300 parts 5 by weight). Incidentally, the preparation

may be a Ilgu'dlnaﬁiﬁﬁrakb atlzpoggggpﬁ;ﬁabee 'ﬁgp%uﬁhbﬁ aeﬁghtg 021]

preparation contalning a physio accept a carrier

Moreover, the prasgpiotBYRBhiAN LRCkHEBANGE180°Bart1BulgE1g @Q?rﬂacsutical

agent) redu0|ng a e tatty aci an agen

phar maceut i cal i&%ghka%EQHCEBQ gkgbcongﬂsn f”tEQStQhBOQ albeaggenhuben @

phar maceuti cal conprise | Nat1 on of tatin agent conprising
by visceral fat or an excessive free fatty acid in the blood.

[0019] The fibrate agent may comprise at least one member

10 selected from the group consisting of bezafibrate,
clinofibrate, clofibrate, ¢clofibratealuminum, fenocfibrate,
simfibrate, fenofibric acid, gemfibrozil, and a salt
thereof.
[0020] 'The benzopyridine skeleton of the statin compound

15 may have at least one substituent selected from the group
consisting of a Cj_-galkyl group, a Cj_gcycloalkyl group,
a Cg-10aryl group, and a halogenated Cg_jparyl group. Such
a statin compound may comprise a benzopyridylethyl- or
benzopyridylvinyl-substituted 3,5-dihydroxypentanoic

20 acid or a derivative thereof, where the benzopyridine
skeleton may have the above-mentioned substituent. The
derivative may include a salt or lactone of the
3,5-dihydroxypentanoic acid (e.g.,
3-hydroxy-d-valerolactone)}. In the preparation, the

25 statin agent may comprise at least pitavastatin. In the
statin agent, the content of the statin compound having

thebenzopyridine skeleton (e.g., pitavastatin) maybe about



at |east a statin conmpound having a benzopyridi ne skeleton 15 and a fibrate
agent as effective (or active) ingredients, and the proportion of the
fibrate agent is 1 to 500 parts by weight (preferably, 3 to 300 parts by
weight) relative to 1 part by weight of the statin agent. [0022] The
present invention can effectively reduce a Free 20 fatty acid content in
the bl ood. Hyper-free fatty acidema is a disease that a free fatty acid
sust ai nedly (or tidUiP AP f ' sat o gcid
retained in the lchggdl | nc?gggéelé erlﬁl%.p‘he(éfj-"S reggltéitat?/? té% %ifégn‘?%{%rgglségs

I nflux and excessjve t - fr 5 .aci q.4 dipose tissue
(for exanpl e, th(zé'l Ve%%&@a%&)aéﬁéﬁg%gﬁié S)ag:e %fﬁ%rhg'b)?&i% l?ci ng a
di sease such a | ndr oneg, . IE?F S, [ s - 12
conplication, | isspﬂ(g%ﬁ%%x&?ébgdfﬁfté‘%’%ecc#nle@a 0 %gmfé%ﬁgglgéégf %taglhgr ance,
I mpaired insuli C [ fagt é r - hi MR

| i popr ot ei nem a.nl ?goéﬁ pl%nl}g'lsdg%t%ﬂ' #yﬁﬁoﬁéﬁgﬁﬁf?hi%@%‘gggkbc% q r?,rttshe 5

' f the t "\ ' . ' ' ion"

el udes a dr ug, ChVEHEE) or uteAgEhEatEy, U DERSHAL TBh Y SR Tl

ti int ti L ' . t I It .
EB;‘;?LEF}%”O'F”;%%%% f?-waq iSté%?lf'r%%eg%%#ﬁ%e?fsf‘g%@?%ﬁﬁﬁZﬂﬁéoflﬁeeﬁ? ”"k g: .
conmbi nation of a specific statin agent_a i br. e remar ka
Feduce a concent ST, YA s B e R B R B T e
bl ood. In particular, such a conbination can reduce 15 an excessive free
fatty acid in tfﬁ?qﬁ%ﬁﬁi and is useful

[0021] Moreover, the present invention includes an agent

10 (or a pharmaceutical agent) reducing a free fatty acid in
the blood or an agent (or a pharmaceutical agent) reducing
fibrinogen in the blood. The agent (or a pharmaceutical
agent) comprises a combination of a statin agent comprising
at least a statin compound having a benzopyridine skeleton

i5 and a fibrate agent as effective (or active) ingredients,
and the proportion of the fibrate agent is 1 to 500 parts
by weight {preferably, 3 to 300 parts by weight) relative
to 1 part by weight of the statin agent.

[0022] The present invention can effectively reduce a free

20 fatty acid content in the bleood. Hyper-free fattyacidemia
is a disease that a free fatty acid sustainedly (or
continuously) fed from visceral fat or a free fatty acid
retained in the blood increases. The hyper-free fatty
acidemia causes influx and excessive take-up of a free fatty

25 acidinanon-adipose tissue {(forexample, the liver, muscle,
and pancreatic f-cell), thereby inducing a disease such

as metabolic syndrome, type II diabetes, type II diabetes



for preventing or treating a disease or disorder (e.g., hyper-free fatty
acidem a, netabolic syndrone, type Il diabetes, type Il diabetes
conplication, lipotoxicity, abnormal |ipid nmetabolism glucose intolerance,
inmpaired 20 insulin secretion, and fatty liver) caused by (or acconpanied
by) an excessive increase of the free fatti acid in the blood. Further,
since the preparation of the present inve £ion can reduce a concentration
of fibrinogen in the blood and has a high antithronbogenicity, the 25

preparation is |5 e j Ql5 4L e .ﬂHlmEPr | She G y
abnormalities o%%tﬂﬁic% %:lydtq{e’, ﬂq@?&%lgli%ﬂ %%%rl no y?“l q'?yzr{eem or%gt e |ike.
In - 13 partic : j.on ; rﬁ,ﬁsqg-i i a uce

t he concentrati %%o%?%ﬁ%%}a%}dﬁ,t #ypbqt%ged?i nhi bi tns%\éa t t%o%r%u;f%t{)t%dnati on

and i s useful f(irivrérxe.;’%it%f-rh&}%ﬁ%éﬂ&t 4 _Qeqrneq.ji%or der associ at ed

wi th di abetes (e.qg., etes, type i 'abetes conplication, and

metapolic  syndigpla) Vi Aty NHEBRGhRLATPRES Spddl B s on AtRRT 01 NG

to the present invention, the concéntratio atty acid and/ or

fibrinogen ign tl&ﬁ?lq{ﬁﬁ%d ﬁcfggagibe{.,ﬁ mSEE R YL a?h nfceutical

HDL- chol est er ol can be raised effectivel n particul ar,

the present | n\SHA Sorblf 96EANBe% HhAOCR! qlfls LOME! Bda!£e fige

fattyacid in th I's use prevent'ing or treating a

Cease a6 Slopdilcith, ¥, SRSt
?g?f;”:'m Lli Pid MRLARA G 1 fARRE Y drlrdfEATPAN e L dipo At £FESSI Ve free
10 EFFECTS OF THE INVENTION
[0024] According to the present invention, a combination
of aspecificstatinagent and a fibrate agent can remarkably
reduce aconcentration of a free fattyacid and/or fibrinogen
in the blood. Inparticular, such a combination can reduce
15 an excessive free fatty acid in the blood and is useful
for preventing or treating a disease or disorder (e.g.,
hyper-free fatty acidemia, metabolic syndrome, type II
diabetes, type II diabetes complication, lipotoxicity,
abnormal lipid metabolism, glucose intolerance, impaired
20 insulin secretion, and fatty liver) caused by (or
accompanied by) an excessive increase of the free fatty
acid in the blood. Further, since the preparation of the
present invention can reduce a concentration of fibrinogen
in the blood and has a high antithrombogenicity, the
25 preparation is useful for preventing or treating thrombosis
caused by abnormalities of thrombocyte,

coagulation-fibrinolytic system, or the like. 1In



in the blood. Furthernore, the preparation of the present invention can
effectively exhibit the activities even in a small dose. In addition, the
preparation has a high 20 safety. DETAILED DESCRI PTI ON OF THE | NVENTI ON

[ 0025) The preparation (or pharnmaceutical conposition) of the present

I nvention conprises a conbination of a stafjn 25 agent and a fibrate agent.
[ 0026) The statin agent is not particularly limted to a specific one as

|l ong as the agent is a conponent or agent - 14 which inhibits HVG CoA

reductase and hgg sldiidd: | ey beapaaaueﬂ &Pftﬂxé e d SMIGIR@rAA0rP Ban
particularly, reduces cholesterols in the blood. T0027] I'n particular, in

the present i nvwm tﬂ@%oﬁc%m\!:%t%ﬁtdfof‘fﬁlrfﬁéééﬂ id0aN bf@ﬂ@&hﬁ&%ﬁts | east

a statin conpo havi ng a benzopyridi ne skeleton (hereinafter, sonetines

referred to as g ggtahbis E8FRAYAENn a?ﬂd@.ﬂ%efﬁ%oﬂ?é%hfﬂf@ﬁ@f‘@@e%id@ave a

substltuent on the benzopyridine skeleton. Incidentall e nmeani ng of the

term 10 "benzopyy ydsB8s kc% %ltl%rde'i‘:éé@@élétg&'vﬁoéﬁ ﬁ&a%%la@t@ &nd tv3fe

i soqui nol i ne skel et on. 28] The statin conpound may I ncl ude

3, 5-di hydrowr)enhaa%se%bd Pk e al%gteassgsmpﬁcauaﬁnwme%*b%&al kyl
group (such as quinolylethyl group) 1 enzopyri dyl €2- 6al kenyl group

(such as_aui not Yytidiing 17 GHPotR e 05N 30RIIY N, RbrBoder, at | ve

of the acid. Inci ti've may include a Cl_6al kyl — ester

(e.g., methyl esf&ir-4fn ély% RRVErEEBhE O¥efention, the concentration of
the free fatty acid and/or fibrinogen in the blood can be
reduced, and a concentration of HDL-cholesterol in the bloecd

10 can be raised effectively. In particular, the present
invention is effective as an agent for reducing the free
fattyacidintheblood, forexample, isuseful for preventing
or treating a disease caused by (or accompanied by) visceral
fat or an excessive free fatty acid in the blcod or metabolic

15 syndrome, whose risk factor is abnormal lipid metabolism
caused by (or accompanied by) an excessive free fatty acid
in the blood. Furthermore, the preparation of the present
invention can effectively exhibit the activities even in
a small dose. 1In addition, the preparation has a high

20 safety.

DETAILED DESCRIPTION OF THE INVENTION
[0025] The preparation (or pharmaceutical composition)
of the present invention comprises a combination of a statin
25 agent and a fibrate agent.
[0026] The statin agent is not particularly limited to

a specific one as long as the agent is a component or agent



3, 5-di hydr oxypent anoi ¢ acid, an am de of the 20 above-nenti oned

3, 5-di hydroxypentanoic acid with a Cl-6al kylam ne (e.g., nethylamne), a
salt or lactone of the above-nentioned 3, 5-di hydroxypentanoic acid
(specifically, a closed ring | actone formof the 3,5-dihydroxypentanoic
acid, for exanple, 25 3-hydroxy-8 -valerol agtone), and others. Ampng these
derivatives, the salt [for exanple, a salt"™with an inorganic base such as
an alkali netal (e. g. , sodiumand potassium, - 15 an alkaline earth

metal (e.g., calwhidh AR8iBAGREBMEFToAOFed Rt tiEd @Al Rast Ha ipd-Qowerdng
preferred. [0029] The substituent on the benzopyridi ne skel eton of the

statin conpound g@yidmqlowdeipiar resacphg, aet dn palgedtiSupaolp, seduces
met hyl group; a C3_6c¢cycl oal kyl group such as cycl opropyl or cycl obutyl

group; a C6_lO0arymhomHsrgraucimsshepheydad gr oup; and a hal ogenat ed C6- 10aryl
group such as fluorophenyl, chlorophenyl, or bronophenyl group. The statin

conpound nay haveo®ng] ofirt hese isgiisdsr | UenttheOhraskhtplinwdiiiomgf thiee sane or
different substituents. It is particularly preferable that the statin

conpound at s easdbotert icheir s aidlk Wgegtoupmprilses atf1leaso G sitaariyl
group. [0030] Anpong these statin conpounds, the preferred one includes a

benzopyri dyl et hydompdunkb HanzRP i vhn yopyt t@is tdialledtbn (hereinafter,
3, 5-di hydroxypentanoic acid in which the benzopyridi ne skel eton nay have

the above- nent i gk SwdisreFeerbd(tdals AS\statin compound” simply). The
7- benzopyri dyl - 3, 5-di hydr oxyhept anoi ¢ acid or
7-benzopyri dyl - Sstatlihgdnpsiun8npphanei £sabsdituent on the benzopyridine
skeleton. Incidentally, the meaning of the term
io "benzopyridine skeleton” includes a quinoline skeleton and
an isoquinoline skeleton.
[0028] The statin compound may include
3,5-dihydroxypentanoic acid having a group such as a
benzopyridylCji.galkyl group (such as gquinolylethyl group)
15 or a benzopyridylCs_galkenyl group (such as quinolylvinyl
group) as a benzopyridine skeleton, or a derivative of the
acid. Incidentally, the derivative may include aCj;.galkyl
ester (e.g., methyl ester) of the above-mentioned
3,5-dihydroxypentancic acid, an amide of the
20 above-mentioned 3,5-dihydroxypentanoic acid with a
Ci-galkylamine (e.g., methylamine), a salt or lactone of
the above-mentioned 3,5-dihydroxypentanoic acid
(specifically, a closed ring lactone form of the
3.5-dihydroxypentanoic acid, for example,
25 3-hydroxy-d-valerolactone), and others. Among these
derivatives, the salt [for example, a salt with an inorganic

base such as an alkali metal (e.g., sodium and potassium),



20 particularly a quinolylethyl- or quinolylvinyl-substituted

3, 5-di hydroxypentanoic acid (that is, 7-quinolyl-3,5-dihydroxyheptanoic
acid or 7-quinolyl-3,5-di hydroxy-6-heptenoic acid), or a derivative
thereof (e.g., a salt thereof with an inorganic 25 base, and a | actone body
thereof). It is particularly preferable_that_the statin conmpound have the
substituent (for exanple, cyclopropyl group and/or fluorophenyl group - 16
(such as 4-fluorophenyl group)) on the benzopyridine skeleton. [0031]

Concr et e exanpl et @fl kald rid abhirdh aesfElING: id\C| ¢d@ciam and magnesium), or
5-(2-[2-cycl opropyl -4-(p-fluorophenyl)-3 5

qui nol yl | vi nyl ) -aj,dmihdnyPrex yWentlatdicneaci gl preferaed.

(3R, 5S, 6E) - 7-[ 2- cycl opr opyl - 4- (4-fl uor ophenyl ) - 3-

qui nol yl ] - 3, 5- di[oal DKy -Theh epbenditaenat 6n d8heabénideyeidind f<ike bdaorploE, an
al kali metal salt, an alkaline earth netal salt [a calciumsalt such as

pi tavastatin (orend tsasiratbfipdinaahay Udludé, Fdraekampileqdy Credaqqtfy,l and
others. In the present invention, the statin conpound particularly, the

statin agents pr ejﬁlﬁblsy;&paarm&ﬂ@pbﬂo%st abt} aeliakilkyl G26383] shéh e

present invention, the statin agent is not particularly lIimted to a
speci fic one as dyfmbmsop 020EPE1dBu EPITYH&8S; Al Cf SRiryingrabpveud®ls oned

specific statin "conpound. The statin agent nmay contain other statin

conmpounds (acti \gheiyl lgr&mmtas)haidgeﬁ@éwlc% 10BEgYagkatpNsuch as
sinmvastatin, fluvastatin, atorvastatin, |ovastatin, cerivastatin,

rosuvast atin, 0EInﬁﬁdpményluﬁcﬁlbﬂﬁpneny&unﬂfebnumnghﬁnylrgfﬁmbunﬂhe
| uvastatin sodiun1 and

statin compound may have one of these substituents or a

10 plurality of the same or different substituents. It is
particularly preferable that the statin compound at least
have a C3-scycloalkyl group and/or a £luoroCg.jgaryl group.
[0030} Among these statin compounds, the preferred one
includes a benzopyridylethyl- or

15 benzopyridylvinyl-substituted 3,5-dihydroxypentancic
acid in which the benzopyridine skeleton may have the
above-mentioned substituent (that is,
7-benzopyridyl-3,5-dihydroxyheptancic acid or
7-benzopyridyl-3,5-dihydroxy-6é6-heptenoic acid),

20 particularly a quinolylethyl- or
guinolylvinyl-substituted 3,5-dihydroxypentancic acid
(that is, 7-quinolyl-3,5-dihydroxyvheptancic acid or
7-quinolyl-3,5-dihydroxy-6-heptenoic acid), or a
derivative thereof (e.g., a salt thereof with an inorganic

25 base, and a lactone body thereof). It is particularly
preferable that the statin compound have the substituent

(for example, cyclopropyl group and/or fluorophenyl group



atorvastatin calciumhydrate). These other statin conpounds may be used
singly or in conbination. [0033] The proportion (content) of the statin
conmpound having a benzopyridi ne skeleton (f or exanple, pitavastatin) 25
in the statin agent may be about 10 to 100% by weight (e.g., about 20 to 95%
by weight), preferably about 25 to 100% _by.weight (e.g., about 30 to 90% by
weight), and nore - 17 preferably about 50 to 100% by wei ght (e.g., about
60 to 80% by weight). [0034] The fibrate agent (or active fibrate
conponent) is Nudildd AHFEIIYrdgHENyad driowp Spasi file oA Yradgims 5 the
agent is a conponent or agent having a lipid-lowering action, particularly,

a conponent or ggeitetiqdr, reducing a triglyceride level in the blood and/or

a cholesterol level in the blood. For exanple, the agent nay be a conpound
exhibiting a |ipgicb3dionedongradid ekahpleBhobi thags 8ti i Wnpeeindld nrideesi s
or secretion in the liver, activating |ipoprotein |ipase, and others.

Exanpl es of the d issr{a@-g 2 -agesiopiypyt Il -Ugs- fariafdphiexiyd, ) -4 nof i br at e,
clofibrate, clofibrate alum num fenofibrate, sinf ibrate, f enof ibric

acid, genfily oziguinwlwhltinyghpr2E-dileEoiyyaitarrgintacid Sualy & used
singly or in conbination. [0035] The preferred fibrate agent (or active

fibrate conpongrBR, s@ERBEE- [ BNofdlvmaichy Iber-af4 Hf Bieroptiahwla) 13- t her eof
(for exanple, a physiologically or pharmaceutically acceptable salt),

particul arly fenrafidyiaile - 206 {dBairolis aimiraivid Gadd ,salsaf tHexrddfrat e
agent and the salt of the statin agent (e.g., a physiologically or
(for example, an alkali metal salt, an alkaline earth metal
salt [a calcium salt such as pitavastatin (or pitavastatin
10 calcium)} ) or a lactone body thereof, and others. In the
present invention, the statin compound, particularly, the
statin agent preferably comprises at least pitavastatin.
[0032] In the present invention, the statin agent is not
particularly limited to a specific one as long as the agent
15 comprises at least the above-mentioned specific statin
compound. The statin agent may contain other statin
compounds {active statin components), for example,
pravastatin, simvastatin, fluvastatin, atorvastatin,
lovastatin, cerivastatin, rosuvastatin, or salts thereof
20 {for example, pravastatin sodium, fluvastatin sodium, and
atorvastatin calcium hydrate). These other statin
compounds may be used singly or in combination.
[0033] The proportion (content) of the statin compound
havingabenzopyridine skeleton (for example, pitavastatin)
25 in the statin agent may be about 10 to 100% by weight (e.g.,

about 20 to 95% by weight), preferably about 25 to 100%

by weight (e.g., about 30 to 90% by weight), and more



pharmaceutically acceptable salt) are not limted to the salts nentioned
above and may include, for exanple, a salt wth an inorganic or organic
base, a salt with an inorganic 25 or organic acid, and a salt with a
neutral, basic, or acidic amno acid. The inorganic base may include, for
exanple, an alkali metal such as sodium_op,potassium an alkaline - 18
earth netal such as cal ciumor magnesium alum num and anmonium The
organi ¢ base may include, for exanple, an al kylam ne such as trinethylam ne
or triethylani nepréfeh&hBy EHb@it G@EME 0DECbyagepyhitdii Begor, abswtie®;tan 5
al kanol am ne such as et hanol am ne, diethanol am ne, or triethanol amne; a
cycl oal kyl am ne soghbasweiljietyrl ohexyl am ne; and an al kyl enedi ani ne
derivative such as N, N-di benzyl et hyl enedi am ne. The i norganic acid may
i nclude, for exappbes]hyrHechisara€e agdehnt hysk i ive BLbratd Ccompgorientaci d,
sul furic acid, and phosphoric acid. The organic acid may include, for
exanpl e, a nmonocas bexy |part iasi Khrsue M iasi ed@ RoC aagpdceigdet baeass Aoy as
trifluoroacetic acid; a polycarboxylic acid such as fumaric acid, naleic
acid, or oxaic thédagenthydr axyomponsnticr agjethtshakiay a51ipid-aXdvensioidg,
citric acid, succinic acid, or malic acid; and a sulfonic acid such as
met hanesul f oni ¢ aetdon, beawzeneslat Dy ca acompoen -0l agepsurdéonteiwmeiny The
neutral am no acid may include, for exanple, glycine, valine, and |eucine;
the basic am no adird glggerideulevel ah theanPdbed a2@ /arga Rihe,e dtesiolel e vl
ornithine; the acidic amno acid may include, for exanple, aspartic acid
and glutam c aci fin thé@0BTdod ncirdentatdmpld hearabagemeniapnss = tairpowagent
and

exhibiting a lipid-lowering action by inhibiting

10 triglyceridesynthesisorsecretioninthe liver, activating
lipoprotein lipase, and others. Examples of the fibrate
agent may include bezafibrate, clinofibrate, clofibrate,
clofibrate aluminum, fenofibrate, simfibrate, fenofibric
acid, gemfibrozil, or salts thereof. These fibrate agents

15 may be used singly or in combination.

[0035] The preferred fibrate agent (or active fibrate
component) includes fenofibrate, bezafibrate, and salts
thereof (forexample, aphysiologically or pharmaceutically
acceptable salt), particularly fenofibrate.

20 [0036] The above-mentioned salt of the fibrate agent and
the salt of the statin agent (e.g., a physiologically or
pharmaceutically acceptable salt) are not limited to the
salts mentioned above and may include, for example, a salt
with an inorganic or organic base, a salt with an inorganic

25 or organic acid, and a salt with a neutral, basic, or acidic
amino acid. The inorganic base may include, for example,

an alkali metal such as sodium or potassium, an alkaline



fibrate agent also include derivatives of respective active conpounds
(e.g., an ester, a salt hydrate, and a hydrate) 25 or prodrugs thereof. The
statin agent or fibrate agent may be an optically active body or a racemc
body. [0038] The weight ratio of the above-nentioned specific - 19 statin
agent (for exanple, pitavastatin) relatiyejgo_the fibrate agent (for
exanpl e, fenofibrate) [the forner/the latter] in the preparation may be
selected fromthe range of about 0.01/99.99 to 99/1 (e.g. , about 0.1/99.9
to 90/10) . 5 Theawridtimebdl thwecth@sh cajenitien [ahendgresanit, haluvatirem, md be
about 0.2/99.8 to 50/50, preferably about 0.3/99.7 to 30/70, and nore
preferably aboutantudiD@n5 tTheldtrg@nic[ D886] mEyr ihelyde egariexpniilke staat i n
agent (or the statin conpound (e.g., pitavastatin)) in a preparation
contai ning 10 t hellsgrlaminaganth saxl ttrhignd il banei g et t(Elgthylemwindr ate) in
a preparation containing the fibrate agent, the proportion of the fibrate
agent rel ative thetepacychicvwenigld swih tde pyatdineagentpicol et i an conpound
(e.g., pitavastatin)) may usually be selected fromthe range of 15 about 1
to 500 part$ by akiagre]ahime exaniplas ediicanoBamine 300l gidrare Iymives ghty
preferably about 5 to 250 parts by weight (e.g., about 10 to 250 parts by
wei ght), and norterigrlsdme bdshinebautcyidl sl RYDanpbng ssuph wes ght (e. g., about
20 to 150 parts by weight) or may be about 3 to 120 parts 20 by weight,

pr ef er abl y aboutdZcyol didéxphan sndyy andi aghn @l kylceneddramipecder abbyigbountch/ to
80 parts by weight, provided that, in the case of a conbination of

pi tavast ati n andas fehof dbben zylethy keropbiramime of Thepdmnbrigepnie glatidimay

include, for example, hydrochloric acid, hydrobromic acid,
10 nitric acid, sulfuric acid, and phosphoric acid. The
organic acid may include, for example, a monocarboxylic
acid such as formic acid, acetic acid, or trifluoroacetic
acid; a polycarboxylic acid such as fumaric acid, maleic
acid, or oxalic acid; a hydroxycarboxylic acid such as
15 tartaric acid, citric acid, succinic acid, or malic acid;
and a sulfonic acid such as methanesulfonic acid,
benzenesulfonic acid, or p-toluenesulfconic acid. The
neutral amino acidmay include, for example, glycine, valine,
and leucine; the basic amino acid may include, for example,
20 arginine, lysine, and ornithine; the acidic amino acid may
include, for example, aspartic acid and glutamic acid.
[0037] Incidentally, the above-mentioned statin agent and
fibrate agent also include derivatives of respective active
compounds {(e.g., an ester, a salt hydrate, and a hydrate)
25 or prodrugs thereof. The statin agent or fibrate agent may
be an optically active body or a racemic body.

[0038] The weight ratio of the above-mentioned specific



fenofibrate relative to 1 part by weight of pitavastatin 25 is usually

excl uded. [0040] The preparation of the present invention may contain other
agents for hyperlipidema (for exanple, nicotinic - 20 acid and a
derivative thereof (such as niconol or niceritrol); an ion exchange agent;
and probucol), an antianginal agent, a (37l ocker, a Ca antagonist, an
antiarrhythm c agent, a diuretic agent, a depressor (a 5 synpathetic

bl ocki ng agent such as a central a2 agonist, a peripheral synpathetic

bl ocki ng agent, sta#id Gyent (fganegkanpie, bbotkiragtagen), rebative ookerhe or
the (3 blocker; a vasodilator; the above-nentioned Ca antagonist; an ACE

i nhi bitor; and afitarafieotagyesith (Ifloxr egapphe, abéngbnbghale) af tite FaamEmEsSse , an

agent for diabetes. an antiphlogistic agent, a vitamn conpound (e.g.,
vitam n A vitanattkrViimrhe pCepardaion niay dwl seliertied Eromarhemarogeci d
(e.g., cysteine), and others. [0041] The form of the preparation of the
present inventi of abbutD o0t/ geardd tald@r/lly(éign { @badut @. 50Exid ko aand Ghd may
be a solid preparation (for exanple, powdered preparations, particles,
spheri cal or5 splEheimedigidfl thepiblotth, agabtst fthecfipsméesthanthtter] may
suppositories), a semsolid preparation (for exanple, creans, ointnents,
and gels), a |icee catpnepar.&t/igon 8 20 60¢9b0expnpEerabdlyuabout, 0 SUSPENE| oms,
enul si ons, gundrop-1like preparations, syrup, elixir, lotions, and
i nj ect abl e sol ut3os0 ( and mers | prsfgralainy abdwet sO.5/92i Sletnd ald 4901 he
capsules may be a capsule having a liquid filled therein or a capsule
havi ng a solid pieEps ht iRFurtlechregarding the statin agent (or the statin
compound (e.g., pitavastatin)) in a preparation containing
10 the statin agent and the fibrate agent (e.g., fenofibrate)
in a preparation containing the fibrate agent, the
proportion of the fibrate agent relative to 1 part by weight
of the statin agent (or statin compound (e.g.,
pitavastatin)) may usually be selected from the range of
15 about 1 to 500 parts by weight, for example, about 3 to
300 parts by weight, preferably about 5 to 250 parts by
weight {e.g., about 10 to 250 parts by weight), and more
preferably about 15 to 200 parts by weight {(e.g., about
20 to 150 parts by weight) or may be about 3 to 120 parts
20 by weight, preferably about 5 to 100 parts by weight, and
more preferably about 7 to 80 parts by weight, provided
that, in the case of a combination of pitavastatin and
fenofibrate, the proportion of 1 part by weight of
fenofibrate relative to 1 part by weight of pitavastatin
25 is usually excluded.

[0040] Thepreparationof the present inventionmaycontain

other agents for hyperlipidemia (for example, nicotinic



25 as granules) filled therein. Mreover, the preparation may be a
| yophi | i zed preparation. Further, an agent contained in the preparation of
the present invention may be released - 21 at a controlled rate, that is,
the preparation of the present invention nmay be a sustained rel ease
preparation or a rapid-release preparatiogg [0042] Further, the preparation
may be a preparation for 5 oral adm nistration or a preparation for
parenteral adm nistration. Furthernore, the preparation nmay be a
preparation for daobicatd adrenistataiventhereapgpl (soxh s (Micomaek apl e,
sol utions, suspensions, and poultices). The preparation of the present
invention is praticenityol) san ddi) erapargs iagen(iparand wmrbycols pragpar ati on
for oral admnistration). [0043] The preparation usually contains a
physi ol ogi cal | y arctsepgaidle apent era FHelosar era Oay e tsej@cisd, adependi ng
on the dosage form the route of admnistration, the 15 application,
andot hers, for examplarriydmicomuerent sa |dstmttid ragdns J ap adbegsee S3ar ecopoei a
and "Encycl opedi a of Pharmaceutical Excipients 2000 (Iyakuhin Tenkabutsu
Jiten 2000)" ( Yegxnpatld oo dlictkiddagenosdchdati angenssakdopragodEsth) 25,
2002). For exanple, at |east one carrier selected 20 fromthe group
consi sting of am eperiplanal oympaehetind lecklirgg mgsgrtantan sapreaomical |y
used as a carrier for the solid preparation. An additive such as a lipid
may al so be usegangDidnt]c Bheciiaigpaganht pmn cAbludres, ser diiay f ddloatkea ;sugar
25 al cohol such as lactose, white soft sugar or refined sugar,

a vasodilator; the above-mentioned Ca antagonist; an ACE

inhibitor; and an angiotensin II receptor antagonist), a
10 vasopressor, anagent fordiabetes, anantiphlogisticagent,
a vitamin compound (e.g., vitamin A, vitamin B, vitamin
C, vitaminD, andvitaminE), an amino acid (e.g., cysteine),
and others.
[0041] The formof the preparation of the present invention
15 is not particularly limited to a specific one and may be
a solid preparation (for example, powdered preparations,
particles, spherical or spheroidal pills, pills, tablets,
capsules, and suppositories), a semisolid preparation (for
example, creams, cintments, andgels), a 1iquid preparation
20 {for example, solutions, suspensions, emulsions,
gumdrop-like preparations, syrup, elixir, lotions, and
injectable solutions (or injections)), and others.
Incidentally, the capsules may be a capsule having a liquid
filled therein or a capsule having a solid preparation (such
25 as granules) filled therein. Moreover, the preparationmay
be a lyophilized preparation. Further, an agent contained

in the preparation of the present invention may be released



gl ucose, sucrose, mannitol, or sorbitol; a starch such as a corn starch; a
pol ysacchari de such as a crystalline - 22 cellulose (including a

m crocrystalline cellulose); silicon dioxide or a silicate such as a |ight
silicic anhydride or a synthetic alumnumsilicate; and others. The binder
may include a water-soluble starch such as,a 5 pregelatinized starch or a
partially pregelatinized starch; a polysaccharide such as agar, gum acaci a
(or gum arabic), dextrin, sodiumalginate, a tragacanth gum a xanthan gum
a hyal uroni ¢ aciat a eonxroddiednratrnthat tiisn shié paeparatisprifhthe redenter
such as a pol yvinyl pyrrolidone, a 10 polyvinyl alcohol, a carboxyvinyl

pol ynmer, a pol ydemdrtdompatayndre aa suatdiasd aaelsase @repard bdsdmhydmre e
glycol; a cellulose ether such as a nethyl cellul ose, an ethyl cellul ose,

a car boxynet hyl magilddmsksase qardpanatdidn.] cel | ul ose sodi um a hydroxyet hyl
cel lul ose, a hydroxypropyl 15 cellul ose, or a hydroxypropyl nethyl cell ul ose;
and ot hers. Thd 0di4d Int égnehitermayhe pteperabion my beba matepamation for
car boxynmet hyl cellulose or a salt thereof (e.g., a carnellose, a carnellose
sodi um andbSa camad |ashelcid tramijon ampda yprepdyairicol ifdon@aengteral
pol yvi nyl pyrrol i done and 20 a crosslinked pol yvinyl pyrrolidone (crosslinked
povi done) ), a | owdsibysits tng eicbrhy dFoxyhbeompirecelthel psepazatliont marys beThese
carriers maybe used singly or in conbination. [0045] Exanples of an
oi | - based carri e@rdparatieod Equithpipadpadunindatmayioncuaep hhcakloddfiored
fromplants or animals 25 (e.g. , an oil derived fromvegetables such as a
jojoba oil, anesamplen |solautpiadms oiduspensiong | andgeiildiicesand Theoi |
preparation of the present invention is practically a solid
10 preparation (particularly, a preparation for oral
administration}.
[0043] The preparationusuallycontains aphysiologically
acceptable carrier. The carrier maybe selected, depending
on the dosage form, the route of administration, the
15 application, andothers, forexample, fromcomponents listed
in the Japanese Pharmacopoeia and "Encyclopedia of
Pharmaceutical Excipients 2000 (Iyakuhin Tenkabutsu Jiten
2000)" (Yakuji Nippo Ltd., the second edition, issued on
March 25, 2002). For example, at least one carrier selected
20 from the group consisting of an excipient, a binder, and
a disintegrant is practically used as a carrier for the
solid preparation. An additive such as a lipid may also
be used.
[0044] The excipient may include a saccharide or a sugar
25 alcohol such as lactose, white soft sugar or refined sugar,

glucose, sucrose, mannitol, or sorbitol; a starch such as

a corn starch; a polysaccharide such as a crystalline



derived fromani mals such as squalene) , a mneral oil (e.g. , - 23 a
liquid petrolatumand a silicone oil), and others. An aqueous carrier may
i nclude water (e.g., a purified water or a sterile water, a distilled water
for injection), a physiological saline, a Ringer's solution, a glucose 5
solution, a water-soluble organic solvent fhor exanple, a lower aliphatic
al cohol such as ethanol or isopropanol; a (poly)alkylene glycol (e.g.,
et hyl ene glycol, diethylene glycol, and a pol yethyl ene glycol); and
gl ycerin], di met hyd11ulasor(bincke] udh e tdh yd iscoeicarg sokes. 1 e addidnslodedy;eover, the
10 carrier for the semsolid preparation may be selected from the carrier
for the solid prsijaircdn aiicandierort hatsiflircatte suclguasl pricpartatdidnicifur t her,
the carrier for the semsolid preparation nay also contain a lipid. [0046]
The lipid may i redhydiridievar (2. gyntletheealumdinwn S8 smtegulamdvarthears .
| anolin, a paraffin, and a petrolatum, a higher (or long chain) fatty acid
ester [e.g., an Bi&k\ind=at erayfirckatealratwet exr- aoissile afteddhatstuyechacsd,a and
an ester of a fatty acid with a polyhydric (polyval ent) al cohol (such as a
pol yC2- 4al k\8 eneprgedatimgize@starchora pat yhhytepregel@tieiged sstarch;
gl yceride)], a hardened (or hydrogenated) oil, a higher alcohol (e.g., a
saturated al i phad polgsackhhhrddehsuah &t agayl, g ol cind cangum satakriat)ed
al i phatic al cohol such as oleyl alcohol), a higher fatty acid (e.g.,
stearic acid aniexitmirc, goddym algekbhaté| @ svagatangh, gum mat shnslaan R of a
fatty acid, such as a sodiumsalt of palmoil fatty acid or calcium
stearate), and o leraslufddfidy|adbd, achdi4 iselimay ¢hehdoeitirorswedae 2,a a
| ubri cant

synthetic polymer such as a polyvinylpyrrolidone, a

10 polyvinyl alcohol, a carboxyvinyl polymer, a polyacrylic
polymer, a polylactic acid, or a polyethylene glycol; a
cellulose ether such as a methyl cellulose, an ethyl
cellulose, a carboxymethyl cellulose, a carboxymethyl
cellulose scdium, ahydroxyethyl cellulose, ahydroxypropyl

15 cellulose, or a hydroxypropylmethyl cellulose; and others.
The disintegrant may include calcium carbonate, a
carboxymethyl cellulose or a salt thereof (e.g., a
carmellose, a carmellose sodium, and a carmellose calcium),
a polyvinylpyrrolidone (e.g., a polyvinylpyrrolidone and

20 a crosslinked polyvinyvlipyrrolidone (crosslinked
povidone) ), a low-substituted hydroxypropyl cellulose, and
others. Thesecarriersmaybeusedsinglyorincombination.
[0045] Examples of an oil-based carrier for the liquid
preparationmay includeanoil derived fromplants or animals

25 (e.g., an 0il derived from vegetables such as a jojoba oil,
an olive oil, a palm oil, or a cotton seed 0il; and an oil

derived from animals such as squalene), amineral oil (e.g.,



- 24 (e.g.,a talc, magnesium stearate, and a pol yet hyl ene glycol 6000), a
di sintegrant aid, an antioxidation agent or an antioxidant, an enulsifier
(e.g., a variety of surfactants such as a nonionic surfactant), a

di spersing agent, a 5 suspending agent, a dissolution aid, a thickener
(e.g., a water-soluble polynmer such as a ggrboxyvinyl polyner, a polyvinyl
al cohol, a carrageenan, or a gelatin; and a cellulose ether such as a

car boxynmet hyl cellul ose), a pH adjusting agent or a buffer (e.g., a citric
aci d-sodi um 10 ca tYigel dylefteo]l atumarind apksitiagrat obl ) a pnésetiets ve Afe. g.
a paraben such as nethyl paraben or butyl paraben), a fungicide or

anti bacteri al ageniedws garrdelremagi tnatude wagofedgsych psrsbikdimater
benzoate), an antistatic agent, a corrigent or a masking agent (e.g., a
sweet eni ng agentgr 4 5steamily iwmgagenta (Gigrilledl dpteandar pirgfestios)ch a
ascol cothar), a deodorant or a perfune (e.g., an aromatic substance), an
al gef aci ent, arplaysidbagice]l agehine am i BOigex ‘2 g lageidn, anglweaa®ot hi ng

agent. These additives nay be used singly or in conbination. 20 [0048] The
prepar ati on 5f tdelytbaenta iwatsnt- ol ol rargangc aodomdn tnafifican edfampleneci fic
statin agent and a fibrate agent can synergistically reduce a concentration
of a free fatty adawbkn aliphabliococal conphrsactchvashethanodeonfiddyeropamoilf;i c
statin agent alone and the use of the fibrate agent alone. 25 Further, the
preparation can adgpody)alkgheastglhtcan (ef g.f idthyilegengilgcbhe dilecdy,lenteer eby
inhibiting thronmbus formation followed by fibrin coagul ation and/ or
t hronbocyte - 25glycol, and a polyethylene glycol); andglycerin], dimethyl
isosorbide, dimethylacetamide, and others. Moreover, the
10 carrier for the semisolid preparation may be selected £from
the carrier for the solid preparation and/or that for the
liquidpreparation. Further, the carrier for the semisclid
preparation may also contain a lipid.
[0046] The lipid may include a wax (e.g., a bees wax, a
15 carnauba wax, a lanolin, a paraffin, and a petrolatum),
a higher (or long chain) fatty acid ester [e.g., an alkyl
ester of a saturated or unsaturated fatty acid, and an ester
of a fatty acid with a polyhydric (polyvalent) alcohol {such
as a polyCjy.-salkylene glycol, glycerin, or a polyglycerin)
20 (e.q., a glyceride)], a hardened (or hydrogenated) oil,
a higher alcohel (e.g., a saturated aliphatic alcohol such
as stearyl alcohol and an unsaturated aliphatic alcohol
such as oleyl alcohol), a higher fatty acid (e.g., stearic
acid and oleic acid), a metallic soap (e.g., a metal salt
25 of a fatty acid, such as a sodium salt of palm oil fatty

acid or calcium stearate), and others.

[0047] The additive may include, for example, a lubricant



cohesion. In particular, a disease associated with diabetes (e.g., type |
di abetes, type Il diabetes conplication, and netabolic syndrone)
facilitates adhesion or cohesion of thronbocyte due to abnor nal

t hronbocyte, 5 abnormal coagul ation-fibrinolytic system and others,

whereby thrombus is easily formed. However,,even in the state where
thronbus is easily fornmed, the above-nentioned conbination ensures
reduction of a concentration of fibrinogen in the blood and realizes a high
10 antithronbogqmi.qj.t,ya tEher, eldyries funes toabanal, iawd 4 polgétRglene digrcol
preventing or treating a di sease associated wth the di abetes. Moreover,

t he above-nenti goed ) Ceiridisintypgremt efifdsClary ednt ffodiga td odo Rt ajd @n of
HDL- chol esterol in the blood. 15 [0049] Further, the preparation (or

phar maceuti cal aIRAGIddH,) adfendlss iFaaente .ig1veaviagh ek§sSof sturghactaimisy .

For exanple, the incidence of an adverse event in the use of a statin agent
other than the syt fds SidrnivrAigeHurfactianct ) NiLalidpeatsing ahyeit 9% while
the specific statin 20 conmpound (e.g., pitavastatin) and the ibrate agent
(e.g., fendfibrajsperitiieg adurgh wfdisscntide 4it dentd okferssr (@dugr,se
event in a clinical test can be reduced to about 5 to 6% The proportions

of the statin agemiatait ddlatildpailgmerganich nad he urdpXyating/l PRyLyeer,
sel ect ed depending on the 25 subject to be applied or adm ni stered, the age

and body weighta gdigreiangi td lfbhdihe awHdrefagdermstyi RS ta afel@tsin it hend et hod
(or route) of admnistration, and others. The - 26 content of the specific
statin conpound dednflicid RtA@ANshich as a carboxymethyl cellulose), a pH
adjusting agent or a buffer (e.g., a citric acid-sodium
10 citratebuffer), anantiseptic agent orapreservative (e.qg.,
a paraben such as methyl paraben or butyl paraben), a
fungicide or antibacterial agent (e.g., a benzoic acid
compound such as sodium benzoate), an antistatic agent,
a corrigent or a masking agent (e.g., a sweetening agent),
15 acoloringagent (e.g., adyeandapigment suchas colcothar),
a2 deodorant or a perfume (e.g., an aromatic substance),
an algefacient, an antifoaming agent, an isotonizingagent,
and a scothing agent. These additives may be used singly
or in combination.
20 [0048] The preparation of the present invention comprising
a combination of a specific statin agent and a fibrate agent
can synergistically reduce a concentration of a free fatty
acid in the blood compared with the use of the specific
statin agent alone and the use of the fibrate agent alone.
25 Further, the preparation can reduce a concentration of

fibrinogen in the blood, thereby inhibiting thrombus

formation followedby fibrincoagulationand/or thrombocyte



and the fibrate agent nmainly depends on a dose. For exanple, the total
content of the specific statin conpound and the fibrate agent in the
preparation may be, for exanple, about 5 0.01 to 99% by wei ght, preferably
about 0.1 to 95% by weight, and nore preferably about 1 to 80% by wei ght
(e.g., about 5 to 50% by weight) in ternms,of a solid content. The total
content of the specific statin conpound (or statin agent) and the fibrate
agent in the preparation is usually about 10 5 to 70% by wei ght and
preferably aboutcoh@stionb0%hypaetgbtilar| 0850] s¢asedansatiyted heipinesent
I nvention also includes a kit conprising a preparation containing a statin
agent and a pr ¢fabattiean (eqrt.ai iype 4dfli Aiabetegenttyipe ddnidimbeites. [ 0051)
The preparation of the present invention can be 15 produced by a
conventi onal pradmpilieatponsesisd mekagolbe sysidatome Jafieatlitdieds adhesiagent ,
and the carrier (f or exanple, a physiologically acceptable carrier). For
exanpl e, the saln @éophespanabiforthi@nbbeyteoduexasphbnopmaduthdoinpougitey a
carrier together with effective ingredients (the specific 20 statin conpound
(or statin &gentgbnsumalagopigia\srtdica-ifd baido lyitd of isiy=ttem . agadt pthleas ,exanpl e,
the granules may be prepared by granulating the effective ingredient and
the carrier cowmhereby thirompuseibr dasbbyof camedl i Hywespmy evghadnl &hieon, or
ot her nmeans, and if necessary regulating 25 the size of the resulting
granul e. The tahiteite whyrdehmumidisc fd dasitixxfFogmelie gheabbatendemttibaedand
the carrier and/or additive if necessary, and conpression-nolding the - 27
resul tant. Mremombinaftioecessames tredugtdon of @ dalulesitsatday o€ coat ed by
per se known nethods for masking the taste

fibrinogen in the blood and realizes a high

10 antithrombogenicity. Therefore, the combination is
effective for preventing or treating a disease associated
with the diabetes. Moreover, the above-mentioned
combination can effectively raise a concentration of
HDL-cholesterol in the blood.

15 [0049] Further, the preparation (or pharmaceutical
composition) of the present invention has a high safety.
For example, the incidence of an adverse event in the use
of a statin agent other than the specific statin agent in
a clinical test is about 9%, while the specific statin

20 compound (e.g., pitavastatin) and the fibrate agent (e.g.,
fenofibrate) have a high safety and the incidence of an
adverse event in a clinical test can be reduced to about
5to6%. The proportions of the statin agent and the fibrate
agent in the preparation may be selected depending on the

25 subject to be applied or administered, the age and body
weight, the condition, the number of administrations, the

method (or route) of administration, and others. The



or inparting gastro-soluble property, enteric property or durability
thereto. The capsul es maybe prepared by filling 5 granules or liquid
preparation in a capsule. [0052] The liquid preparation may be prepared by
m xing (e.g., dissolving, suspending, and enmulsifying) the effective

I ngredients and the liquid carrier (e.qg., _aqueous carrier such as a
purified water, and an oil -based 10 carriéﬁ?, and if necessary, the carrier
for the solid or semsolid preparation, the additive (e.g., an enulsifier,

a di spersi ng agebhteatsosatulispecagari stanihseimpumd (g agetiatinaagesspl ution
aid, a preservative, a corrigent, and a pH adjusting agent or a buffer) ,

and i f necessar gndttiee Fifitdte afenpmeion B} depends shar dbseed. F¢PBRIMpToe
sem solid preparation may be prepared by m xing or kneading the effective

i ngredi ents andthkeetotali edntferit dfheheeBpsolf ic Eiepaimidampdanil anfi the
necessary, the additive), 1if necessary under heating. 20 [0054] The anount

to be admi ni st efebrave dpse) iafthiderep=apaiahn may ok ,t Her paawple i abeati on
and the adm nistration schedule thereof may be selected in accordance with
the route sf adnoniss pasiweidiet dedeFerehlyhabalits 0adetobS5iitey wpaghent (or
subj ect), and the age, sex, and body weight 25 of the patient (or subject),
and usual |y theapdambBeohgferdbladboit 1 @b 86k pr eeargiit de.can abdetti vel y

be exhibited even in a small dose. For exanple, the dose of the statin - 28
conmpound (or st atto seby)welgiit pimpitbamasofita solh§l dentdowtit TheltdbalO ny,
preferably about 0.5 to 7 ng, and about nore preferably 1 to 5 ng to an
adult human bei pgntentdaf.thd&pecific statin compound (or statin agent)
and the fibrate agent in the preparation is usually about
10 5 to 70% by weight and preferably about 10 to 50% by weight.
[0050] Incidentally, the present invention also includes
a kit comprising a preparation containing a statin agent
and a preparation containingafibrate agent in combination.
[0051] The preparation of the present invention can be
15 produced by a conventional production process using the
statinagent, the fibrate agent, and the carrier (forexample,
a physiologically acceptable carrier). For example, the
solid preparation may be, for example, produced by using
acarrier togetherwitheffective ingredients (the specific
20 statin compound (cor statin agent} such as pitavastatin and
the fibrate agent). For example, the granules may be
prepared by granulating the effective ilngredient and the
carrier component through extrusion granulation, spray
granulation, or other means, and if necessary regqulating
25 the size of the resulting granule. The tablets may be

produced by mixing the granulated matter and the carrier

and/or additive if necessary, and compression-molding the



dose of the fibrate agent may be about 1 to 500 ng, preferably 5 about 5 to
300 ng (e.g., about 10 to 250 ng), and nore preferably about 30 to 200 ngy
(e.g., about 50 to 150 ng) to an adult hunman bei ng per day. [0055]
Incidentally, the formof admnistration of the kit is not particularly
limted to a specific one. For 10 exampl e,; a preparation containing the
statin conpound and a preparation contalnlng the fibrate agent may be

adm nistered at the same tine (simultaneously) or separately. 1In the

separ at e admi ni sésaltant .t hesredreapal newes sy behe ggahnl esaenetaskpts at el vy
to a subject leaving a period of 15 time in between. While one preparation
precedent|ly adnapitsd evatedsbigiert akrkmowi e tdfddxcfor afadkimpthieveaste
conponent contained therein, the other preparation is wusually adm nistered.
When a prepar at o6 ningeent &l g i stthe - ssllabile ppopennd, st ex igy prapatitgynor
containing the fibrate 20 agent are adm ni stered separately, it is
preferabl e thatdutbibaty theapaioat | Dhs capsaddshsy be pttepareldtanEdlizing or
that one preparation be adm nistered i Mmediately after admnistration of

t he ot her psepagathaobesMoreaiguidaprgpapatabnoancantapauhg.the statin
conpound and apreparation 25 containing the fibrate agent may be

adm ni stered i n[00B2]f oThHeoligquid Yiraeayt 10X inkgy tHeepeepaepdr by migifgnd a
diluent or the like, if necessary) before (for exanple, inmediately - 29 -
bef ore) adm ni s{eaygl ondiEEBUSTIRGALsARPPENGABYL, | 2¥d[ 8fG6sifhéng)ephrat i on of
the present invention can reduce 5 a free fatty acid level in the blood and
I's useful for aeffective ingredients and the liquid carrier (e.g., an

aqueous carrier such as a purified water, and an oil-based

10 carrier), and if necessary, the carrier for the solid or
semisolid preparation, the additive (e.g., an emulsifier,
adispersingagent, a suspending agent, an isotonizing agent,
a dissolution aid, a preservative, a corrigent, and a pH
adjusting agent or a buffer), and if necessary, the 1iquid

15 preparation is sterilized.

[0053] The semisolid preparationmay be preparedbymixing
or kneading the effective ingredients and the carrier for
the semisolid preparation (and if necessary, the additive),
if necessary under heating.

20 [0054] The amount to be administered {(or dose) of the
preparation of the present invention and the administration
schedule thereof may be selected in accordance with the
route of administration, the degree of the disease of the
patient (or subject), and the age, sex, and body weight

25 of the patient (or subject), and usually the pharmacological
activity of the preparation can effectively be exhibited

even in a small dose. For example, the dose of the statin



preventive (prophylactic) or treating (therapeutic) agent for a disease or
di sorder caused by (or acconpani ed by) an excessive increase in the free
fatty acid level in the blood, e.g.,hyper-freefatty acidem a, netabolic
syndrome, 10 type Il diabetes, type Il diabetes conplication, |ipotoxicity,
abnormal |ipid netabolism glucose intalejg@ance, inpaired insulin secretion,
or fatty liver. Moreover, since the preparation of the present invention
can reduce a concentration of fibrinogen in the blood, the 15 preparation
i nhi bi ts thronbysmpounat (cansaadinagaef)usutivas phtavastatmneyite agent.
Further, the preparation reduces a concentration of a free fatty acid in
t he bl ood and i ®.1lusefll niaqr pefiecadlyi aeopriogHeadtng) and ebeati mgre
(therapeutic) agent for hypo-high density |ipoproteinema. 20 EXAMPLES
[ 0057] The fol | pwiefgravdypl esso &8 g tbaamedula Heman beinglper idayent Tha in
further detail and should by no neans be interpreted as defining the scope
of the inventi odos25f 0hed]itretyhgeit magHe Exaaplle}yoBidtanpspaefar&PLY) was
added to a food and was given to normal rabbits (rabbits with normal bl ood
lipid |levels) - abduti 5 &0d386 aig G5 gny/ kpbday 1001t o4 26@ekgy ) (, PRRd more
adm nistration group) . Fenofibrate (FEN) was added to a food and was given
to nornmal rabbi tpxeiflerabdgsabolit300nybkedelayy fle. gl wedksut (FBENocadBONmglr at i on
group). PIT and FEN were added to a 5 food and was given to normal rabbits
for 4 weeks (cortda mat iadnl tatuimains bednigopegr day).. | ncidentally, in the
conmbi nati on

[0055] Incidentally, the form of administration of the

kit is not particularly limited to a specific one. For
10 example, a preparation containing the statin compound and
a preparation containing the fibrate agent may be
administeredat the same time (simultaneously) or separately.
In the separate administration, these preparations may be
administered separately to a subject leaving a period of
15 time in between. While one preparation precedently
administered is maintaining the effects of the active
component contained therein, the other preparation is
usually administered. When a preparation containing the
statin compound and a preparation containing the fibrate
20 agent are administered separately, it is preferable that
the both preparations be administered simultaneously or
that one preparation be administered immediately after
administration of the other preparation. Moreover, a
preparationcontainingthestatincompoundandapreparation
25 containing the fibrate agent may be administered in the
formof amixture bymixing these preparations {and adiluent

or the like, if necessary) before (for example, immediately



adm ni stration group, the dose of PIT was 0.5 ng/ kg/day and that of FEN was
30 ng/ kg/ day. [0059] After the final adm nistration of the agents, these 10
rabbits were fasted for one day, and each bl ood was collected fromthe
auricular vein and treated with ethyl enediam ne tetraacetic acid (EDTA) for
preparing a plasnma. The total cholesterol,d TC) and the triglyceride (TG
concentration in the plasma were neasured in accordance with the enzymatic
15 nmethod by using an assay kit for enzymatic nethod (manufactured by Wako
Pure Chem cal | pdfistoei)eadmlindskrakinonaddition, part of the plasma was
ultracentrifuged to separate into the following |ipoprotein fractions:

| ow-density |ipoprotein (LDL), very |owdensity 20 |ipoprotein (VLDL), and

i nternedi ate-density lipoprotein (I1DL). The chol esterol and TG in each

| i poprotein were neasured. Af tENDUSTREXI i APPIICABIIRELY each rabbit was

sl aughtered. The liver was extracted and honogeni zed to neasure the

chol esterol confenseiln The greparaticacodrutanpee 2&n tvibirenhtd canegmaedaceaet hod.
[ 0060] The results revealed that the conbination admnistration group, in
whi ch both bf PhTfzed ERhithaslch@ebheveBlin aiche rhistoet ethd silsowesekfiutdndokabdl e
reduction in the TC and TG levels, conpared with the PIT adm nistration
group, in whicbrevéentidebgmoptiviactsie) ed dreatingndhdmapdiic) agent

adm ni stration group, in which FEN had been adm nistered 5 al one. Mboreover,
t he conbi nat i onfadmaniddiseaseonrgdasprdexhichused byr { ber acompanCedndy TG

val ues, conpared with the decrease in the TC and TG |l evel s predicted based
on an excessive increase in the free fatty acid level in the

blood, e.g., hyper-free fattyacidemia, metabolic syndrome,
10 type II diabetes, type II diabetes complication,
lipotoxicity, abnormal lipid metabolism, glucose
intolerance, impaired insulin secretion, or fatty liver.
Moreover, since the preparation of the present invention
can reduce a concentration of fibrinogen in the blood, the
15 preparation inhibits thrombus formation and is useful for
an antithrombotic agent. Further, the preparation reduces
a concentration of a free fatty acid in the blood and is
useful for a preventive (prophylactic) or treating
(therapeutic) agent for hypo-highdensity lipoproteinemia.
20
EXAMPLES
[0057] The following examples are intended to describe
this invention in further detail and should by no means
be interpreted as defining the scope of the invention.
25 [0058] Example 1 (Test Example)
Pitavastatin (PIT) was added to a food and was given

to normal rabbits (rabbits with normal blood lipid levels)



the PIT adm nistration group and the FEN adm nistration group. 10 [0061]
Exanple 2 (Test Exanple) Pitavastatin (PIT) was orally admnistered to

nor mal gui nea pigs (guinea pigs with normal blood lipid |evels) in a dose
of 1 ng/kg/day for 2 weeks (PIT admnistration group). Fenofibrate (FEN)
was orally 15 administered to nornmal guinegpigs in a dose of 30 ng/kg/day
for 2 weeks (FEN adm nistration group). PIT and FEN were orally

adm nistered to normal guinea pigs for 2 weeks (conbination adm nistration
group) . Incidential 4ygode otthe . 5 annikgyaiayo f oaddi weslkts dPIdnadgnbdopstirheidose of
PIT was 1 20 ng/kg/day and that of FEN was 30 ng/ kg/day. [0062] After the
final adm ni stratbap)of Férofifjpnate t(FEN) wasiadeedytga fmrdahdstasigiivenone
day, and each blood was <collected fromthe aorta abdom nalis. Using the
sanme nmanner astinnbxaspl eabbiaspliasaandose pifepdr ad/kohda¥Ctand4T@eegbues 25
wer e neasured, and the chol esterol content in the liver was neasured.

[ 0063] The resul{FENr admdhdatirh&ti onhgroophi naRIDrand FEN aemeniasides’ itonagr oup,
in which both of PIT and FEN had been adm ni stered, showed renarkabl e
reduction i 5 t h€obd antlwad@iverets normaparadibint g for HawddKs fdombisartabnon
group, in which PIT had been adm ni stered al one, and the FEN 5

adm ni strati on gdodpisitrattiionhgE&hbhad Ireehdenitahlyl dredheatonmbingliieover ,

t he conbi nation adm nistration group exhibited further [ower TC and TG

val ues, conpar eddwiihi s tirfad idec yrase ,i thehdoE€ afd PIG wewebsS5pmgdkgt/dadybased
on

and that of FEN was 30 mg/kg/day.
[0059] After the final administration of the agents, these
10 rabbits were fasted for one day, and each bloodwas collected
from the auricular vein and treated with ethylenediamine
tetraacetic acid (EDTA) for preparing a plasma. The total
cholesterol (TC) and the triglyceride (TG) concentration
in the plasma were measured in accordance with the enzymatic
15 method by using an assay kit for enzymatic method
{(manufactured by Wako Pure Chemical Industries, Ltd.). In
addition, part of the plasma was ultracentrifuged to
separate into the following lipoprotein fractions:
low-density lipoprotein (LDL)}, very low-density
20 lipoprotein (VLDL), and intermediate-density lipoprotein
{IDL). The cholesterol and TG in each lipoprotein were
measured. After collection of blood, each rabbit was
slaughtered. The liver was extracted and homogenized to
measure the cholesterol content in the liver in accordance
25 with the enzymatic method.

{0060] The results revealed that the combination

administration group, in which both of PIT and FEN had been



the PIT adm nistration group and the FEN adm ni stration 10 group. [0064]
Exanpl e 3 (Test Exanple) Exam nation of decrease of lipid and others in

bl ood by conbination use of f enof ibrate (FEN) and pitavastatin (PIT) in
dog 15 (1) Subject Dogs [fenal e and nal e beagl es (YAKUKEN BEAGLE) (11 nmle
dogs and 2 fenml e dogs, 27 to 73 nonths olg{)]. were used for the

exam nation. Incidentally, each of the dogs was accommobdated in a separate
bracket cage in a breeding 20 room under the followi ng conditions: a room

tenperature of adm3Gistebed] dshywetl pemAYkabléi gbupetibadinf tRe0BCtand20: 00,
and a dark period of 20:00 to 8:00. Mreover, the dog was given 300g of

CD- 5M (manuf act acetle byl €] HomiAd wilthcthe aSIR dducich ionicsa tai dlfgroup, in
Incidentally, the dog was freely 25 allowed to have tap water. [0065] (2)
Test substance shdchoRiITohag8ubskanadmihgépbérbdantohENan@2@ng/ RN and
pitavastatin(PIT) - 33 (2 ng/kg) were used as test substances. [0066] (3)
Test Four hour s adman®Ds4ba)riendgddbapy, sif Reyi@H 41BN haid ®deenf addintisbaréfie day
before the adm nistration start day, 5 blood was collected from
ant ebrachi ab r adlahevei Ms;eanetr sethen aomb jxhaisien cadmanhshgatboh ugreuprate (a
citric sodium aqueous solution having a concentration of 3.8% by wei ght)
wer e obtai ned. Exmhdbisedgfubeheer ABweirh®Ct ahdl Tchohtseer,okompdfed wheh
triglyceride (TG, the phospholipid (PL), and

the decrease in the TC and TG levels predicted based on

the PIT administration group and the FEN administration

group.

10 [0061] Example 2 (Test Example}

Pitavastatin (PIT) was orally administered to
normal guinea pigs (guinea pigs with normal blood lipid
levels) in a dose of 1 mg/kg/day for 2 weeks (PIT
administration group). Fenofibrate (FEN) was orally

i5 administered to normal guinea pigs in a dose of 30 mg/kg/day
for 2 weeks (FEN administration group). PIT and FEN were
orally administered to normal guinea pigs for 2 weeks
(combination administration group). Incidentally, in the
combination administration group, the dose of PIT was 1

20 mg/kg/day and that of FEN was 30 mg/kg/day.
[0062] After the final administration of the agent, these
guinea pigs were fasted for one day, and each blood was
collected fromthe aortaabdominalis. Usingthe samemanner
as in Example 1, a plasma was prepared, the TC and TG values

25 were measured, and the cholesterol content in the liver

was measured.

[0063] The results revealed that the combination



10 the free fatty acid (NEFA) were quantitatively determi ned by a Toshi ba
automati c anal yzer (manufactured by Toshi ba Medical Systens Corporation,
TBA- 120FR). Moreover, using the sodiumcitrate-containing plasna, the
anount of fibrinogen was quantitatively determ ned in accordance with 15
the thronbin tinme nmethod. [0067] Based on %@e_quantitation results, 12 dogs
which showed relatively stable value of the serumlipid at both the
DayO 4hr and the DayO 24hr were selected, and every 4 dogs formed a group
based on the TCadaliundsazxaxiondgxodp hdin @Aich, bdth of BIDansl RBNchddbeed) .
Thereafter, FEN alone in a dose of 20 ng/kg was orally admnistered to a
first group of adadaistesed,dsliolved cembrkabie TedaysipRENNgthep'C 2hd
alone in a dose of 2 ng/kg was orally adm nistered to a second group of
dogs once a dayTfolevesi nuamysarediayith Bhé PITgrdmin)i s tarekt #&N grouwp ,dbse of
20 ng/ kg and PIT in a dose of 2 ng/kg were orally admnistered to a third
group of dogs @hdeha Pday hiadr beent admdnd steda@d aloarhi aadi dhegFENp) . - 34
Incidentally, feeding was perforned i nmediately after every adm nistration.
[ 0068] Bl oo waadadhlisdirad iaht grodphoin swivf ch hEEN dashbleenaddmindstaredn
(Day7-4hr). Using the same manner as in the 5 case of the DayO 4hr, serum
and sodi um ci t r alleneant Mbneagep| asha wembinhtabneddmanilstaabioh gheup
exam nations was perfornmed. Table 1 shows the |ist of each group.
[ 0069] [ Tabl e 1] ekalilbd tedGfauthétrodpweamTClaead Menyallueker compared with
the decrease in the TC and TG levels predicted based on
the PIT administration group and the FEN administration
10 group.
[0064] Example 3 (Test Example)
Examination of decrease of 1lipid and others in blood by
combination use of fenofibrate (FEN) and pitavastatin (PIT)
in dog
15 (1) Subject
Dogs [female and male beagles (YAKUKEN BEAGLE) (11
male dogs and 2 female dogs, 27 to 73 months old)] were
used for the examination. Incidentally, each of the dogs
was accommodated in a separate bracket cage in a breeding

20 room under the following conditions: a rocom temperature
of 23%3°C, a humidity of 50x10%, a light period of 8:00 to
20:00, and a dark period of 20:00 to 8:00. Moreover, the
dog was given 300g of CD-5M (manufactured by CLEA Japan,
Inc.) asafoodonceaday. Incidentally, the dogwas freely

25 allowed to have tap water.

[0065] (2) Test substance and control substance

Fenofibrate (FEN) (20mg/kg} andpitavastatin (PIT)



of dogs 1 FEN Oral
Oral adm nistration

adm ni stration of FEN 20 ng/kg 4 group for 7 days 2 PIT
of PIT 2 ng/ kg 4 group for 7 days 3 Conbination O al

adm nistration of FEN 20 ng/kg 4 group and PIT 2 ng/kg for 7 days 10 (4)

Statistic treatnent

shown as "an average
performed as foll ows
DayO 4hr and each at

of quantitation results The quantitation results were
value a standard erypr". The statistics analysis was

. each difference between the 15 quantitative val ue at
the blood-collected tinmes after the adm nistration was

cal cul ated with (nemgeky)t Getecigedogs @bdtasdbktancese between the average
guantitative value of the FEN group or PIT group and that of the

conbi nati on groypoedy tesyeded® by using Student's t test (one-sided test)
when honoscedasticity therebetween was identified by F test or by using
W | coxon Rank Sum test foaehuuled(ipsl-)4mheand RamnsoedaBiyet24hit hafebet ween
was not identified by F test. - 35 Incidentally, the obtained value from
each test was regaddad oasthesidgyi befapt dhéf admindsiiranibhesdattedagce

val ue was | ess than

5% [0070] (5) Results 5 The results in the Day7-4hr

are shown i 8 Tablleod wabbeeddectelalirem?2asnhenwrazhielaradéailndeinsf and
concentration of each conponent in the blood calculated wth respect to

10

15

20

25

serum and plasma containing sodium citrate (a citric sodium
aqueous solution having a concentration of 3.8% by weight)
were obtained. Thenusing the serum, the total cholesterol
(TC), the triglyceride (TG)., the phospholipid (PL), and
the free fatty acid (NEFA) were quantitatively determined
by a Toshiba automatic analyzer (manufactured by Toshiba
Medical Systems Corporation, TBA-120FR). Moreover, using
the sodium citrate-containing plasma, the amount of
fibrinogenwas quantitatively determined in accordance with
the thrombin time method.

[0067] Based on the guantitation results, 12 dogs which
showed relatively stable value of the serum lipid at both
the Day0-4hr and the Day0-24hr were selected, and every
4 dogs formed a group based on the TC value as a index (that
is, three groups were formed). Thereafter, FEN alone in
a dose of 20 mg/kg was orally administered to a first group
of dogs once a day for continuous 7 days {(FEN group); PIT
alone in a dose of 2 mg/kg was orally administered to a
second group of dogs once a day for continuous 7 days (PIT
group): and FEN in a dose of 20 mg/kg and PIT in a dose
of 2 mg/kg were orally administered to a third group of

dogs once a day for continuous 7 days (combination group).



each of the single adm nistration groups and the conbi nation group, and a
product of the relative index of the FEN group 10 and that of the PIT group.
Incidentally, the relative index of each conponent was cal cul ated based on
the fornmula: (the average value of the concentration in the blood after the
adm ni stration)/(the average val ue of the goncentration in the blood before
the admnistration). 15 [0071][Table 2] - 36 - NNO 11 NL LL') MtO Mm
romm+ 00 Nr CO+1 LO +11 Ln +11 41 ~4 0) 0 CNO1 01 OLULOU
WQ WO O s4 gncidehthllp, fedditigwhsd pepformned immeddately after every

administration.

[0068] Blood was collected after 4 hours of the seventh

administration (Day7-4hr). Using the same manner as in the
5 case of the Day0-4hr, serum and scodium citrate-containing

plasma were obtained, and each of the examinations was

performed. Table 1 shows the list of each group.

[0069][Table 1]

Table 1
Group Group name Treatment ;¥ng§2;

1 FEN group Oral administration of FEN 20 mg/kg 4
for 7 days

2 PIT group Oral administration of PIT 2 mg/kg 4
for 7 days

3 Combination Oral administration of FEN 20 mg/kg 4

group and PIT 2 mg/kg for 7 days

10
(4) Statistic treatment of quantitation results
The quantitation results were shown as "an average

value +* a standard error”. The statistics analysis was
performed as follows: each difference between the

15 guantitative value at Day0-4hr and each at the
blood-collected times after the administration was
calculated with respect to every dog, and a difference
between the average quantitative value of the FEN group
or PIT group and that of the combination group was tested

20 by using Student’s t test (one-sided test) when
homoscedasticity therebetween was identified by F test or
by using Wilcoxon Rank Sum test (one-sided test) when

homoscedasticity therebetween was not identified by F test.
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Incidentally, the obtained value fromeach test was regarded
as a significant difference when the difference value was
less than 5%.
[0070] (5) Results
5 The results in the Day7-4hr are shown in Table 2,

Moreover, Table 2 shows a relative index of a concentration
of each component in the blcod calculated with respect to
each of the single administration groups and the combination
group, and a product of the relative index of the FEN group

10 and that of the PIT group. Incidentally, therelative index
of each component was calculated based on the formula: {the
average value of the concentration in the blood after the
administration)/(the average value of the concentration
in the blood before the administration).

15 [0071][Table 2]



Gl '-] b kkkkUNN--4 ~ --/C--C,-C-CCC " UV vLmo
tsprn~rn>--pC.~.H rororowro UHC7 Hr7 HEx H-fi ro HNa OZ v
w as -Cll4 << c < - 37 As apparent from Table 2, conpared with the FEN
group, the conbination group showed significantly |lower values in ATC,
ANEFA, and Afibrinogen. Incidentally, the significant difference of ATC and
that of ANEFA were P<O 05 5 and P<0.05, fgspectively. Mreover, conpared
with the PIT group, the conbination group showed significantly | ower

values in ATC and ATG The significant difference of ATC and that of ATG
were P<0.05 and P<0.01, respectively, conpared with the PIT group. The

| owering of the lipid,level 10 in the conbinati on group was probably caused
by an additive effect5of|&EN.wand PIT, whille the | owering of ANEFA and
Afi brinogen was p_rotaﬂ)-ljyg Qduy Hdm by & \5¥ﬂ%§ gistic effect of FEN and PIT.
Incidentally, it is |knows T t+|todne+iloo\ﬁ¢rﬂr39 of the TG level in the blood
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Vol . 17, No. 2, 1997. 2, pp. 291 to 296, and Arteriosclerosis, Thronbosis,
and Vascul ar Biology, Vol. 15, No 11, Novenber 1995, pp. 1819 to 1828).
That is, the significant Iowering of TG |level in the above-nentioned Test
Exanpl es i nduces 20 significant increase of the concentration of

HDL- chol esterol in the blood. [0072] Mregwer, when the product of the
relative index of the FEN group and that of the PIT group was cal cul ated
and conpared with the relative index of the conbination 25 group based on
Bul ge formul a (TAKAG Kgs|apparénial £rom Phavlacp| ogympdLEd , wiNelnz ahe oFEW. |
Ltd.), the product of the relative indices of the single admnistration
groups - 38 wagrdapgethéhaombibeat bbrt gyeupndrswed &ieniHhbanalyobogenup
with respect to all conponents (that is, TC, TG PL, and NEFA) as apparent

from Table 2. l¥ailSe§|@aATdaANEPE, Ho0ifidd Obgell NTaELAENh®A1NGS Bhe
synergistic effect. 5 [0073] Incidentally, as described in Exanples of

WD2006/ 011495 speghifeahhemifiaendd 6¥ ast@and tha@ o8 OREFDIvel@ PYOKEs and/ or
fenofibrate in a dose of 10 ng/kg are used, the product of the relative

i ndi ces of % he ah@@w®.BnreEpecaivedygr Mipseosed, Gotpavkid witheheePdTi ve
I ndex 10 of the conbination group is 0.627, with respect to TG The

di fference thergbehppethescompihationcgnbupskthoveansigwificantly sbwen in
Table 2, the relative index of the conbination group is 0.185, and the

product of the yglaékven ATWHIRASADE. t NEhes i SiHel SLHENY Sl FFeireh @ Q¥PATE S
0.244, with 15 respect to TG Fromthe conparison, it is clear that
reduci ng the angn@ttRatt Be APecwéié Btatob a@anb<bsSol, respectively,
comparedwith the PITgroup. The loweringof the 1lipidlevel
10 in the combination group was probably caused by an additive
effect of FEN and PIT, while the lowering of ANEFA and
Afibrinogen was probably induced by a synergistic effect
of FEN and PIT. Incidentally, it is known that the lowering
of the TG level in the blood raises HDL-cholesterol level
15 regardless of the species of animals (Progress in Medicine,
Vol. 17, No.2, 1997. 2, pp. 291 tc 296, and Arteriosclerosis,
Thrombosis, and Vascular Biology, Vol. 15, No 11, November
1995, pp. 1819 to 1828). That is, the significant lowering
of TG level in the above-mentioned Test Examples induces
20 significant increase of the concentration of
HDL-cholesterol in the blood.
[0072] Moreover, when the product of the relative index
of the FEN group and that of the PIT group was calculated
and compared with the relative index of the combination
25 group based on Bulge formula (TAKAGI Keijiro et al.:
Pharmacology, 1987, Nanzando Co., Ltd.), the product of

the relative indices of the single administration groups



remar kably effective in lowering the concentration of TG in the blood. - 39
- CLAIMS 1. A preparation reducing a concentration of a free fatty acid
and/or fibrinogen in blood, the preparation 5 conprising: a statin agent
conprising at |east a statin compound having a benzopyridi ne skel eton and a
fibrate agent. 2. A preparation according 4 claim1, whichis 10 a
preparation for preventing or treating hyper-free fatty acidema, netabolic
syndronme, type |l diabetes, type Il diabetes conplication, |ipotoxicity,
abnormal |ipid wast bhogesvhag the e latticlect ader 0off thaicambimestildnngroup
secretion, fatty liver, hypo-high density |lipoproteinema, 15 or

t hronbosis. 3. Aiprepaspkcentacadl dcogpoémentsai oHat vt cITd,s TGa PLepandti on
for preventing or treating a disease caused by visceral fat or an excessive
free fatty aci d NEFA) esdapparAntr dxamatTiableaccor Bt nyyst olehai thdt therein the
20 fibrate agent conprises at |east one nenber selected from the group
consi sting of bemmbimaatien admiofistratdon tlsf absghergdlsdficoesifecal.um num f
enof ibrate, sinfibrate, fenofibric acid, genfibrozil, and a salt thereof.
5. A prepar &tiorf (03dr dingitentbailm,1 aswleserihbeliein?2Examplies ofnpound
conprises a benzopyridylethyl- or benzopyridylvinyl-substituted

3, 5-di hydr oxypemc20@i6¢ 014divd epeeaiddcatabhyewhérrgdfavastatin in a dose

of 10 mg/kg and/or fenofibrate in a dose of 10 mg/kg are
used, the product of the relative indices of the single
administration groups is 0.650, while the relative index
10 of the combination group is 0.627, with respect to TG. The
difference therebetween is small. In contrast, from the
results shown in Table 2, the relative index of the
combination group is 0.185, and the product of the relative
indices of the single administration groups is 0.244, with
15 respect to TG. From the comparison, it is clear that
reducing the amount of the specific statin agent is
remarkably effective in lowering the concentration of TG

in the blood,.



- 40 wherein a benzopyridine skeleton of the benzopyridylethyl or
benzopyridyl vinyl group may have a substituent selected fromthe group
consisting of a Cl1_6al kyl group, a C3_6cycl oal kyl group. a C6-loaryl group,
and a 5 hal ogenated C6-10aryl group, and the derivative is a salt or
lactone of the 3,5-dihydroxypentanoic acig, 6. A preparation according to
claim1, wherein the statin agent conpris€es at |east pitavastatin, and the
10 proportion of the fibrate agent is 1 to 500 parts by weight relative to 1
part by weight of the statin agent. 7. Apmmaration according to claiml,
wherein the proportion of the fibrate agent is 3 to 300 parts by wei ght
relative to 1 part by weight of the statin agent. 15 8. A preparation
according to claiml1l, which is a solid preparation containing a

physi ol ogi cal | y accept abl e A paepasatidn réauadeifa Eohcértiiat Dgna 4 geebat ty
acid in blood, conprising a conbination of 20 a statin agent conprising at

least a statin eguppuadidhanangrarhppinpyendinebilselict eneapdepatraltiahe agent
as effective ingredients, wherein the proportion of the fibrate agent is 3
25 to 300 partsceypweEs@hg:relative to 1 part by weight of the statin agent.
10. An agent for reducing fibrinogen in blood, - 41 -
astatinagent comprisingat least a statin compound
having a benzopyridine skeleton and
a fibrate agent.
2. A preparation according to claim 1, which is
10 a preparation for preventing or treating hyper-free fatty
acidemia, metabolic syndrome, type II diabetes, type II
diabetes complication, lipotoxicity, abnormal lipid
metabolism, glucose intolerance, impaired insulin
secretion, fattyliver, hypo-highdensity lipoproteinemia,
15 or thrombosis.
3. A preparation according to c¢laim 1, which is
a preparation for preventing or treating a disease caused
by visceral fat or an excessive free fatty acid in blood.
4, Apreparation according to claiml, wherein the
20 fibrate agent comprises at least one member selected from
the group consisting of bezafibrate, clinofibrate,
clofibrate, clofibrate aluminum, fenofibrate, simfibrate,
fenofibric acid, gemfibrozil, and a salt thereof.
5. Apreparation according toclaiml, wherein the
25 statin compound comprises a benzopyridylethyl- or

benzopyridylvinyl-substituted 3,5-dihydroxypentanoic

acid or a derivative thereof,



conprising a conbination of a statin agent conprising at |least a statin
conpound having a benzopyridine skeleton and a fibrate agent 5 as
effective ingredients, wherein the proportion of the fibrate agent is 3
300 parts by weight relative to 1 part by weight of the statin agent.
met hod for preventing or treating hyper-frge . 10 fatty acidem a, netabolic
syndrone, type |l diabetes, type 11| diabetes conplication, lipotoxicity,

abnormal lipid netabolism glucose intolerance,

fatty liver,

preparation recited in claim1. 15 12. Use of a preparation recited in

claim1l for

pr epanzongyaigy2pahygili or bapabpgrofiypvénght gmgupr mgéyehavaga

hyper-free fatty acidem a, netabolic syndrone, type Il diabetes, type
di abet es conpl i gabiseitukhpeededctdd/f rombhe greupl o sl sweiredof an- ¢glkigbse

i ntol erance,

| i popr ot ei nem agreipt, haoThostPecloalkyl group, a Cg-j1paryl group, and a

5

10

15

20

25

halogenated Cg.1paryl group, and

the derivative is a salt or lactone of the
3.5-dihydroxypentanoic acid.

6. A preparation according to claiml, wherein the
statin agent comprises at least pitavastatin, and the
proportion of the fibrate agent is 1 to 500 parts by weight
relative to 1 part by weight of the statin agent.

7. Apreparation according to c¢laim l, wherein the
proportion of the fibrate agent is 3 to 300 parts by weight
relative to 1 part by weight of the statin agent.

8. A preparation according to claim 1, which is
asolidpreparationcontainingaphysiologicallyacceptable
carrier.

9., Anagent forreducingafree fattyacidinblood,
comprising a combination of

astatin agent comprisingat least a statin compound
having a benzopyridine skeleton and

a fibrate agent
as effective ingredients,

wherein the proportion of the fibrate agent is 3
to 300 parts by weight relative to 1 part by weight of the
statin agent.

10. An agent for reducing fibrinogen in blood,

to
11.

i mpaired 20 insulin secretion, fatty liver, hypo-high density

A

i mpaired insulin secretion,
hypo- hi gh dkeaseiy ai bepropgrhdime, skelettnonioshe by using a



10

15

20

- 41 -

comprising a combination of

astatinagent comprisingat least a statin compound
having a benzopyridine skeleton and

a fibrate agent
as effective ingredients,

wherein the proportion of the fibrate agent is 3
to 300 parts by weight relative to 1 part by weight of the
statin agent.

11. Amethod for preventingor treatinghyper-free
fatty acidemia, metabolic syndrome, type II diabetes, type
IT diabetes complication, lipotoxicity, abnormal lipid
metabolism, glucose intolerance, impaired insulin
secretion, fattyliver, hypo-highdensity lipoproteinemia,
or thrombosis by using a preparation recited in claim 1.

12, Use of a preparation recited in claim 1 for
preparing a preparation capable of preventing or treating
hyper-free fatty acidemia, metabolic syndrome, type II
diabetes, type II diabetes complication, lipotoxicity,
abnormal 1ipid metabolism, glucose intolerance, impaired
insulin secretion, fatty liver, hypo-high density

lipoproteinemia, or thrombosis.



