DESCRI PTI ON ENEMA PREPARATI ON TECHNI CAL FI ELD The
present invention relates to an enena preparation.
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met hyl predni sol one, dexanet hasone, betanethasone and
hydrocorti sone are known as gharnacolog!cally active
i ngredients of marketed drugs for treating regiona

enteritis or uIcerativeD%ng&b T hese drugs are
adm nistered in the formo an%OP§I preparation such

as tablet, pill, sol gkkRA, pRESREASHER Or capsul e,

i njection, suppository or enema preparation. These
dosage fornms are, however, not expected to produce
satisfactory therapeutic effects. For exanple, in ora
adm ni stration using oral preparations (tablets,

pills, solutions, suspensions and capsules), or

i NTE@¥BNORS, FIRLDamascul ar, intradermal, hypoderm c or
i ntraperitoneal adm nistration using injections,

phar nacol ogi €akl prastnteinngnedoentelatesneb enl ¥nema
delivered to the affected region, but dispersed w dely
t hpbeghdatiehe body, and therefore their rapid action

i s_not expected. Moreover, to allow themto devel op
BACKGROUND ART

Mesalazine, prednisolone, methylprednisolone,
dexamethasone, betamethasone and hydrocortisone are
known as pharmacologically active ingredients of
marketed drugs for treating regional enteritis or
ulcerative colitis. These drugs are administered in
the form of an oral preparation such as tablet, pill,
solution, suspension or capsule, injection, suppository
or enema preparation.

These dosage forms are, however, not expected
to produce satisfactory therapeutic effects.

For example, in oral administration using
oral preparations (tablets, pills, solutions,
suspensions and capsules), or intravenous,
intramascular, intradermal, hypodermic or
intraperitoneal administration usingAinjections,
pharmacologically active ingredients are not only
delivered to the affected region, but dispersed widely
throughout the body, and therefore their rapid action
is not expected. Moreover, to allow them to develop

desired therapeutic effects, it becomes necessary to



desired therapeutic effects, it becones necessary
toi ncrease the anount of pharnacol ogically active

WO p@seaitent s admi ni st ered. However, the increaBET/aif2004180546

anount adm ni stered may give rise to a probl em of
causi ng the onset of adverse.reactions. In

adm ni stration using supposifories, their rapid action
can,be e¢ted sg et r .Qgi L¥+acti ve
ingpedfgﬁgs%bgpﬁ %§ﬁ?e§§hggﬁgggfgg%%g%%}g ign needi ng

treabpeRt enfleYqRt hhikthaus di 5aduantagese RAMRUELe bF the
that? (1) They can be applied to the affected region

onlamoah@uaam&h@s&@%urrina9n%i(ra) riBeytare easbli¥m of
ej ected through anus and they can stay in the affected

reghaBihgr taesbasktperi adveand thacefione.sufficient
therapeutic effects nmay not be exerted. |Inflammtory
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of the large and small intestines caused by a variety
of répétorstibn the baf kapmatedybbomekedibeases, the
smal | nunber of Eatients have affected regions around
t hehpepeamiognaath¥ Aafovet yneregaeneat sanadeéyt heseh the
extends over a wide range to the descending colon or
trahsGEFSE E6PHAN PREOLOPnEF§atRERE N sTREYI 8R1L3i hgve
supposi.tories cannot be expected to oduce desired
thggﬁﬁ%ﬁ?Ptag?Fec gw?ﬁefhegPaFB@tnuﬁEirTBprS?PeH?S
W LB} DELAPHBLOLY  PONEL 41 88888] on) LPSuRANELC ARG un;
In mnistrati on using
and (2) They are easily ejected through anus and they
can stay in the affected region for a short period, and
therefore sufficient therapeutic effects may not be
exerted.

Inflammatory bowel diseases are intractable
inflammatory diseases of the large and small intestines
caused by a variety of factors. 1In the inflammatory
bowel diseases, the small number of patients have
affected regions around the rectum, and the majority of
patients have those extends over a wide range to the
descending colon or transverse colon. Accordingly,
administration using suppositories cannot be expected
to produce desired therapeutic effects in the large
number of patients with inflammatory bowel diseases.

On the other hand, in administration using
enema preparations, high therapeutic effects can be

expected because the active ingredients can directly

reach to the affected regions. However, when the



enema preparations, high therapeutic effects can be
expected because the active ingredients can directly

wo e@shotioo t he af fected regi ons. However, when PCT/JP2004/010546
t hecurrent marketed drugs descri bed above are
adm.ni stered for treating regional enteritis or
ulcerative colitis in the dosage form of enena

pr %Q@rr%tn f %.%’r kteg%gf an\ée %pe% r] iD etcp SRRy ta re nﬁlcr} 1Ss tered

is only S as otent as those of

or gl PI-eRA L0 éﬁonam %ffltt'egqscls R SCHARURE ;G TH itis
I NVENTI ON The “obj this invention is to provi

dryg, twRi elbseaR BoW de mhehahighes LheaReutie
effects to patients with inflamatory bowel” di seases.

ThempireseflentnNVentoksahave idi keeted st FaMRdUs 2 to 2.3
research effort toward the devel opnent of

Sphaineeokbegipoakhy a6t ithe sengiredihenbsallhatrepaevitd®ns or
further significantly inproved therapeutic effects
whénjedtiienstered in the formof an enema preparation
than when adm nistered in the formof an ora
preparation. As a result, the inventors have finally
found a sur r|S|n fact, which even those skills in

t hBL&FLOSHR doﬁoF réHV@NTIpHat the use of thiazole
conpounds ha he foll ow ng general formula (1) or

v
the salts thghgoP a§°k BﬁaFﬁ&éoPB@PEEFP? &6t tpeprovide a
|ngred|en kes it os nifi antI% i_mpr ove

thei Tt heé béﬁ Ere' BFPE hoPﬁg Sk EDRARPRISHEY 84 tects
1o|ntBhEaE9EHEwa§Eh 1nflammatory bowel diseases.

The present inventors have directed
tremendous research effort toward the development of
pharmacologically active ingredients that provide
further significantly improved therapeutic effects when

15 administered in the form of an enema preparation than
when administered in the form of an oral preparation.
As a result, the inventors have finally found a
surprising fact, which even those skills in the art
could not predict, that the use of thiazole compounds

20 having the following general formula (1) or the salts
thereof as a pharmacologically active ingredient makes
it possible to significantly improve their therapeutic
effects when they are administered in the form of an
enema preparation than when they are administered in

25 the form of an oral preparation. This invention has
been made based on such findings.

1. This invention is an enema preparation that



enema preparation than when they are admnistered in

the formof an oral preparation. This invention has
whe@s/oomree based on such findings. 1. This i nvRC/IRM04/E0546

an enema preparation thatcontains at |east one

selected fromthe group consisting of thiazole

conpounds havi ng the follomﬁﬁg general fornula and the

o IR En g e S 653 St pr:ﬁéﬁﬁi@ g @Efi‘oy as
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o ono s i, 8% e R s PR R Lt Fradite
prgéhérﬁirkgkﬁﬁg | 094 Zhe Eﬁh%s'%ﬁéﬁ%%%” Is the enema

paration 0O Re “above déscription wherein the
t hi azol e compound is 6- [2- (3, 4 di et hoxyphenyl)
thiazol - 4-yl]pyridine - 2- carboxylic acid. 3 . This
invention is the energ preparation of the above
description 1 or 2 use the treatnment of
i nfl ammatory bowel dis é;ﬁs\Rﬁ. Thild i nvention is an
enema preparation for us§ in"the treatnent of
i nfl ammat ory bowel di'seases that contains at |east one
sel ect ed fron1the group consisting of thiazole
corpeunds Raviewrredmnigereraierol ngteuy Whirhl nae sald sl to
thereof. The thiazol e conpounds of the general fornula
5(17 4eeari AlkAKE DAOEREI 8A &RBSkhbWANESNPBUKHE Rhenyan

ring and R? a pyridyl group which may have 1 to 3
carboxyl groups as substituents on the pyridine ring.
2. This invention is the enema preparation of
the above description 1, wherein the thiazole compound

10 is 6-[2-(3,4-diethoxyphenyl)thiazol-4-yl]lpyridine-2-
carboxylic acid.

3. This invention is the enema preparation of
the above description 1 or 2 used in the treatment of
inflammatory bowel diseases.

15 4. This invention is an enema preparation for
use in the treatment of inflammatory bowel diseases
that contains at least one selected from the group
consisting of thiazole compounds having the general
formula (1) and the salts thereof.

20 The thiazole compounds of the general formula
(1) used in this invention are known compounds and can
be produced, for example, by the method described in
Japanese Patent Laid-Open No. 5-51318 (JP-A-5-51318).

Specifically, the groups shown in the general



be produced, for exanple, by the nethod described in
Japanese Patent Laid -QOpen No. 5- 51318 (JP-A- 5-
WG 183807160 Speci fically, the groups shown in thBCT/JP2004/010546
general formula (1) descri bed above are as foll ows.
Phenyl groups which may have 1 to 3 | ower al koxy
groups, as substituents, on Hhe phenyl rings include
-_chain or
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sdi pethexyphenyln %iﬁokgdbg%hggxmﬁQ%nﬂltosﬁp%%QQ%%‘étoms,
4- et hoxyphenyl, 3, 5- di met hoxyphenyl, 3, 4-

di penkybexyphenyk, %n4tﬁe'Fhéhg3tEQ&ﬁﬁbe%Mbha%@_phenyl,

3-net hoxy - 4- etﬁoxypheny . ridyl” groups whi ch may

hageméthoxFpaanhhoxyB-geeupsypaetybst utuerhsdxgphehe1, 2-

pyridine rings include, for exanple, pyridyl, 2-

caebbryxlpyengyl , 33etbakbpkghpyri dykethéxyphenyl, 4-

carboxyl pyridyl, 2,3- dicarboxylpyridyl, 3,4-

di eéapborpbPpyPheplyl, 244pedigdrbyryepyri dpretBosy-4-

di car boxyl pyridyl, 3,6- _dicarboxyl pyridyl, 2,6-

10di maFbexypPpirvdy| 4ahaxzlaxgrhenyilcapbdxipgichayyrheayl,
t hi_ azol e coppounds_represented by the

th%,4—d?e koxyp eny?, 2,3Ed$methoxyp enyl, 2,6-
dimethoxyphenyl, 3-propoxy-4-methoxyphenyl, 3,5-
dimethoxyphenyl, 3,4-dipentyloxyphenyl, 3,4,5-
trimethoxyphenyl and 3-methoxy-4-ethoxyphenyl.

15 Pyridyl groups which may have 1 to 3 carboxyl
groups as substituents on the pyridine rings include,
for example, pyridyl, 2-carboxylpyridyl, 3-
carboxylpyridyl, 4-carboxylpyridyl, 2,3-
dicarboxylpyridyl, 3,4-dicarboxylpyridyl, 2,4-

20 dicarboxylpyridyl, 3,5-dicarboxylpyridyl, 3, 6-
dicarboxylpyridyl, 2,6-dicarboxylpyridyl and 2,4, 6-
tricarboxylpyridyl.

Of the thiazole compounds represented by the
general formula (I) of the present invention, those

25 having basic groups can easily form salts with ordinary
pharmacologically acceptable acids. Examples of such

aclds are: inorganic acids such as sulfuric acid,

nitric acid, hydrochloric acid, phosphoric acid and



general formula (1) of the present invention, those
havi ng basic groups can easily formsalts with

w@e@snariyo phar macol ogi cal |y accept abl e aci ds. BEXHIM@E010546

of such acids are: inorganic acids such as sulfuric
acid, nitric acid, hydrochloric acid, phosphoric acid
andhydrobrom c acid; and orgéhic aci ds such as acetic

[ t ol uenesul foni c, aci d, .ethanesul fonic acid,._
A R PR SR et it ic
tartard c.acid, Ciltr] i1 d, ci ni.c _aci nd. benzoi c
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carbonate and pot assi um hydrogencarbonate. The

thi azol e conpdunds afithicd o Re@POLGRIYS MPIde Gtd LAy the
i soners. The enema preparation of this invention

cogeaeme loferonlewd I0r ofortéaet birazene domeoiltids: hatdig

the general formula (1) and the salts thereof as

ph&piaedl egildalcl gragpisveanngredilgnttornTise lémene th
preparation of this invention nmay take any one of the
soPUEFBARCOGIpERdiLon aceePtakdegbpsi6r gompounds. Examples

of such basic compounds are sodium hydroxide, potassium
hydroxide, calcium hydroxide, sodium carbonate and
potassium hydrogencarbonate.

The thiazole compounds of this invention
include optical isomers.

The enema preparation of this invention
contains one or two or more thiazole compounds having
the general formula (1) and the salts thereof as
pharmacologically active ingredients.

The enema preparation of this invention may
take any one of the solution, suspension, zol and gel
forms.

The solution form of the enema preparation of
this invention is prepared by dissolving a
pharmacologically active ingredient in an aqueous
solvent or nonaqueous solvent. Such aqueous solvents
include, for example, water. Such nonaqueous solvents
include, for example, glycerol, ethylene glycol,

propylene glycol, polyethylene glycol, polypropylene



The solution formof the enema preparation of this
invention is prepared by dissolving a

w@b@soemed ogi cal | y active ingredient in an aquBOLI$P2004/010546
sol vent or nonaqueous sol vent. Such aqueous sol vents
i nclude, for exanple, water. Such nonaqueous sol vents
i ncl ude, for exanple, glyceral, et hyl ene gl ycol,

r e al ycol l.yet hyl ene gl ycol,
So%@é&%gyf%ﬁ%dﬁ§%%ﬁﬁgﬁﬁ etabi e oils. The enema
reparation this i.hvention.may contai.n known .
gxci pi ents, gjhc %anse"{ah?b%?éar?erraﬁtlbytﬁ far ¢ Sei}é?“(ﬁéﬁw may
fer Sy er,

. | . b
i e R R e A

ane e VRY lanROLYMBIS LSYeh: buff efs. 4 nelude, for

exanpl e, sodi um hydr ogenphosphat e, sodi um acetate and

stris (hydroxgwehhyh) ckeheeret RaNQde , SUC REGSEITAL IVES un
i nclude, for exanple, sodium edentate, ethyl

pacazhbypbgnecatya cebltybspatacx yoeneeata ngnd pxadiddd .
pyrosul fite. Such pH adjustors include, for exanple,
sodi um hydr ogiude &ndfhydr aohllote &oirdexBig 1210 WIdi0in
the pharnmacol ogi cally active ingredient contained in

t hevenemganphepgahateonsoflitihi scetweért konl is not limted
to _any specific one, but properly selected fromthose
r ahgi-AdDXFderymeEBie) amEpompthagsnt ent in the enema

ion s . .
lopreparatlo Such preservatives include, for example,

sodium edentate, ethyl paraoxybenzoate, butyl
paraoxybenzoate and sodium pyrosulfite.

Such pH adjustors include, for example,
sodium hydroxide and hydrochloric acid.

15 The amount of the pharmacologically active
ingredient contained in the enema preparation of this
invention is not limited to any specific one, but
properly selected from those ranging widely.
Generally, its content in the enema preparation is

20 about 0.001 to 70% by weight preferably.

The enema preparation of this invention is
administered by known methods for example, it is
administered rectally.

The amount of the enema preparation of this

25 invention administered is properly selected according
to its usage, the age, sex and other conditions of
patients, and the severity of diseases. Generally, the

enema preparation is administered so that the amount of



about 0.001 to 70% by wei ght preferably. The enema
preparation of this invention is adm ni stered by known

- Woretosoased or exanple, it is adnmnistered rect aPCHIP20MA10546

anmount of the enema preparation of this invention

adm nistered is properly selected according to its

usage, the age, sex and othef conditions of patients,
t he. sever eases. Cenerally, the enenma
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i nfl ammatory di seases of arge an
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above. Inflammatory bowel diseases include

exanpl enmat 6evakli veaseki bEStRs @adykf Hsg Bﬁ@i@eghﬁb%tlnes
i nfl anmati on of uncertain factors which affect the
mucausedenPraneiofist hectolonaandeEormegosbeneQr

ul ceration of the colon; Crohn's di sease, a
nohspbziufia togy anavehatlbasasas| annhtdey dbseasesplt,
uncertain factors which result in fibrosis or

ul ebparbhvefcehbttsl @n; aadpéflh@*tog@@apechﬁmge of the

i nf est |naI tract _in Behcet s di sease, as a chronic

105ys %%?%nﬁ%t%?998?%b%s§acﬁ%ﬁ%rWhaﬁhcafééﬁﬁlthe
ulcer il eal Pouch|£| ,
ucous membrane o the colon and form erosion or
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ulceration of the colon; Crohn's disease, a nonspecific
granulomatous inflammatory diseases of uncertain
factors which result in fibrosis or ulceration of the
colon; a pathological change of the intestinal tract in
Behcet's disease, as a chronic systemic inflammatory
disease; hemorrhagic rectal ulcer; ileal pouchitis;
intestinal tuberculosis; ischemic colitis; drug-induced
colitis; radiation-induced colitis; and infective
colitis.

The symptoms associated with inflammatory
bowel diseases include, for example, abdominal pain,
general malaise, diarrhea, melena, positive occult
blood, fever, anorexia, weight loss, anemia, ileus,
abdominal mass, nausea, vomiting, symptoms of
peritonitis and mucous stool.

The use of the enema preparation of this

invention shows the therapeutic actions against



i ntestinal tuberculosis; ischemc -colitis; drug -
i nduced colitis; radiation - induced colitis; and

WO pdosooitge colitis. The synptonms associ at ed w PET/IP2004/010546
i nfl ammat ory bowel diseases include, for exanple,
abdom nal pain, general malaigse, diarrhea, melena,
positive occult blood, fever,? anor exi a, wei ght | oss,

' j bdom nal usea,. vomtijng,
A A e ot TN
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decreased, resulting in considerable suppression’o

3 heansiete ofb advase affral of Mhe dss0fof hegpnema

preparation of this invention enables the

pharffecdlsagi cal |y active ingredient to rapidly reach

the affected region needing treatment, consequently

t he preparat iTdre care devellep driwrapetdpar ef f@ctsr WH s

rapi d action. BEST MODE FOR CARRYI NG OUT THE | NVENTI ON

| n ipFendiarowinegs.est Hite iphaemaonlagidabey descirided in

nore detail taking an _exanple and alfharnacologlcal ‘

te§Pg§@%ﬁﬂQ§ to rapidly reach the affected region needing
10 treatment, consequently the preparation can develop

therapeutic effects with rapid action.

BEST MODE FOR CARRYING OUT THE INVENTION
In the followings, this invention will be
described in more detail taking an example and a
15 pharmacological test example.
[Example 1]

Pharmacologically active ingredient 1.0 mg/ml

Tris (hydroxymethyl)aminomethane 1.2 mg/ml
Sodium hydroxide 1.2 mg/ml

20 Sodium carboxymethylcellulose 15 mg/ml
Hydrochloric acid adequate amount
Purified water adequate amount

Tris (hydroxymethyl)aminomethane, sodium
hydroxide (solubilizing agent) and hydrochloric acid
25 (pH adjustor) were dissolved in purified water to
prepare a solution with pH 9.3. Then, a

pharmacologically active ingredient (6-[2-(3,4-



[ Exanpl e 1] Pharmacol ogically active ingredient 1.0

mg/ M Tris (hydroxynethyl) am nonethane 1.2 ng/m
w@easoaihy dr oxi de 1.2 ng/ m  Sodi um ~ PCT/JP2004/010546

car boxynet hyl cel l ul ose 15 ng/nl Hydrochloric acid

adequate anmount Purified mat%B adequat e amount Tris

(hydr oxymet hyl ) am nonet hane,~“sodi um hydr oxi de

i izi . hyd hl ori id H . ,
L ar ARt ARe T %%%l;%-%ﬁfwﬁ%@i’a%%%rc%EbF%aFeacm
i O W T ar nacol ogi ca .
gc??tgt%?%ﬁ%ﬁﬁ{§§%§%?5%5§yf%%¥éﬁ.%&%d&?ﬁ%e%§2504%?ﬁzbv the
- ; i+ < odi um
ca?ﬁ%&ﬁéﬁ%&%%g%?ﬁ%@iqa2%§%ﬁ§§%%ﬁ§f%$E e solution

t 0 [EERAlEEIh NS 18 SPafalh 1 [ Phar macol ogi cal Test
Exanple] (1) Preparation of égggt Model of Colitis A

¥ at(Inodelregfarenlidd somas RIepasRd idr ageordance W th

the nethod by Mrris et al . (Mrris GP et al., Hapten

- induced nodelradf nehiednicet iddllEmmmaty0n ahLeration

in the rat colon. Gasteroenterology, 96: 795- 8083,
1989rordgmesi fiddl Ijhe e hcat Dyt fiastead £10r (Morris GP
approximately 24 hr and anesthetized wth gther. A .
TefifoR lcat Hebdenriagiusiest ewdelads rméndon iwasi i filsemtd on

into the lunmen of the colon via the anus. The tip of
t hén&PﬁgﬁgﬁRk&@ ddv dhced 3to B lom-f r Grasttive camis ralmpy

10 96: 795-803, 1989). Specifically, the rats were fasted
for approximately 24 hr and anesthetized with ether. A
Teflon catheter (registered trade mark) was inserted
into the lumen of the colon via the anus. The tip of
the catheter was advanced to 8 cm from the anus, and

15 0.25 ml of TNBS solution (final concentration of 60
mg/mL in 50% ethanol) was injected into the colon.

Rats were held in a vertical position for 30 seconds
after TNBS injection (Day-0).
One day after an injection of TNBS (Day-1),

20 rats were randomly allocated to the four groups
described below based on body weight using a stratified
random sampling method. The groups were as follows:

Group A: a vehicle control group
Group B: a group administered with the

25 pharmacologically active ingredient in an amount of 0.1

mg/kg/day
Group C: a group administered with the

pharmacologically active ingredient in an amount of 0.3



0.25 m of TNBS solution (final concentration of 60
mg/ mL in 50% et hanol) was injected into the col on.

wRa0s/00mse held in a vertical position for 30 BeDaorde:/010546

after TNBS injection (Day- 0). One day after an
injection of TNBS (Day- 1), rats were randomy
al l ocated to the four groups ldescri bed bel ow based on

bo ' using a stratified random sanpling nethod.
Thgb{%y\%%/ggéﬂere as follows: Goup A: a vehicle

trol grou B . roup.adm nj stered,wth the
gggr rracolgogi Eﬁ‘&yg?:t ié\l/ega?%ugl? e%ﬁi%h?l?aeﬁﬁd a‘f(;rb%t E]B? )
0. : r 1nistered with the
pha%ﬁn%@%g%%ﬁy gc%%%&%g%% en{!ﬂ% Hh Fhotfevor of 1
0. 3/ ikg/glgy Group D : a group administered with the
phar macol ogi cal ly active ingredient in an anount of 1
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Active Ingredient The pharmacol ogically ive

I ngmerheehitersind its vehicle were delivered at 8 cm orad
to the anal verge of conscious rats through a Teflon

cat heter (reditst gledntacade giard)] i neeritwd imgeedient and
| umen of the colon via the anus. They were

adiitdi stedvied conmee edaid i viereche dr nimg fat tH the anal

consecutive days from Day- 1. :
verge of codécious raéé through a Teflon catheter

10 (registered trade mark) inserted into the lumen of the

colon via the anus. They were administered once daily
in the morning for 7 consecutive days from Day-1.
(3) Evaluation of Diarrhea

On the Day-8, the rats were anesthetized with

15 ether, and sacrificed by exsanguination. The colon,

from the end of the cecum to the anus, was excised,
opened by a longitudinal incision, and the feces were
macroscopically assessed at the excision of colons.

When feces were not solid, it ws judged as diarrhea.

20 Rats with no feces in the colon were excluded from

25

diarrhea evaluation.
(4) Statistical Analysis

The results of the incidence of diarrhea were
expressed as the proportion of rats with diarrhea in
each group. Statistical analysis was performed between
the vehicle control group (Group A) and the groups
administered with the pharmacologically active

ingredient (Group B to D) using Fisher's exact test



(3) Evaluation of Diarrhea On the Day- 8, the rats

were anesthetized with ether, and sacrificed by
wesz@ahgusnat i on. The colon, fromthe end of theCTER00/010546

to the anus, was excised, opened by a |ongitudinal

incision, and the feces were macroscopically assessed

at t he excision of coI ons. Wieh feces were not solid,

ts with no feces in the
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St sis The resulis of the incidence o
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di#)he groupss adm ni stered with the p armacol ogi cal l'y
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10 ingredient (Groups B to D), the incidence of diarrhea
could be suppressed significantly, compared with the
vehicle control group (Group A).

This result revealed that the once-daily
enema administration of the pharmacologically active

15 ingredient in amounts of 0.1 to 1 mg/kg/day beginning
the day after the onset of colic disorder for 7
consecutive days can significantly suppress the
incidence of diarrhea, which is one of the important
indices of assessment in a rat model of colitis.

20 Further, the incidence of diarrhea with oral
administration of the pharmacologically active
ingredient described above in the same rat model of
colitis showed that 1 mg/kg/day of the
pharmacologically active ingredient was significantly

25 effective; however, no significant decrease in the
incidence of diarrhea was observed when the amount of
the pharmacologically active ingredient administered

was lower than 1 mg/kg/day. This revealed that when
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active ingredient was intra-rectally adm nistered, the
significant disorder - suppressing effect was observed

in amounts one tenth as nmuch as those with orally
admnistration. CLAIMS 1 . An enema preparation,
conprising at | east one selected fromthe group

consi sting of thiazole conpounds having the foll ow ng
general formula and the salts thereof:



R (1) wherein Rl represents a phenyl group which may

have 1 to 3 | ower al koxy groups as substituents on the
w@b@aph7160 ng and R2 a pyridyl group which nay PEI/&P2004/610546

3 carboxyl groups as substituents on the pyridine

ring. 2 . The enema preparation according to claiml,

wherein the thiazole conpouné4is 6- [2- (3, 4-

di et hoxyphenyl ) thiazol-4 - %ék yridine - 2-

carboxylic acid. 3 . The el reparation according

toglaim1 ory,2, ' he treatnment of inflanmator
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saldsl therenfsos: . Wwherein RL represents a phenyl group

whi ch may have 1 to 3 | ower al koxy groups as

substituents on the phenyl ring and R2 a pyridyl group

which may have 1 to 3 _garboxyl groups as substituents

on the pyridine ring.R ﬁhe nmet hod according to

claim4, wherein the th@hz | e,compeynd is 6- [2- (3,4-

di et hoxyphenyl) thiazol “~¢4-"Ryl ] pyridi ne -2-

carboxylic acid. 6. A use of a conpound for the

production of a nedicanent for treating inflamatory

bowel

diseas%%érein R' represents a i
phenyl group which may

have 1 to 3 lower alkoxy groups as substituents on the

phenyl ring and R?® a pyridyl group which may have 1 to 3

carboxyl groups as substituents on the pyridine ring.

2. The enema preparation according to claim 1,

wherein the thiazole compound is 6-[2-(3,4-

diethoxypheﬁyl)thiazol—4—yl]pyridine—2—carboxylic acid.

3. The enema preparation according to claim 1 or

2, used in the treatment of inflammatory bowel

diseases.

4. A method for treating inflammatory bowel

diseases, by administering a patient in need thereof,

an enema preparation, comprising at least one selected

from the group consisting of thiazole compounds having

the following general formula and the salts thereof:
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whi ch nmedi canent is an enenma preparation,_c?npris}ng
at | east one selected fromthe group consisting o
Wa hioa/pwiieo conpounds having the fol | ow ng generBdT/JP2004/010546
fornmula and the salts thereof: (1) wherein Rl
represents a phenyl group whi %p may have 1 to 3 | ower
al koxy groups as substltuentg'on t he phenyl ring and

1t ar box
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groups as substituents on-t

compound |5 b PR o e S 25 P R P erte o ene
yl Jpyenyi neing Zand abexyhirg 434l %roup which may have 1 to 3
carboxyl groups as substituents on the pyridine rihg.
5. The method according to claim 4, wherein the
thiazole compound is 6—[2-(3,4—diethoxyphenyl)thiazol—
4—yl]pyridine—2—carboxylic acid.
6. A use of a compound for the production of a
medicament for treating inflammatory bowel diseases,
which medicament is an enema preparation, comprising at
least one selected from the group consisting of
thiazole compounds having the following general formula

and the salts thereof:
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wherein R' represents a phenyl group which may
have 1 to 3 lower alkoxy groups as substituents on the
phenyl ring and R? a pyridyl group which may have 1 to 3
carboxyl groups as substituents on the pyridine ring.
7. The use according to claim 6, wherein the
thiazole compound is 6-[2—(3,4—diethoxyphenyl)thiazol—

4—yl]pyridine—Z—carboxylic acid.



