[DESCRIPTION] [Title of Invention] COVPOSI TI ON FOR LOVERI NG BLOOD
URI C ACI D LEVEL [Technical Field] 5The present invention relates to a
conposition for lowering a blood uric acid level, the conposition
conprising taurine as an active ingredient. [Background Art] Japanese
di et today has been Westernized, and 10 high-fat and hi gh-energy
diets ten®@ESECRHEPPEONdrred. As a result, unhealthy conditions such as
obesity may be incurred. In addition, with al cohol drinking,
stresses,[Tart el Thereservong aSOHPIOS GUHEPN FOR rledeR LNGt BeOQPi BRAEI d
| evel in a body has been incurred. 15Normally, in a healthy

condi ti oACTMUChEWELuUric acid is excreted fromthe body together with
urine , sweat, feces, or the like. Meanwhile, if uric acid is

excessi vedlne syt besi zeédk by t he i nfl uence of the above-described diet
and living environnment but is not excreted properly, the 20 anpunt
of suric acid i mhiehe r Dod: beaores iexcessi yeesSuohaacshies Dfion for
exceeding the saturation solubility (7.0 ng/dL) of uric acid in the
bl ood i s 1kyperimbcesai aplbddyRerid i cem @ I NewBilGh @bl gl hlmesi vt be
acid | evel is continued, sodiumurate crystals start to

preci pi t atpn26i 81 hgdy 4 BsHESasSidicesdhever Ysihsdaegtel.ikely to form
at a part where the body tenperature is low, the crystals are often
depositqukgckfggqungﬁgjobes. Uric acid crystals precipitate in the
base of a big toe or the joint of a knee where the crystal deposition
i's nost |ikelygQQ6088. Jhbs NMBYQ6JUSEalNT bammmt ik d Hhi aedt e RAdN
(gouty 5 attack). Meanwhile, if a Stone is fornmed in the renal

tupyl e, %hkﬂag?%tcéﬂaeh@g@LQQ%?fggsﬁﬁg%%-tend to be preferred. . As

Tauri ne(am yl sul f onicaci sul fur - containing am no acid

havi ng aaqu;y%gu&itrrp'&ﬁ liLe é&ﬁaﬁwo%{ﬂngﬂcﬁ ol egylan el gt ek

125. 15. The phar macol ogi cdl action is own to cover a W de Tange

| nel udi t L SYStemnthe g ORY; Syst th
| Tver/ gal bl SHGER oy Sroac art TEL ST T 5. ST e oRed BLadYats EeRare
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chol est erol__cat abol.i sm and, excretion, fr t | iver (see Non Patent
Literaturé§v3§t6n4fl%Nﬂg%wﬂﬁﬁePﬁ%ﬂn%%ggggﬁggining preparati ons have

be sold fora ] on riod in the.fields of. prescription.d

aI@g nonprescrf%%?%%PgV0g§naﬁdhe§6t&ﬁégfnlfhg%?ﬁrnmﬁg%aﬁF ggg%egggd
are about, to el apse_after the first taurine .- .cont.ai ning preparation
W ool d. T RHCT S el 2B PSR T O e OF FLHUTT He el - Tedes’
sufficient. It can,pe said that .taurine i s one of, quite highly,safe
conponent®t ’E%FO ?é?ieon Lﬁ%??wﬁjﬂér? Pat ntu’{}‘feraftltfgeé]s engf\léﬁvf]ly
Murakam , S., Kondo,_ Y., Toda, Y., Kitajima, H. , Kaneo, K., Sakano,

M and FUKGAGRERIZ8G 5B SO1E Gt HERER Bhof BSt BPEI S SB0T FBRM A1St
hansters: Up-regul ation of |ow density |ipoprotein (éEL% rec?%;or Qy
tauri ne, 37 el SELNI5PHVixgEEIOREaLUS0HS nOt excreted properly, th

[ NPL2] Yokogoshi , H., Mochi zuki, H., Nanam , K., H da, Y., Myachi, F. and

Odd0 H DHBPHAY PAURFAE BRA&ENAEsTER0PESCST B CRalt ARt DRSANG 1 eFUGES

serum and |iver chol esterol concentrations in rats fed a
a state of exceeding the saturation solubility (7.0 mg/dL)

of uric acid in the blood is hyperuricemia.
In hyperuricemia in which a highblooduric acid level
is continued, sodium urate crystals start to precipitate
25 in body tissues. Since the crystals are likely to form

at a part where the body temperature is low, the crystals
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10hi gh-chol esterol diet, J. Nutr. 129: 1705-1712, 1999. [ NPL 3]
Murakam , S., Kondo Y. and Tom sawa, K: |Inprovenent in chol esterol
nmetabolismin mce given chronic treatnent of taurine and fed a
high-fat diet, Life Sci. 64: 83-91, 1999. 15[ NPL 4] (Qda Hiroaki,

Ar akawa Shi ngo, |wata Takeyuki, Ni shinmura Naom chi, and Yokogoshi

H dehi ko:amechifiesm derprdiiehgiBYPreds gamed egpréssiam. by Urdwr i aeid
Reports of the Research Commttee of Essential Am no Acids (Japan)
167, 13- 13,y20803s ROfSdpidrat @fin mientdessd dfTechnigcabePpobter] joint
The causes of hyperuricem a and gout are excessive production and
decr eased ®rcrketé®nwhhérar tbeacry a2 Hedepobed iabovies mist heikeing ob
gouty attack, the 25inflammation is suppressed by adm nistering a
nonst er oicdatumant | Th ikl neayrataor ye dnaf gesmea ¢ ifeur Wheh, atnter gdet nt ogbawer
the uric acid level, alifestyle such as diet is to be inproved;
besi des, dttackpse weamevHiee ur i€ aci gt brreli exteetdsd9it M «dlreaal
treatnent for lowering the uric acid level is perfornmed by

adm ni st enigl@n ehdls didg. custher delgnéor digerdag.the uric acid

| evel includes a uric acid-production inhibitor and a uric

aci d-excreti onTprgmier . Wenihkesen @l ygs rane d akemcid) i s negessapy
to take enough water so as to increase a urine volune, and to use
baki ng seda f@d- acuitidia ¥ngklkaldNbzidtha9enl 4 ull e soRbhRath &nisg1as
to maintain the alkalinity of the urine so that the pH of urine can
be kept hatmeepube0 @REHE. 3. molecufdHt hGE; gWRI CRever »af jthe drags
is used, the uric acid level has to be checked regularly to control
the uri c A fnke¥ebgaQ 1 nyeYslon  ThekhiRal Mest dos,&onki pued foLn 18
life in many cases. If checking the uric acid level Is forgotten i'n

usi ng SU@%&HH@§ngtgﬁéuEE%ﬁ¥éfih@%ﬁ§d§ Lowerqd nppg Q@?ﬁﬁ}?ﬁgry

necessary, or sidé effects such as kidney stone are cause

drugs in as this..r cont.iznuo [.n_an
ext ended erl%ﬁ’G%E?igggeﬁ{&%ﬁégggﬁggﬁgéﬁggeég%?%@fiv%a§§9§£+¥a%gy'
highly safie. nas  ndGgOrdindlyy oan ehigct ofthe present inventigy
is to provide a conposition for suppressing Irncrease in the bl oo
uric aci ev igh . Ot herwi.se ca h uricem a and go

he compoli Tl SheBerng Sy et s Som ity el feclros Boon HiLen aserhg
i n an extende eri of. tine Sol_ut.ion tao Probl em To

nchf ove e Saue HaSx e dToBr e Aie-gr Sorr BT R S P Ha e roL
earnestlye§g result, .the dnventors. have found

di ed. As [ ut taurine
has an aéild%b%flF@w&ﬁaufx%F%tﬁpgofﬁﬁWc %%i51V86eﬁseﬁﬂ§?%i%%g98Fy
has led tao .the conpletion_of e present .invention. . n_aspect
accordin %%F¥%§“g§é§eht Fﬂve%Pron ﬁ?%?%%ﬁ%%sit?%HrﬁGFWQﬂég?ﬁﬁEQg
bl ood uric acid |evel, the co osi&iop characterized(gy co r'siT
Laurine &5 SHAIBACEFLDRNG: BAFENEC LS FOF & AGREPETAAT Fspaet t OF LEfe
present invention is the conposition which is anyone of preventive
and t her &pedti S agehtd oY r%}?(?c?elrﬁ‘a.nonprescrlp%%gh%@gs and
pref erabl e aspect of the present invention 15 is the conposition

&h i s VRS o WIS prebBr{#ReRand Ot herafedt Fc2Rgeht SOt 2gsgtatter
Anot her preferable aspect of the present invention is the conposition
whi ch i s Hif &d&mt FerGimer aartadmiii S PraRdhe t 2opAdF it @heousThus,

Ef fects of Invention] ‘
the actual performance of taurine itself is sufficient.

It can be said that taurine is one of quite highly safe
components.
25 [Citation List]
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The present invention makes it possible to provide a conposition for

| owering a blood uric acid level, the conposition conprising taurine
as an active ingredient, and being safe even after admnistration in
an extended 25period of tinme. [Brief Description of Draw ngs]

[Fig. 1] Fig. 1 is a graph illustrating changes in the serumuric
aci d | evel [dfPIaltlaMpinedaathn i st dradgr olp. dhelda, pY acdbbt adiingi, sHered
group. [Fig. 2] Fig. 2 is a graph illustrating changes in the 5 uric
aci d cl e&caree, VAl ueSébhew ,t Ne adwi Aluktudst | dh: Vit stareoed)aof inkeon
taurine-adm ni stered group and the pl acebo-adm ni stered group.

[Fig. 3] digle8tesod geaptbollsst iathagsckangedd-rddrel ationacifdlow
cl earance val ue (when the admnistration was 10 conpl eted) of the

t auri ne- adm i sy el edograupe amd(1he) ptaceba-cadmynitsier ete grbiipe Sci.
[Fig. 4] Fig. 4 is a graph illustrating the change in the serumuric
acid | evelo of2emeh 23wy ectoopDescri ption of Enbodi nents] 15The
present invention provides a conposition for lowering a blood uric
aci d | evel, [Nbe2qonpRsidd 9Richar acteshzed by, conpN=siHgit agr i nei @s ,an
active ingredient. The conposition of the present invention may be in
20 the form ofiig i mageutd€al oe@npasi tHert Br{0edud fléei BhDicas
reagent used for a research purpose (for exanple, in vivo

experi Mrnolesterolh@£prRasidi OA ahd hecBRRSLAT sikhMaRt hal hesvar
act ion of lowering a blood uric acid level. Accordingly, the

25conposidy 9Neef: 4h61Pr esept ddyephitan, £an be; guitaply susedray a 4
phar maceuti cal conposition adm nistered for preventing or treating

di gepases ycavged Ry) &8¢r8ase 4 Dekhe Bl ed- Lri¢raci d 4 eyeh 7such asg of or
exanpl e, h.yperuricem a and gout, and as a food and a drink routinely

taken to | opeprt hg blead wrhg ackd |exel,gpThe CAIRPSILONs Of, ot hey .

present invention can be formil ated by known fornulation nethods in

phar maceut éggg}gf%ﬁpm%i &h?ﬁ eogtégglprrﬁé@@ttbd.n%?!g?lt E ! arg?gtef)ega%%

orally or y in the formo for exa a

Joarie: hPOMIY LA LARIE o Phllride off STANY &4 8n A dldIbe,

coating agent , a a troc a subl'i'ngu

nasticatq&yfeaSQ%pcakﬂ.a éggggq, A58)%rup, a suspension, an elixir, an
enul si on, @ paste, an aerosol,” ‘an i njection, a suppository, or the

Pt rmcol oot Car 1§ ot CRpt AbPa aar A CF <A God 1 bp S e S PoCHfi At Yy
crr o o1 PGS R E Ot BB, Sl o u o g 8 PR e
G 1 uent . EBREIES dyth7 ATao et S TP P = S Aot it BaPaTTS | A BRPFSE
gonr SR ESR 5B Pl (B0 28 OF Mgt HSTARIE 28 45" 15K
used as a.$harnaceutical conposition, the conposition of the present

i nventi ont %'pﬁéﬁé}ébliﬁ}%érded 25as an oral preparation such as a

solid preparation and a |iquid preparation for internal
adfl ni str&t‘i‘%‘ﬂ?ry of Invention]

[Technical Problem]

The causes of hyperuricemia and gout are excessive
production and decreased excretion of uric acid as
described above. At the time of gouty attack, the

25 inflammation is suppressedbyadministering a nonsteroidal

anti-inflammatory analgesic. Further, in order to lower
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As the solidpreparation for internal adm nistration, the conposition
of the present invention can be provided, for exanple, in the form of
a tablet, a granule, a powder, a capsule, or the |like by granul ating
taurine and ot her 5known additives, or other process. As the
liquid preparation for internal admnistration, the conposition of

t he presddte inveat porn carevelpr avildetes tgi eexaanpt easi diee fornvobea
drink preparation or the |like by dissolving taurine and other known
addi ti vesniprawaedr.. bekli déhen the acomposi wihemreoftideupresentid nventilon
is used as a pharnaceutical conposition, it is possible to blend

anot her exdewdoro normeg ptiher aconpaneanirs: efdredidwer i ngpte¥entingaod d
treating di seases caused by increase in the blood uric acid |evel.

Mor eover ldtel sipopeitd@rtodupg akbnihescemrpest tawnook 1t ey esent
invention in conmbination wi th anot her pharnaceutical conposition

ef fective in prerderduy Boriieabimgdigeasesi eaused hyvdicreaseutits
the blood uric acid level. In the pharnaceutical conposition of the
present 22QrkRvest BoRrJDicEeX8AP] €hiBesicdesnhauiimneg aeiildisx@ebdion
(which has an action of maintaining the weak alkalinity of urine so
as to fagdddaterdi spakul LoRr Lf dhiss agid dMtOnt her W ing)ces¥htamp C
(which has an action of pronoting uric acid excretion by transférring

uric aci ¢ AeCunpbabed ot & | 95Nk s28er ithe-ddke Lo,the Kidieyde, ang
pot assi um (whi ch has an action of pronoting filtration of uric acid

"n the ki 1 L ; . . . X h

[ the Kidnayde plalivgy 854d Ll oh basngpyactiion of suealenidini e

apfy opri %&n\ﬁ}?ﬁak%% a3 QQ_etSf&Q(i}n%aan the %ﬁ%ﬁ‘inwye%! PR £ RAt

i npai r ed. 5 en the conposition of the present inventifon is used as a

food or drd ’Hﬁ%aE h@héo}?ﬂ g'%du%'rﬂé( Jmybe. %Qéte?%meeen% .h&‘a%ﬂﬁ foed
a foo f-re € a nu

a functional ftood, for spec 1 I al'th use, rrtrona
suppl ement ary medi ¢al,. f 00 r e jll,._ or_a fao itive.
The food and d:Fi%n %%thghg%&epreege%? Fh\%erﬁ%uo%scéﬁ blget(gkgtglg%suffﬁg

conposi ti_an d rib above., or can be. taken_as various, foods.and
drinks . agp]le(%islﬁ\gggxhaarr%%e%%o € & eo((% se%%%:la]é??’nkg "i:%réf[‘ﬁ&e: theuric

i quid-faorm foods such_as _drinks, souyps,, mlk drinks, soft.drink

e dri nes d e er EonEiate By y R E et A 5 et P For
drjnks; pr.oducts including oil ntents ,such as edible oils .
ar bt gl AR R PEes CaERe o GEr P RBSK T oRe aPALE. Gotchs HFHG Lt d8ds
such as rjces ood| es, .and breads; processed neat .products such as
o and SSARAEEER Tt DEdear oG Yoh oddtt BTSsere b8 Kb RoboaF £l
fi shes , 20 and shiokara; processed vegetabl e products, such as

t sukenondC e ST i F o888 FYuchTas 498 HeE AN ?gﬁﬁr?§;k¥%?ﬁ¥n?58ne
foods such as misos and fernented drinks ; various confectioneries
such as VA&t FHISEG E%Bﬁi%(?ﬁ%ﬁlés?O‘H‘ép‘éﬁé§§--stﬁ% this reason,
confectioneries, candies, guns, gunmes, 25cold desserts, and frozen
dessert s dF DAL FRER 1 OR L1 BYGIRES diicANaBXEGRGSsk Perhiek oft Aiayare
sauces, and Chinese soups; convenience foods such as instant soups
ant i nst &MFRLBAsSGpP e n¢ EEBRAVE F dYsWednd ashedrigRéY Ba@rficher nore,
the exanples include health foods and drinks prepared in the form of
a powder, a gr&fAEdangabl e sl el Bhei QueeeBa ijHstet dpngis
jelly. In the present invention, the food and drink can be

pr oduced sy giroduéei ancevplsiiguesn kiows kRPtkiss ing Himicatatieelid. thke
food and drink may be blended with a conponent or two or nore
conponenttsl @bflect¥e i aclioweriewgla bilobdh 1@oudidc atihkdwvee. cause
Further, the food and drink of the present invent ion may be

mul ti f undtymealrfioeds carndr grks ,prigpar edmipw scionbenabeiioy vwd hie and
anot her conponent or another functional food which denonstrate a

f wict i on hotdietr ytdahekbdvierd ry en t Dodrudbs iag d il evelextilded heetdod

of time.



When the conposition of the present invention is admnistered or
taken, the ampunt administered or taken is selected as appropriate in
accordance with the age, weight, synptom health state, the type of
the conposition 5 (such as drug, food, or drink), and the |ike. An
effective anount of taurine adm nistered in the conposition of the
present ilfehttdan $a®raglesl6000 ng, preferably 500 ng to 4000 ng,
and nore preferably 2000 ng to 4000 ng for an adult per day. Hence,

t he present i nTentidn esotherorbde=s - dés ar ibtkdodbijercd owete ngrasbhaod
uric acid level in a target, the nmethod characterized by conprising
adm ni st eémvenborsakhaget heaecoapadist i snuafiddie priesest irawentd,onthet o
the target. Mreover, the present invention further provides a nethod
for preventvagtorst heaki Aguaddbseaseueansetalyanldct Neheasel dWe@ing
bl ood uric acid level in a target, the nmethod characterized by

conpri si rg Wb A at-eld rg: 1del 608PQsi trhds of i & hevei-§sents | Twe@nt b0Rnko
the target. A product (drug, food, drink, reagent) of the

conposi t icmef et henpresentei prertdon OhvanRriocol thereof 20 maybe
| abeled to indicate that the use is to lower a blood uric acid | evel.

Herein, the phnases @toae@oxail@gpeet el diScdahel edivamansnt hat 4
t he body of the produ a contai ner or a package therefor, or the

li ke '$|dﬂﬁ%§§1t@6ﬂ*¥%r@l@%§ﬁ¥& a %té%aaQQ%%(E@yaemévém the
adverti sement, 25other prints, or the like disclosing I nformation on

the pr Od%mﬁésheg%lnedchggﬁclt%zé@d'bgiaté?}g}fﬂ:tﬂétlntghetggglh% 19 an

lower a blood uric acid level may iIncludde ormation

megpani s of ; L OWe LR %&90d uric acid level by adm nistering or
t aki ng the conp03|t|on the present invention. Mreover, the |abel

ndicating theaupedesdPo18 £0YRL AN eod Wil Afl d | pyel ;oay ;i ”gtﬁéde

informati on that the use Is to prevent reat di seases cause

i ncrease C'CQTIIS?%ePIJ_%%dWH G agl z?n%evr?e qé Eé%?g necsi% e FOPithegapeutic

Herelnafter resen i’ nven n wl SCr 1

details %?y st Exanples. (Exanple 1) Taurlne1000
ng/ pack Lﬁb an% gxﬁggl ?ggg;gbldlo ng/pack Tal c10 ng/pack

Conponents in oé¥@0unts Ilst Egggve ) nkﬁed to hﬁ;gnand
subjected to we grahul%flgﬁ drying: Tﬂa 8 55 ¥ﬁ%ﬁé?€d
”p|31§2 ﬁurlneSOOO ZOTH% nbne nitrates ngaglboflaV|n sodlugb
phosphate &%&?%& 1 ofti dé5 Y stg&r 20b0Phg VR 1ol 30
Mg 25Xyl %%35’8811”‘-1 Acesé‘x'n‘ig”% JRotassl unt9 ng
Another preferable aspect of the present invention
is the composition which is an agent for internal
administration.
20 [Advantageous Effects of Invention]
The present invention makes it possible to provide
a composition for lowering a blood uric acid level, the
composition comprising taurine as an active ingredient,
and being safe even after administration in an extended

25 period of time.

[Brief Description of Drawings]
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Citric acidl000 ng Sodium citrateappropriate anmount Fl avor snal

anount Purified water100 ml in total 5Conponents |isted above were
m xed and di ssolved in purified water. The pH was adjusted to 3.0
with sodiumcitrate, followed by sterilization at 955C. Thus, a
liquid preparation for internal adm nistration was prepared. 10[ Test
Exanpl e 1] [Fig. lForRtiyg subjiesta gwhmphel &126 tyedarsngl dhangelsdem arick
t hought to have lifestyle diseases under the follow ng conditions
wer e groupeduinntpiz eadkl tensilstifng 0&u2Qnewsdtisi sAepleat @ wandiride
powder prepared in Exanple 15 1 were adnministered to the respective
groups twa celacedy bydiri 04 sg (x20D0gagubn terns of taurine anmount) in
a single dose for 14 days. The change in the uric acid | evel was
checked by gFiandam zedy double Hldrgphest 1 uBeferei hfi Shhagesnas the
started, screening tests were 20 conducted tw ce. Subjects who net
al ls5the condet bensl of 1 £9rdnideonsa luk 0 (FhHkel ovné Natihe rfiid1Sta SEhHBERIAY
test were subjected to the second screening. Further, since the

amount ofst adekRe i Bt he hody Seerrd-haninf{ desseqt hgge%u! bref thies
test, subjects who net Condition 4 in addition to 25Conditions 1 to 3

in the sqggggeggnegﬁﬁﬁ@iggg&f%pqgrégpiected to this test. In each
adm ni stration group, the result” was sub-grouped with a benchmark of

the uric acighidevel afj .0 rauéd&e@{@%rg@g\gﬁgﬁd&ggtmgﬁﬁesoan the

hyperuricema. The uric acid | ev ween~t he groups.

Table 1 helow ghqws dhe, el 5 e g%tefﬂ 'efheoaam%ﬁese@%ggoﬂ%as

assigned to the taurine - admnistered group was term nate ecause

angg her dééxﬁﬁ%@t%“cﬁ“%‘%d @ﬁ{aoaﬁﬁﬁﬁ%}aﬁmﬂ%d zﬁgpg”a 4. the

Condition 1:°" LDL chol estero or above ion

triglyceﬁéﬂﬁfg@g_%éﬁhggéggi %ﬁgl §u$Ut bel ow 10400 ng/dL Condition

3: total lestero . / or "above Condition 4: an anount of
urLnary LUANP CHT ReR (L0 urngsa ectegon S MULS) ERCLON0
Peri od ev@ﬁgagggum uric acid level of each subject.

[Description of Embodiments]

15 The present invention provides a composition for
lowering a Dblood wuric acid 1level, the composition
characterized by comprising taurine as an active
ingredient.

The composition of the present invention may be in

20 the form of a pharmaceutical composition, a food, a drink,
or a reagent used for a research purpose (for example, in
vivo experiment) .

The composition of the present invention has anaction
of lowering a blood uric acid level. Accordingly, the

25 composition of the present invention can be suitably used

as a pharmaceutical composition administered for



Marche r of cases MEAN S.D. S.E. MEDOA N MN Test and estimation
[twosi ded, 95% confidence interval] One- sarrple t-test
Twosanpl e t-test . Maurine- admnistered group 7.0 Ing/dL or above at

start
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8.11 0.72

preventing or treating diseases caused by increase in the
blood uric acid level such as, for example, hyperuricemia
and gout, and as a food and a drink routinely taken to lower
the blood uric acid level.

The composition of the present invention can be
formulated by known formulation methods in pharmaceutics.
The composition of the present invention can be used orally
or parenterally in the form of, for example, a tablet, a
granule, a powder, a capsule, a pill, a fine granule, a
filmcoatingagent, apellet, a troche, asublingual tablet,
a masticatory, a buccal, a liquid, a syrup, a suspension,
an elixir, an emulsion, a paste, an aerosol, an.injection,.
a suppository, or the like.

When formulated, these can be combined as appropriate
with pharmacologicallyacceptable carrier, food, or drink,
specifically, sterile water, a saline, a vegetable oil,
a solvent, abase, anemulsifier, a suspension, a surfactant,
astabilizer, a flavor, anaromatic, anexcipient, avehicle,
an antiseptic, a binder, a diluent, an isotonic agent, a
filler, a disintegrator, a buffer, a coating agent, a
lubricant, a colorant, a sweetener, a viscous agent, a
corrigent, a solubilizer, or other additives.

When used as a pharmaceutical composition, the
compositionof thepresent inventionispreferablyprovided
as an oral preparation such as a solid preparation and a

liqguid preparation for internal administration.
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.30 7.0 9.1 T--7.128 P<0.001 -0.15[- 1.00 to -0.50] T=- 3.814

-0.70[- 1.09 to -0.31] at conpletion 8 7.36 0.67 0.24 7.50
degree changed 8 -0.75 0.30 0.11 -0.70 -1.3 -0.3

As the solidpreparation for internal administration,
the composition of the present invention can be provided,
for example, in the form of a tablet, a granule, a powder,
a capsule, or the like by granulating taurine and other
known additives, or other process.

Asthe liquidpreparation forinternal administration,
the composition of the present invention can be provided,
for example, in the form of a drink preparation or the like
by dissolving taurine and other known additives in water.

When the composition of the present invention is used
as a pharmaceutical composition, it is possible to blend
another or two or more other components effective in
preventing or treating diseases caused by increase in the
blood uric acid level. Moreover, it is possible to use
the composition of the present invention in combination
with another pharmaceutical composition effective in
preventing or treating diseases caused by increase in the
blood uric acid level.

In the pharmaceutical composition of the present
invention, forexample, besides taurine, citricacid (which
has an action of maintaining the weak alkalinity of urine
soastofacilitatedissolutionofuricacidintotheurine),
vitamin C (which has an action of promoting uric acid
excretion by transferring uric acid accumulated in a joint
or the like to the kidney), potassium (which has an action

of promoting filtration of uric acid in the kidney), folic



below 7.0 rogfelL at start 11 5.54 1.69 0.51 5.9 0.8 6.8 T=-0.322
2=0.747 -0.05]0,35 to at conpletion 11 5.49 1.53 0.46 5.9 1.1 6.5

10
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20

25

acid (which has an action of weakening the activation of
a uric acid synthase), or the like may be blended as
appropriate, as longas theeffects of the present invention
are not impaired.

When the composition of the present invention is used
as a food or drink, the food and drink may be, for example,
a health food, a functional food, a food for specifiedhealth
use, a nutritional supplementary food, a medical food for
the ill, or a food additive. The food and drink of the
present invention can be taken as the composition as
describedabove, or canbe takenasvarious foods anddrinks.
Specific examples of the foods and drinks include:
liguid-form foods such as drinks, soups, milk drinks, soft
drinks, tea drinks, alcoholic drinks, jelly drinks, and
functional drinks; products including oil contents such
as edible oils, dressings, mayonnaises, and margarines;
carbohydrate-containing foods such as rices, noodles, and
breads; processed meat products such as hams and sausages;
processed fisheryproducts such as kamabokos, dried fishes,
and shiokara; processed vegetable products such as
tsukemono; semisolid foods such as jellies and yogurts;
fermented foods such asmisos and fermented drinks; various
confectioneries such as Western-style confectioneries,
Japanese-style confectioneries, candies, gums, gummies,
cold desserts, and frozen desserts; foods in retort pouches

such as curries, thick starchy sauces, and Chinese soups;



degree changed 11 -0.05 0.45 0.14 0.1 -0.9 0.5 0.26] Pl acebo-
adm nistered group 7.0 ng/dL or above at start 6 7.83 1.01 0.41 7.50
7.0 9.8 T=0.108 2=0.918 0.03[- 0.76 to 0.831 T--- 0.230 P=0.821
-0.05[-0.53 to 0-43] at conpl etion
convenience foods such as instant soups and instant miso
soups; microwave foods; and the like. Furthermore, the
examples include health foods and drinks prepared in the
form of a pow‘der, a granule, a tablet, a capsule, a liquid,

5 a paste or a jelly.

In the present invention, the food and drink can be
produced by production techniques known in this technical
field. The food and drink may be blended with a component
or two or more components effective in lowering a blood

10 uric acidlevel. Further, the foodanddrink of the present
inventionmay be multifunctional foods and drinks prepared
incombinationwithanother component or another functional
food which demonstrate a function other than lowering a
blood uric acid level.

15 In the food and drink of thé present invention, for
example, besides taurine, citric acid (which has an action
of maintaining the weak alkalinity of urine so as to
facilitate dissolution of uric acid into the wurine),
vitamin C (which has an action of promoting uric acid

20 excretion by transferring uric acid accumulated in a joint
or the like to the kidney), potassium (which has an action
of promoting filtration of uric acid in the kidney), folic
acid (which has an action of weakening the activation of
a uric acid synthase), or the like may be blended as

25 appropriate, as longas theeffects of the present invention

are not impaired.

10



6 7.87 1.56 0.64 7.50 6.4 10.9 degree changed 6 0.03 0.76 0.31
0.05-1.11.1 bel ow 7.0 ngAdL at start 14 5.86 0.68

10

15

20

25

When the composition of the present invention is
administered or taken, the amount administered or taken
is selected as appropriate in accordance with the age,
weight, symptom, health state, the type of the composition
(such as drug, food, or drink), and the 1like. An effective
amount of taurine administered in the composition of the
present invention is 100 mg to 6000 mg, preferably 500 mg
to 4000 mg, and more preferably 2000 mg to 4000 mg for an
adult per day. Hence, the present invention also provides
a method for lowering a blood uric acid level in a target,
the method characterized by comprising administering or
taking the composition of the present invention into the
target. Moreover, the present invention further provides
a method for preventing or treating a disease caused by
increase in a blood uric acid level in a target, the method
characterized by comprising administering the composition
of the present invention to the target.

A product (drug, food, drink, reagent) of the
composition of the present invention or a protocol thereof
may be labeled to indicate that the use is to lower a blood
uric acid level. Herein, the phrase "a product or a
protocol is labeled" means that the body of the product,
a container or a package therefor, or the like is labeled,
or that a protocol, an attached document, an advertisement,
other prints, or the like disclosing information on the

product is labeled. The label indicating that the use is

11



0.18 5.90 4.1 6.8 T=1.125 900.281 0.09[- 0.08 to at conpletion 14
5.95 0.88 0.24 5.85 3.8 7.3 degree changed 14 0.09 0.29 0.08 0.05
-OA 0.7 0.25)
to lower a blood uric acid level may include information
about a mechanism of lowering a blood uric acid level by
administering or taking the composition of the present
invention. Moreover, the label indicating the use is to
5 lower a blood uric acid level may include information that
the use is to prevent or treat diseases caused by increase
in the blood uric acid level.
[Examples]
Hereinafter, the present invention will be described
10 in more details by way of Examples and Test Examples.
(Example 1)
Taurine 1000 mg/pack
Light anhydrous silicic acid 10 mg/pack
Talc 10 mg/pack
15 Components in the amounts listed above were mixed
together,andthensubjectedtowetgranulationanddrying.
Thus, a powder was prepared.
(Example 2)
Taurine 3000 mg
20 Thiamine nitrate 5 mg
Riboflavin sodium phosphate 5 mg
Pyridoxine hydrochloride 5 mg
Sugar 2000 mg
Maltitol 3000 mg
25 Xylitol 2500 mg
Acesulfame potassium 19 mg

12



From Tabl e 1, the foll ow ngs were observed anong the subjects having
a uric acid level of 7.0 ng/dL or above: the nean value and the

medi an of the uric acid level in 5 the placebo - admni stered group
were increased by 0 . 03 ng/dL and 0.05 ng/dL, respectively;
meanwhi |l e, in the taurine-adm nistered group, the nean val ue and the
medi an werCel ece easeéd by 0. 75 ng/dL and 0.70 ng/dLlopespectively.
Moreover, a significant decrease (P<0.001) was observed 10 in the
uric aci dde¥ehmotithateauri ne-adm ni dEpsedpgrete wesuhbe

adm ni stration was conpleted in conparison with when started,
meanwhi | e Ftdhese was no significant differencandanlt heocumitc acid | evel
of the placebo-adm ni steredgroupbet weenwhent he adm ni strati on was
started and;mwhenegorplteired. Further, a signidigant ndiibierence
(P=0.020) was observed between the taurine-adm nistered group and the

Splscebo- adm niceh @Wle HEQUP: sted abdiH LI OB £xe b Nen § 041 S¥ENGE IR HE
observed anong the subjects having a uric acid | evel of below 7.0

ng/ dL inﬁd%ﬁf@HHiW%ﬁ§¥ﬁf“ﬁﬁ§r§ﬁ gLaURig { e ogancval ue of e heo i
acid | evél was decreased by 0.05 ng/dL, but the nedian was 10

i ncreased by, Qe d My ly o JBET B Mase 0p; 3k gnichi Gang « diskhierence dnykhe 4

uric acid | evel between when the adm nistrati on was started and when

conpl et ed; 4 §OMRALI30M Petueer, hei%%%&%yg;?gﬁmgsttﬁfeﬂ%gna%ﬂs

| evel of 7.0 ng/d above and of bel ow Lin

taurine-%gqg i red group, a significant difference (P=0.001) was
observed efﬁ%gﬁgfhe sub- gr oups. I n addition, each

adyy ni stratg r -grouped with a benchmark of the uric
acg% | evel %?ﬂﬁeoﬁﬁgfﬁﬁiat he start, and the percentage of change in

a

the 20 uric acgi % S,.CO ed_1Ln h p. . Tabl e | ow

shows t he resuﬁogf%ﬁa%{lg\ga tSG%(E) FiC ggolcdygéeggl Oaltdas%rar%l%%ift ﬁélrd

of cases ange in uric acid_evel S ease
e !

ubjects whq sh d de

subj ect s T e B ErEie Tl PR R e E S Bup SR n
conditions were grouped into 2 each consisting of 20
subjects. A placebo and the powder prepared in Example
15 1 were administered to the respective groups twice a day
by 2.04 g (2000 mg in terms of taurine amount) in a single
dose for 14 days. The change in the uric acid level was

checked by a randomized double blind test.
Before this test was started, screening tests were
20 conducted twice. Subjects who met all the conditions of
Conditions 1 to 3 below in the first screening test were
subjected to the second screening. Further, since the
amount of taurine in the body seemed to influence the result
of this test, subjects who met Condition 4 in addition to

25 Conditionslto3 inthe secondscreeningtest were subjected

to this test. In each administration group, the result

13



ng/ dL or above 8 8(100.0) 0(0.0) below 7.0 ng/dL 11 5(45.5) 6(54.5)
Pl acebo- adm ni stered group 7.0 ng/dL or above 6 3(50.0) 3(50.0)
below 7.0 ng/dL 14 4(28.6) 10(71.4) From Tabl e 2, anopng the
subj ects having a uric acid level of 7.0 ng/dL or above, the nunber
of subjects who showed decrease in the uric acid level fromthe start
was 5 3wes0.<0%) - gnotibe Pplwaicebca adahrhsteeriked §roup, urhicl e dire evidér
of subjects who did not show decrease (i.e., the uric acid |evel was
i ncr easedfor .motngyhENgad)cwase Bvé80a 8% he imdeantoashypalturafcdnia.
subjects in the taurine-adm nistered group had the uric acid |evel

decr easegdhelGQidest abtamlevrd] s were ddephirgdl bguwpan athen Jfrafups .
internal adm nistration prepared in Exanple 2 was adm ni stered once a

day for 8 weeksalQel2l sabpacishom® weeer2@ywears old or ol der and
t hought to have lifestyle di seases under the foll ow ng
5 Incidentally, one case which was assigned to the
taurine-administered group was terminated because another
disease occurred before the administration was started.
Condition 1: LDL cholesterol was 140 mg/dL or above
Condition 2: triglyceride was 150 mg/dL or above but below
10 400 mg/dL
Condition 3: total cholesterol was 220 mg/dL or above
Condition 4: an amount of urinary taurine excreted (in

urine collected for 24 hours) was 1500 umol or below

[Table 1]

14



conditio

t he star

ns.

Mor eover,

as in Test Exanple 1,
sub-grouped with a benchmark of the uric acid |evel

t he subjects were
of 7.0 ng/dL at

t. The uric acid | evels were conpared between the sub-groups.
5Tabl e 3 bel ow shows the result.

Condition 1:

serumtriglyceride

| evel was 150 ng/dL or above but belom1400 ng/dL Condition 2: serum
total chelesterol |evel—was 200 pg/dk_6f dbove 16[Tabl e 3] Unit:
Group . eriod :’S! MIN MA T
nmg/dL Uric aC|daL§ve§ﬂ@kdstg&t Pefi od ev%i at ed Nu@ﬁ@gmqgvcases MEAN
S.D. S.E|] MEDI ANM N MAX Test..land| est/i mati on (two-sided, 954
confidence intefwval ] One:sanpl e t-1eat confidence
start intervall
One- Two—
sample sample
t-test t-test
Taurine- 7.0 at start 8 8.11 0.72 0.25 8.30 | 7.0 9.1 T=-7.128 | T=- 7.0 mg/dL or
administered | mg/dL at 8 7.36 [ 0.67 |0.24 |7.50 |6.4 8.3 P<0.001 3.814 above: taurine
group or completion -0.75[~ P=0.001 group vs placebo
above degree 8 -0.75{0.30 j0.11 |-0.70|~-1.3 [-0.3 }|1.00 to -0.70[~- group
changed -0.50] 1.09 to T=-2.688
below at start 11 5.54 {1.69 [0.51 |5.9 0.8 6.8 T=-0.332 | -0.31] P=0.020
7.0 at 11 5.49 1.53 0.4¢ 5.9 1.1 6.5 P=0.747 ~0.78[~1.42 to -
g /dL completion -0.05([~ 0.15]
0.35 to
degree 11 -0.0510.45 j0.14 |0.1 -0.9 0.5 0.26] below 7.0
changed mg/dL:
Placebo- 7.0 at start 6 7.83 1.01 0.41 7.50 7.0 9.8 T=0.108 T=- taurine
administered | mg/dL at 6 7.87 1.56 0.64 7.50 6.4 10.9 P=0.918 0.230 group vs
group or completion ’ 0.03[- P=0.821 placebo
above degree 6 0.03 0.76 0.31 0.05 -1.1 1.1 0.76 to -0.05[- group
changed 0.83] 0.53 to T=-0.883
below at start 14 5.86 |0.68 [0.18 |5.90 |4.1 6.8 |T=1.125 |0.43] P=0.386
7.0 at 14 5,85 0.88 0.24 5.85 3.8 7.3 P=0.281 -0.13[-0.44
rng/dL completion 0.09[- to 0.18]
0.08 to
degree 14 0.09 [(0.29 |0.08 |0.05 |-0.3 (0.7 0.25]
changed
From Table 1, the followings were observed among the
subjects having a uric acid level of 7.0 mg/dL or above:
the mean value and the median of the uric acid level in
5 theplacebo-administeredgroup were increasedby 0.03 mg/dL
and 0.05 mg/dL, respectively; meanwhile, in the
taurine-administered group, the mean value and the median
were decreased by 0.75 mg/dL and 0.70 mg/dL, respectively.
Moreover, a significant decrease (P<0.001) was observed
10 in the uric acid level of the taurine-administered group

when the administration was completed in comparison with

when

difference

started;

in

meanwhile,

the

there

uric

15

acid

was

no

level

of

significant

the



| ensanple t-test 7.0 ng/dL or above at start 48 7.96 0.84 0.12 7.75
7.0 10.8 T=-5.922 2<0.001 -0.60[- 0.80to - 0.39] T=-3.936 2<0.001
-0.461- 0.69 to -0.231 at conpletion 48 7.37 1.02 0.15 7.35 4.6 10.
degree changed 48 -0. 60

10

15

20

rlacebo-administered group between when the
administration was started and when completed. Further,
a significant difference (P=0.020) was observed between
the taurine-administered group and the
placebo-administered group.

Furthermore, the followings were observed among the
subjects having a uric acid level of below 7.0 mg/dL in
the taurine-administered group; the mean value of the uric
acid level was decreased by 0.05 mg/dL, but the median was
increased by 0.1 mg/dL. There was no significant
difference in the uric acid 1level between when the
administration was started and when completed. In
comparison between the sub-groups having a uric acid level
of 7.0 mg/dL or above and of below 7.0 mg/dL in the
taurine-administered group, a significant difference
(P=0.001) was observed between the sub-groups.

In addition, each administration group was
sub-grouped with a benchmark of the uric acid level of 7.0
mg/dL at the start, and the percentage of change in the
uric acid level was compared in each group. Table 2 below
shows the result.

[Table 2]
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0.70 0.10 -0.55 -2.6 0.7 below 7.0 ng/dL at start 73 5.64 0.89 0.10
5.6 3.3 6.9 1=-2.060 2=0.043 -D. 14[0.27 to 0.00] at conpletion 73
5.50 2.03 0.12 5.3 2.8 7.6

() %

Group Uric Number Change in uric acid
acid of caseg | level
level at . subjects subjects
start who showed who did
decrease not show
decrease
Taurine-administered 7.0 8 8 (100.0) 0 (0.0)
group mg/dL or
above
below 11 5 (45.5) 6 (54.5)
7.0
mg/dL
Placebo-administered 7.0 6 3 {50.0) 3 (50.0)
group mg/dL or
above
below 14 4 (28.6) 10 (71.4)
7.0
mg/dL

From Table 2, among the subjects having a uric acid
level of 7.0 mg/dL or above, the number of subjects who
showed decrease in the uric acid level from the start was

5 3 (50.0%) in the placebo-administered group, while the
number of subjects who did not show decrease (i.e., the
uric acid level was increased or not changed) was 3 (50.0%) .
In contrast, all of 8 subjects in the taurine-administered
group had the uric acid level decreased.

10 [Test Example 2]

The liquid preparation for internal administration
prepared in Example 2 was administered once a day for 8
weeks to 121 subjects who were 20 years old or older and

thought to have lifestyle diseases under the following

17



degree changed 73 -0.14 0.57 0.07 -0.1 -1.6 1.0 From Tabl e
3, the follow ngs were observed anong the subjects having a uric acid
|l evel of 7.0 ng/dL or above: the nean val ue and the nedi an were
decreased by 0.60 ng/dL 15 and O . 5 5 ng/dL , respectively;

meanwhi | e, anong the subjects having a uric acid | evel of below 7.0
ng/ dL, themeanivalsue aNad-ddreenpdianiofTddie Bxawpael U, | evelswef ects
decreased by 0.14 ng/dL and 0.1 ng/dL, respectively. Thus, in both
groups, tWerd endengyotupaid twier ird ch @stdmbevelo iash gecr rasedi wasevel
observed. Nevertheless, in conparison between the sub-groups wth the
benchmar k ©f 7t be ny i &1, agid drevektafi-t57. Or®/ dki @ $& 981 flicGALs were
di fference (P<0.001) was observed between the sub-groups. I n

addi tion,cdieastb) @EtSyaes et 5ub-anoupeduist h the benchmark of the
uric acid level of 7.0 ng/dL, and the percentage of change in the

urig acid | evelrawase conpaned; siddabl end helow ghows the result.
[Table 41 % Uric acid |level at start Nunber of cases Change in uric

acid leveloongition 1: serum triglyceride level was 150 mg/dL or
above but below 400 mg/dL
Condition 2: serum total cholesterol level was 200 mg/dL

or above

10 [Table 3]
Unit: mg/dL
Uric acid | Period Number | MEAN S.D. S.E. MEDIAN | MIN MAX Test and estimation
level at evaluated of [two-sided, 95%
start cases confidence intervall
One-sample | Two—
t-test sample
t-test
7.0 mg/dL | at start 48 7.96 0.84 0.12 7.75 7.0 10.8 T=-5.922 T=-3.936
or above |at completion |48 7.37 1.02 0.15 7.35 1.6 10.6 P<0.001 P<0.001
degree changed |48 -0.60 |[0.70 0.10 -0.55 |-2.6 0.7 -0.60[- -0.46[-
0.80 to - [0.69 to
0.39] -0.23]
below 7.0 |at start 73 5.64 0.89 0.10 5.6 3.3 6.9 T=-2.060
mg/dL at completion |73 5.50 1.03 0.12 5.3 2.8 7.6 P=0.043
degree changed |73 -0.14 0.57 0.07 ~-0.1 -1.6 1.0 -0.14 (-
0.27 to
0.00]

From Table 3, the followings were observed among the
subjects having a uric acid level of 7.0 mg/dL or above:
the mean value and the median were decreased by 0.60 mg/dL

15 and 0.55mg/dL, respectively; meanwhile, among the subjects
having a uric acid level of below 7.0 mg/dL, the mean value

and the median of the uric acid level were decreased by

18



subj ects who showed decrease subjects who did not show decrease 7.0
ng/ dL or above 48 39(81.3) 9(18.8) below 7.0 ng/dL 73 37(50.7)

36(49. 3) From Tabl e 4, anong the subjects having a uric acid
| evel of 7.0 ng/dL or above, the nunber of subjects who 15 showed
decrease in the uric acid level fromthe start was 39 (81.3%, while
t he nunber. b4 mglfjidéctandho .di dnqodLshowsgesreaselwas ThiuksS. 884 . both
Meanwhi | e, anpbng the subjects having a uric acid |level of below 7.0
ng/ dL, theroupbertheftesub¢rctstnbo tshowed decrieasevien he dedteasied
|l evel fromthe start was 37 (50.7%, while the nunber of subjects who
did not siww deereasel wasNSbGef4hed%ss ( Teat dowappl €sdh T whe€n the
subj ects who were 20 years old or older and thought to have

hyper uri cam agubdels twiec i ot hewbBe capndh k| @RSt wer e rgroupedsi néoe2 each
consisting of S subjects. A placebo and the powder prepared in

Exagpl e I verey adn) B st ghed itoad heliresPeshiwe (9L OUPD 1H Wi 8 &b dayvRY
2.04 10 g (2000 ng in terns of taurine anount) in a single dose for

14 days. pheyebanged nsdbhegkbipAci d | evel was checked by a

randoni zed doubl e blind test. _ Before this test was started,
screeni ng test g GONGHCT et W58 et GES WD, Lo LPR CRAEH AR
of 15 Condition belowin the first screening test were subjected to
the second. SchREMKNG £ S&ntszea&sia%o? t1600di tdon; agapy idt, t he, geeqnd
screening test were subjected to t ;l[@ test. Further nn%éi,(ﬁl"n %IﬁlasE%%
test, inQrdsentaqeheeketiamhange da gl i aghl el earance,yalue,
that woul'd I nfluence the 20 change In t'he “uri ¢ aci d l'evel, the uric
acig lev h ri id_cl | ue were neasured four
tinmes, tﬁllaatﬁlﬂg,al%ﬁgudrvpbgﬁggéq atg-l?ner ﬁj?és; 1flgltéi'on, 1 hour after

adm ni str at iﬁb%\ﬁ Q?urs after adm nistration, and 3 hours after

adm ni stration en"the taurine admnistration was 25started as wel |
as simlarly four times when the admjnigstrati on was conpleted. It

+

shoul d .b(:UH.%t ed LI\iII Leri T ot deeu to ke condj ti ons equal between when
the admini Strat| ion was gjta%grtjéﬂ HidPWhen conpl eted , the subjects
wer e stayeddi n a Hfosprt alle82ldays and 2 nights before each
measur enent.,.1and had t he SeMe - reallS piects
start who showed who did
decrease not show
decrease
7.0 418 39 (81.3) 9 (18.8)
mg/dL or
above
below 73 37 (50.7) 36 (49.3)
7.0
mg/dL

From Table 4, among the subjects having a uric acid

level of 7.0 mg/dL or above, the number of subjects who

15 showed decrease in the uric acid level from the start was
39 (81.3%), while the number of subjects who did not show
decrease was 9 (18.8%). Meanwhile, among the subjects

having a uric acid level of below 7.0 mg/dL, the number
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5Fig. 1 shows the result. I nci dental ly, one case which was
assigned to the taurine-adm nistered group was term nated because
anot her di sease occurred during the 14-day adm ni stration peri od.
Condition: serumuric acid |evel was 7.0 ng/dL or 10above but bel ow
9.0 ny/dL As shown in Fig. 1, in conparison between 1 hour

bef ore adfi Budtjreatt Owhheh dwesl ddd e St ¢ ditn amenas ist act adl and13f honr s
before adm ni strati on when the adm ni stration was conpleted, it was

obser ved tithatk daher mean val(B® i 7% t hevh 1be teh imemBdi &f 166 $6c8E0Hpo
was decreased by 0.53 ng/dL, but the decrease in the nean value in

the placele adot nkaber eIk @F dpevas Py 0438 3my/ dL. ~In
addition, as in Test Exanples 1 and 2, each adm nistration group was

sub- gr ouped Taidth @<bgpekmayk of 20 the uric acid level of 7.0 ng/dL
at the start. The percentage of change in the uric acid | evel was

corppared in eagh HOUP. s J8PEera RBIOWSOWS they Fesil & -of T8PhErodng
Goup Uic acid |l evel at start Nunber of casés Change in uric acid

el s ULTELE o SRONPO g p85S b FoLanton, Al bR
0(0.0) ggﬁa&tionsweregroupedintozzeachconsistingcﬂfSSubjects.
A placebo and the powder prepared in Example 1 were
administered to the respective groups twice a day by 2.04
10 g (2000 mg in terms of taurine amount) in a single dose
for 14 days. The change in the uric acid level was checked

by a randomized double blind test.
Before this test was started, screening tests were
conducted twice. Subjects who met the condition of
15 Condition below in the first screening test were subjected
to the second screening. Subjects who met Condition again
in the second screening test were subjected to this test.
Furthermore, in this test, in order to check the change
in a uric acid clearance value that would influence the
20 change in the uric acid level, the uric acid level and the
uric acid clearance value were measured four times, that
is, 1 hour Dbefore administration, 1 hour after
administration, 2 hours after administration, and 3 hours
after administration when the taurine administration was

25 started as well as similarly four times when the

administration was completed. It should be noted that in
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7.0 mg/dL 3 2(66.7) 1(33.3) Placebo-adm nistered group 7.0 ng/dL or
above 5 3(60.0) 2(40.0) below 7.0 ng/dL 3 2(66.7) 1(33.3)

From Tabl e 5, anong the subjects having a uric acid level of 7.0
ng/ dL or above, the nunber of subjects who showed decrease in the
uric acid level fromthe start wvas 5 3 (60.0% in the

pl acebo- admi@irst eced ngrloelp, cwhidie tdwes nuabera 1of lsabjveens whioedi dthet
show decrease was 2 (40.0% . In contrast, all of 4 subjects in the
tauri ne- agdimimstered igyup shada thedln € wakirdcbapele ety easetubNext s
t he change (ratio of change) in the uric acid 10 clearance val ue,

when t he vaghre ndsivatli 0A waBosbartad,3 KepfLse iNneg i €s ass doexcegtihon
efficiency was conpared between the adm nistration groups. Fig. 2

shows thend@Sutbment, and hEHOMHE Gsake Hle 1! | owi ngs were observed
when the adm nistration was started: in the taurine-adm ni stered

graup, the meamival ue ghote dad i pegfi1¢hange was increase by 40% or
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pl acebo- adm ni stered group, change was hardly obtai ned © Moreover,

bet ween the; A0RE DL S 1a] i OPe GEQUPS oy B v fti&qm&Q%%ti%@@g?é e“@ﬁﬁt her
f and 3 e

obt ai ned at each point of 1 hour, 2 hours, ours after t

ad”iniStﬁfﬂééﬁke &QCEP£EQFEu6§gF@g§e;?H[h%%;gggh%g§%9ﬁ§gi8£3$$£%o?he

significant 1 ncreases were o 2 rs an ours

i ni st rati on RsFaovar: EREHhSoLt At S thandd A R gk B
. , ge (ratio of change) int uri ¢
10 above but below 9.0 mg/dL
As shown in Fig. 1, in comparison between 1 hour before
administration when the administration was started and 3
hours before administration when the administration was
completed, it was observed that the mean wvalue in the
15 taurine-administered group was decreased by 0.53 mg/dL,
but the decrease in the mean value in the
placebo-administered group was only 0.18 mg/dL.
In addition, as in Test Examples 1 and 2, each
administration group was sub-grouped with a benchmark of
20 the uric acid level of 7.0 mg/dL at the start. The
percentage of change in the uric acid level was compared
in each group.
Table 5 below shows the result.

[Table 5]
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15aci d cl earance val ue when the adm nistration was conpl eted was al so

conpared between the adm nistration groups.

From Fig. 3,
conpl et ed:

Fig. 3 shows the result.

the foll owi ngs were observed when the adm ni stration was

in the taurine-admnistered 20 group,
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ng/dL Uric acid |level at start| Period pval uated Nunber of| cases NEA
S.D. S.E| MEDI AN mg/dL
Placebo-administered 7.0 5 3 {60.0) 2 (40.0)
group mg/dL o
above
below 3 2 (66.7) 1 (33.3)
7.0
mg/dL

of serum ur
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n
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From Table 5, among the subjects having a uric acid

level of 7.0 mg/dL or above,

the number of subjects who

showed decrease in the uric acid level from the start was

3

(60.0%)

in the placebo-administered group,

while the

number of subjects who did not show decrease was 2 (40.0%) .

In contrast, all of 4 subjects in the taurine-administered

group had the uric acid level decreased.

10

Next, the change

clearance value,

(ratio of change)

in the

uric acid

when the administration was started,

representing uric acid-excretion efficiency was compared

between the administration groups.

Fig.

2 shows the result.

22



M N MAX Test and estimation [two-sided, 951 confidence interval]
One-sanple t-test Tensanple t-test 7.0 ng/dL at start 60 7.95 0.81
0.10 7.80 7.0 10.8 T-7.541 TP-4.961 or above at conpletion 60

10

15

20

25

From Fig. 2, the followings were observed when the
administration was started: in the taurine-administered
group, the mean value of the ratio of change was increase
by 40% or more at 2 hours after the administration and by
30% or more at 3 hours after the administration;
nevertheless, in the placebo-administered group, change
was hardlyobtained. Moreover, betweentheadministration
groups, significant differences were obtainedat eachpoint
of 1 hour, 2 hours, and 3 hours after the administration.
Further, in the taurine-administered group, significant
increases were observed at 2 hours and 3 hours after the
administrationin comparisonwiththe value at 1 hour before
the administration.

Moreover, the change (ratio of change) in the uric
acid clearance value when the administration was completed
was also compared between the administration groups.

Fig. 3 shows the result.

From Fig. 3, the followings were observed when the
administration was completed: in the taurine-administered
group, the mean value of the ratio of change was increased
by 30% or more at 2 hours after the administration and by
20% or more at 3 hours after the administration;
nevertheless, in the placebo-administered group, merely
approximately 10% increase was observed at 2 hours after
the administration. Moreover, in the

taurine-administered group, significant increases were
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7.33 0.96 0.12 7.35 4.6 10.6 P<0.001 9<0.001 degree changed 60 -0.62
0.64 0.0E1 -0.60 -2.6 0.7 -0.62[- 0.79%o0 -

observed at 2 hours and 3 hours after the administration
in comparison with the wvalue at 1 hour before the
administration.

The change in the uric acid clearance value revealed

5 that the effects of the present invention were caused by
increase in the uric acid-excretion efficiency.

Next, degrees of serumuricacidlevels changedbefore
and after the administration in the taurine-administered
cases of Test Examples 1 to 3 were lined up in the order

10 of subjects havinghigher levels beforetheadministration.

Fig. 4 shows the result.

Moreover, the taurine-administered cases of Test
Examples 1 to 3 were summed and sub-grouped with a benchmark
of the uric acid level of 7.0 mg/dL at the start. Degrees

15 of uric acid levels changed were compared between the
sub-groups.

Table 6 shows the result.

[Table 6]
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0.69to0 0.46] -0.30] below 7.0 at start 87 5.67 1.02 0.11 5.8
0.8 6.9 T-2.231 ng/dL at conpletion 87 5.54 1.10 0.12

Unit: mg/dL

Uric acid | Period Number | MEAN S.D. S.E. MEDIAN | MIN MAX Test and estimation
level at |evaluated of [two-sided, 95%
start cases confidence intervall
One-sample | Two-
t-test sample
t-test
7.0 mg/dL|at start 60 7.95 0.81 0.10 7.80 7.0 10.8 T=-7.541 T=-4.961
or above |at completion 60 7.33 0.96 0.12 7.35 1.6 10.6 P<0.001 P<0.001
degree changed | 60 ~0.62 0.64 0.08 ~0.60 -2.6 0.7 -0.62[~ -0.49[~-
0.79 to -~ |0.69 to
0.46} -0.30]
below 7.0 | at start 87 5.67 1.02 0.11 5.8 0.8 6.9 T=-2.231
mg/dL at completion 87 15.54 1.10 0.12 5.5 1.1 7.6 P=0.028
degree changed | 87 -0.13 0.55 0.06 -0.1 -1.6 1.0 -0.13[-
0.25 to ~
0.01)

From Fig. 4, the percentage of the uric acid level
decreased was high in the subjects having a uric acid level
of 7.0mg/dL or above in comparison with the subjects having

5 a uric acid level of below 7.0 mg/dL. Further, from Table
6, the followings were observed: in the subjects having
a uric acid level of 7.0 mg/dL or above, the mean value
and the median were decreased by 0.62 mg/dL and 0.60 mg/dL,
respectively; meanwhile, in the subjects havingauricacid
10 level of below 7.0 mg/dL, the mean value and the median
of the uric acid level were decreased by 0.13 mg/dL and
0.1 mg/dL, respectively. Thus, in both groups, the
tendency that theuricacid level was decreased was observed.
Nevertheless, in comparison betweén the sub-groups with
15 the benchmark of the uric acid level of 7.0 mg/dL, a
significant difference (P<0.001) was observed between the

sub-groups.
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5.5 1.1 7.6 0=0.028 degree changed 87 -0.13 0.55 0.06 -0.1 -1.6 1.0
-0.13[ - 0.25to0 -

[Conclusion]

From the results of Test Examples 1 to 3 described
above, a significant decrease in the uric acid level was
observed after the oral administration of taurine.

5 Further, it was observed that in subjects having a uric
acid level of 7.0 mg/dL or above and diagnosed as
hyperuricemia, the uric acid level was significantly
lowered in comparison with subjects in a normal range.
Accordingly, it was confirmed that taurine would be an

10 active ingredient of any one of preventive and therapeutic
agents for hyperuricemia. This also suggested that
taurine would be an active ingredient of any one of
preventive and therapeutic agents for gout caused by a high
uric acid level. Meanwhile, in subjects havinga uric acid

15 level of below 7.0 mg/dL, the percentage of the uric acid
level decreased by taurine administration was low. Even
when decrease in the uric acid level was observed, the
decrease was so small. Suppose a case where the uric acid
level of a hyperuricemia patient becomes a normal value

20 by taurine administration and then taurine was further
continuously administered thereto. Even in this case,
conceivably the possibility that a problemis brought about
is low, and the safety is also guite high.
[Industrial Applicabilityl

25 The present invention makes it possible to provide

a safeandhighlyeffective compogition for loweringa blood
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0. 01] From Fig. 4, the percentage of the uric acid |eve
decreased was high in the subjects having a uric acid level of 7. 0O
ng/ dL or above in conparison wth the subjects having 5 a uric acid
| evel of below 7.0 ng/dL. Further, from Table 6, the follow ngs were
observed: in the subjects having a uric acid |level of 7.0 ng/dL or
above, th&iearidllaevahd the eedbas iwdren devweasedngyt ued mey/adi aand
0.60 ny/dL, respectively; neanwhile, in the subjects having a uric
acid 10 d@&veveofingelegi dn®.ng/ dL, the nean val ue and the nedi an of
the uric acid | evel were decreased by 0.13 ng/dL and 0.1 ny/dL,
respectively. Thus, in both groups, the tendency that the uric acid

| evel was decreased was observed. Nevertheless, in conparison between
t he sub-groups with 15 the benchmark of the uric acid level of 7.0
nmg/ dL, a significant difference (P<0.001) was observed between the
sub-groups. [ Concl usion] Fromthe results of Test Exanples 1
to 3 described above, a significant decrease in the uric acid | evel
was observed after the oral administration of taurine. 5 Further, it
was observed that in subjects having a uric acid level of 7.0 ngidL
or above and di agnosed as hyperuricema, the uric acid | evel was
significantly lowered in conparison with subjects in a normal range.
Accordingly, it was confirned that taurine would be an 10active

i ngredi ent of anyone of preventive and therapeutic agents for
hyperuricem a. This al so suggested that taurine would be an active

i ngredi ent of any one of preventive and therapeutic agents for gout
caused by a high uric acid | evel. Meanwhile, in subjects having a
uric acid 15 level of below 7.0 ng/dL, the percentage of the uric
acid | evel decreased by taurine adm nistration was | ow. Even when
decrease in the uric acid | evel was observed, the decrease was so
smal | . Suppose a case where the uric acid | evel of a hyperuricem a
patient becones a normal value 20 by taurine admnistration and then
taurine was further continuously adm nistered thereto. Even in this
case, conceivably the possibility that a problemis brought about is
|l ow, and the safety is also quite high. [Industrial Applicability]
25The present invention nmakes it possible to provide a safe and
highly e f fect ive conmposition for |owering a bl ood
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uric acid level, the conposition conprising taurine as an active
ingredient. [CLAIM5] [Claim1] A conposition for |owering a blood
uric acid |l evel, the conposition characteri zed by conprising taurine
as an active ingredient. 5[Claim2] The comnposition according to
claim1l1, which is any one of preventive and therapeutic agents for
hyper uri cE¥-AIMEE ai m 3] The conposition according to claim1, which

is any one of preventive and therapeutic agents for gout. 10
[Claim 1] A composition for lowering a blood uric acid

level, the composition characterized by comprising taurine
as an active ingredient.

5 [Claim 2] The composition according to claim 1, which is
any one of preventive and therapeutic agents for
hyperuricemia.

[Claim 3] The composition according to claim 1, which is
any one of preventive and therapeutic agents for gout.

10
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