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m m m 

[0001] Kst-f-Jl/X • jflz'J (Lactobacillus gasseri) 

£TZX h [sXm®,MZ.mtZ>o t/c, VT)\y-J^y (a 

LA) LT^iblZ^h\ X h b^SIiClt^o 

[0002] SJ10 Fs^C to fc £&]£*. h WiJaJSftT. h 

$58 fr toft &IN d <h (C <fc £-fitt (gflt) X h U X ffiS <h & o T ̂  £0 CI 

ft£>©'fittX h UTJi, €^JtT-&^Tt^£ft£o<h(Ci:-3Tim^Jt"e 

JaSStofcT. K [sX&tCDBWtkfoMlz.-S-pL, h H,£>ft£ 

[0003] 

£ft£0 X h h l^v+J—£P¥tfft. 

M^-tf— (^ ilss . ik¥tt*^isvv— (it 

m. nw<t£), 4«hu^- mm. m$±). /t>sw^si^vti— 
OSW. ICtfjU^ft^o 

[0004] x K [syy--iztt&tz>tcisbiz$&frt>Mmz\R\tfTm^%iKMtz>mz± 

(sympathetic-ad 

renal-medullary axis% SAM$ft) T\ X h Is T^lZjtfTLT^P btl 

&o ^J^TnB-fl^"FII{£-l!J?fi£M^ (Hypotha Imo-P i t u i tary-Ad 

renal axis% HPA$[t|) T\ ^\-^-txb(D^> i?ty&W>&t/ZM1th U 

LT£ne>ti£0 

[0005] K UXJ5J^-eS)^HPA$fi^ hP tf 

Vjj&HHtfUH: > (Corticotoropin-releasing hormone^ CRH) 

CRH(iSSi~FM'f^Av'QHUR^S^IJ/^^V'U^E > (Adrenocort ico tropic hormone^ 

ACTH) ACTH&, mWBiWfrb =UU^V-MZfOmW^Jb? 
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=K K h-mitczuu^PX^PV) (DfiB%{£MtZ>o ^©11^ 

[0006] 7> h (xijUU^r 

/t>n&tg©{£ii) (CM^U 

mtcto LAVu ^©-^-emtpju^p-r K&, 
£<£~F£-t±£&^ £.mzm&w%jk&tz£:b%ibtiTv2>o is 
mtTs h ISZIZ£ZMW=U\'?=I'( J&lfeB&ftPt£©<£~F 

(ft^8fg©<£~F) . 9^W£&£'©fiE!]P$S. 

[0007] jfi^s ^>E@ ^ tiTl/N'So flea SIMS BfU£% V^tcW.^ & 

££^9 (#^£iin ) o -D^VS tztetfiz 

£&mfrb(Dmmz£i>js x K x K 
tZ>Z.£1?^7Lhtl£0 

©1f^tf y^+M h ±K > & ̂  0'If tlIf 
^xmzi^M^tis — J5s litcfc^N 
T<I^T^&£©£E2|*tf&;:££, h UX<h ^xmz\^XhU^> 
o rs&'iiffiMj tmsnx^z am 
fF^i) o nfomM^Miz^x. mfr>bm^(Disyj-ji<fcmizm 
foBmtfmM LX^&z.ttfVRbfcizttV'D'Dfo&c z.(DZ.£frb, ?LIta 

txiz£z>mfrb(Dmmz£i>js x K 
p£-t±\ 

[0008] #^£S£2(C&, 7^K/WX-^'a>yz^ La1 ^ v V 

m^mitm(Dmm*^mT%m5z$Mm(D)m*n,mTz>z. 
£tcs 4#I^:£iSU (c(i, "pt h/^ux • j^=pti-fe-T 

• ?LItaFERM-19169^\ TNF-a% IFN-y % IL-6^ 



WO 2014/132982 3 PCT/JP2014/054629 

. &m^lZ&2>m£%Ei'^mz$Lz.Z>Z£lZ&?Z 

X\*[s7,ik$mtZ>Z.t1?m^tlZ^Z>a ^£it£2(C&. =p 0 

-f ti 7s ATCC8205^r fci; U#) h. ~<t ~b ^ 0 K/^51-'UXS(Z)?L 

@ta(cd;-pT. xhisziz&vs.uzmtofa • % 

it^^o 

[0009] K 

LfcIXLJ$I^"e&l<>U ^fFiS^l iZ-DVZtes 

£IC®^1\ h [sXlZ-D^Ztt. + 

[0010] ^BB#S>&, zm^-cic, 7°p/<-rtfx-r ^x?Uia-e£>£^ h/Wu 

X-tf-fe'J OLL2809tfx ^ ̂*fre>©IL-12£^ < £{* 

*?u£a&. ?§£©& 

LTEP0tM7UJU^-^i§ (^£S£3) iBMSHiBiC 

OftfFiitM) x OftfFiitK 5) lZ*,m%}-Z$>2>Z 
•h^BJ^AMCUT^o IL-12(iI§y©^;U/-s-T« (Th1) 

iz. m^m3) 0 NK 

o 4 mmmoiMmtz ̂  s &^x 
mwte®M%fe?Tvz>Mi&'eh2>o 

[0011] t/c, %m%>b&Z.n3.XlZamzl^>tnt*^?1-—V-2(D)fr\£%:m 
iLT77^r \^ym.txbyu7s^ <f=>yVy(D^^im U £ £>lClL-6© 

jt £fc»Jt Z> ftmtf$>Z> d <h £BE e> AHC LTINSo o©<fc 9 frhal 

A&ik^C^H1-££ifcI0t©^il£$l;lU £?it^i1HC&£{lt&t£©Q0Lft 
±(c^t-^d^;^0^^^HcUTiN^ (#i^M6) 0 7°nxW^y^y 

^T<i-^-01 ̂ -e«>y. *£!& £*$ *£S.(Sto 

[0012] Lfru ±M(D=>7 h/^UX • tf-fe 'JOLL2809^aLA^\ X hUX©'fit£ 

4b (UttxSbT.) IZ&&, fjiftzuu^zK \i®BWTX&Z.Zf&mMsZ(D 
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£> £ tiT IN £"C(CO INT < IB® £ tlX IN ftIN0 

[0013] ^£S£1 :H12 0 1 0-9 6 7 51 

^£S£2 : 10-04 5 61 0^&*g 

^£S£3 : l^l^WO 2006/09302 2^>7b'> h 

^£S£4 : l^l^WO 201 2/0861 5 0§^>7b^ h 

^£S£5 : l^l^WO 2 0 1 2/0 7 3 9 24^71/^ h 

: l^l^WO 2008/140041 §A>7b^ h 

[0014] l-E^lrFiit^l : Aziz 0, Thompson DG., Gastroenterol, 114: 559-578 (1998) 

: Tanida M, Yamano T, Maeda K, Okumura N, Fukushima Y, Nag 

ai K. , Neurosci Lett, 389:109-114 (2005). 

mnoWM 
mwtfM>k[,£d£tz>mm 

[0015] Z.(D^^[Z, Z.tl$.XlZ$U>btlX^&X h 

K u x (c# 9 mmmnzn ut^roj;^ £ t & tntit < 
"ZZXs h 

u $ • mmztt^nzibm 
h IsX^MTZZtX, MM£ LTHU^ 

3.tcimFnmt u-ct^icgiircs*. XK 
#\zmmtz>z£zm&i£tz>o 
mmzMyktztctbomz 

[0016] ^ h/^UX • tf-tz'JlC, 'gftW 
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fclC, • H3S<h^/c/5iIftX h U XKU 

LT^mZfoZ>Z£$:Etti L/c0 t/c, ^ KA'^UX 

• tf-fe U lZaLk$:l%mtZ>Z£T:\ h LTi 

i;£>tl£, UKbfiffifo^WitZZ. 7hU7g;I^^Lti 

mZ'Ltco 

[0017] J2TFIC, 

[1] ^ 7 KA'-^JUTv • #"tz U (Lactobaci L Lus gasseri) LT 

h UXg;l^yo 

[2] xhuxtf; en §Ei6©£y0 

[3] £ bizahTJUy^y (aLA) <h LT"atj\ [1] 

t/cti [2] §Ei6©£y0 

[4] x K KA^UX • tf-tzUo 

[5] h [sX7k)\,^y(D±m%:WUTZ>4/tm%:^TZ>s [4] |ES© 

h/^UX " ff-fe 'Jo 

[6] K©±#£ 

C4] t/cti [5] §Eii©7£ • ff-tz'j 

o 

[7] ^ h/^UX • tiiz >J ^lXl07{®^±^i;t/aLA^40fia%^±#^ 

"t^lj^tlo 

[8] ^ h/^UX • tf-fe'Jtf, SKS^NITE BP-72"e^^tlT^^^ 

0 h/WUX • tf-fe U OLL2809a*fc-e&£, [1] ~ C3] ©^Ttl^^lE 

*6©£y0 

C9] SKS^NITE BP-72-e^K^tlT^^, [4] ~ [6] (D^ttlfciZ 

IE W.(D^7 KA-^JUTv • 2f"tz U (Lactobacillus gasseri) 0 

[10] ^ h/^UX • tf-fe'Jtf, SKS^NITE BP-72-e^K^tlT^^ 

^^7 K• 33 "tz 'J OLL2809a^ (Lactobacillus gasseri OLL2809) U 

hz>, [7] 
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[11] • jjiz 'J (Lactobaci L Lus gasseri) 7 h 

[1 2] [11] 

[13] ocLIK%^ [11] [12] =E*6(M)£O 

[14] =yO hJ^)\sX • SKS^NITE BP-72-e^K^tlT^^ 

=? 0 K• 33 "tz 'J OLL2809a^ (Lactobacillus gasseri OLL2809) U 

£>&. [1 1] ~ [13] ©l\-ftlAMC|ES©^")io 

[0018] *fgB#££>tt, =yO h/^UX • fit IU tLOiaLA^t/c 

^ KA'51 

JIX • fit 'JOLL2809£$^L/c^y h-e;l7j<X h Z. 

5s =?<7 hA'^JUX • fit U OLL2809©$-^Ci: y% Jft^PJU^PX^P >& 

h x h U7^^ci:&NKSt£(ZM£ 

WM-t&o<h£Jl,!±! L/co t/c, 

vi&%*W&%£T2>Um*m\;-C. =?*? h/^UX • -tz'J OLL2809^\ $[ 

L^«HC<J;&NK;m€T£»JU hUX^: 

g;$"t&o<h£Jl,!±! L/co 

[0019] ^^tc. *fgBM&% 

OLL2809£<fctf aLACDffifflfilSXlCcfcy 

tl5 o t L/co Z1 ifll;fder i vat i ves of reactive oxy 

gen metabolites (dROMs) fo^t/Transformi ng growth factor (TGF)-/3 1 

JU©^Sft€T(cJ;-3T§iE^C5i§I£ti/co ±§E0$!]^tt* MTL&S WW) 

{mtttrntzmzmm 
~Z'foZ>Z.£ bfcttZ-o fc0 

mmvmmtemm 
[0020] [^1]^>> h;l7j<X h [sX$k^m@tfklZ&[jZ>fi[.^(DX h (ACTH 

% PJU^PT^PV) *ijg£^-r?7 7"C£>£o 

iH~o fifes Kfes £ 
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=7^ • tfiz'J OLL2809|#?:^-ro g ICfrofc 
o a% ci t (One-way AN0VA% Fisher's PLS 

D test% P<0.05) o 

[^2]^>> MITKX h h UX^-tl- ( 

8-0HdG) 7 •?£>£<, fifes 

Kfe. i><fctfHfe©/<—tiJiZfs "yOV 
• tf-tz'J OLL2809|#?:^-ro M&§i»4B S ICfro tca a, b&Sf3 

1111#% 5 d1 £rilf (—7ui3S^t^^jT (One-way ANOVA) % Fish 

er's PLSD test% P<0.05) 0 

imi^y MITKX h 
o fifes j^fes d3<fct^nfe©/<— 
tu mnms ^ h/^ux • 
o M&StI&14B gicfrofco a, £ «h (0 

ne-way AN0VA% Fisher's PLSD test% P<0.05) 0 

[^4]^#^|gHf©^£lWf ̂ Profiles of Mood States (P0MSHc£tt& 

s =?<7 hA'^JUX • fit UOLL2809^i:t/aLA(Z)^]m;&^'ry^7-eS)5o V 

L<£ U ^7ft©/<-tt¥±lrtii£^'fo 

mk^wmm4®^©mixm(c^L/c0 #. * =p<0.u 0.05 
o ^m^WWSLmt, 4m$<DWb&?bktkLtcmtilzmimMfoV (J5M^ 
—7ulflS^i£3j4/T (Two-way rm ANOVA) „ Student's paired t^^(Bonferr 

onililE)) o 

[IH5] tfS/n. 7)\z7i~ • fx*!—JKVisual analogue scale% VAS);££:^| l^tc 

Z>. =i 7 S/^JUT. • tf-felJOLL2809£<fctf aLA 

o fife.% Kfes 
^t/mfeCDA'-te^tl^tU 7°^-tr^\ OLL280902K £<fctfOLL2809+aLA 

M^K^SlXfu©}IS!](Z)futis 4i!Fai©gllX&"C© 

WM(DWikfc'ij-otc (Student's paired tJt£) 0 
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s =7*? • tf-fe 'JOLL2809£<fctf aLACD$|]^£^-f ̂ 77"C£>£0 In 

JSUJ©HU 

*:P<0.05, mMOWi^i^Ltc^^ZMWMh1) (Two-

way rm AN0VA% Student's paired t^^(BonferronililE)) 0 n. s. : 

ft Lo 

[0021] ^fgBJ^cfclN-c* h h U >> V~~ 

(^ Mii&a % (». liti&a . £ 
(&?£, jgfclfe) . 

ft £ iz J; y 3 I $ £s o £ ti 5 ft fcH £ IN 9 o 

[0022] *f£n%<D7>\-\s7>feU#\te*\*\s*<DMMMZ&mTZZttf-Z%Zo ~fc% 
Bmx K LTsy^ffl^^< nm-z^s L 

[0023] *%U%(DX h h UTJCi: y 

^IC^fgBJI©*. h UXg;l^y(is iiLfc^h 

tsttx h h [s7>lztt[sZ&MWm%^t 

%>t>\ X h [sXm^WtT&^X h UX©if^c£?£ L<ffllN;z,;:(V;^--e$' 
&o *fgBJ3©7. h h 

s h =UU^=IX^ 

• X zuu^/v^oliltzuu^'f NKS1£0<£"F£#P 

[0024] *fgBJ3©7. K UXg;l^y(is h \sX^(D-yKm£ZfoZ>, 

fi&# ^ /c RS"C $ 5 o 

[0025] *fgBJ3©7. K UXg;l^y(is * S £ 

^©xhuxgi^ytt H5S, 
iNofcHtfttoT. h UX OfrilftXhUX) , . 
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®i^P£»J L/c<<,U I^b7 h UT^-^-^JP^gjlL/c1',!, 7KU7 

Wm^7iZ>1b(DZfoZ>o 

mmX K , =i>^v 
*>a * 

Ztcdblz, :*—/<— h 

t /c £t\ 7^-7 =1 *> a -y? 

[0026] i^mm(D7s KUXg;l£y&s ^7 h/WUT. • tf-tziu £/c&^7 h/<^ 

JU7 • fit U fc^t/aLA^r^^^.h'r^o *fg0£©7 h U7g)l£0(is ?L 

I£g<h LX=>V h/^UT. • fit <J XhL/Xg;lMs £<fctf 

s £PSy. =?*? h/^UT. • fit 'J-e&tUiW 

n(D?<7 K/WUT. • fiti)%^i$.mTz>z.ttfu^z>0 

[0027] *f£nfUz&\,^Ts K/WU7 • ff-fe'Jtt, 

B#g£>tft: hj5£Alllffr^ilg^itL/c^7 K/WU7 • fit'J OLL2809 

?-fcZo 2005^2^ 10{\t (n^iEa) i&iitm&AmFnW-
llMSMfi mm^msttyt- (B*S T292-0818 =FMm* 
M)tm^-r^^£2-5-8) tCNITE P-72<h LTs £ £>£2006^1 £ 18Bffe, B 
^fE<fcy 7^7 t*0k1faiz&'3<^mz®w-ztls SIE#^tfNITE BP-72<h 
LT^K^tl/co 

[0028] ^10|©X h U7gM£y©^J5£:fr"e£>&^7 h/^UX • tf-fe U 

I- 5 /ct£>(Dt%mt L T m\MM(Dt%mizmnm ̂  ti&^ n&0 

o h-7, 

=1-7, 77P-7, 7JU7 h-7, »JP7K:fr$?tk III4MI 
©g-fbteicj&^T^ffl-e^o mmMtLT&fit-fyowk'frmfts *i 
-*>A^ltJP7K:frMk 
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[0029] -fcWROX h $>&?<? h/^UX • fit U CDi£# 

i; 5-et i;IN0 mn^m^&mmfixmsTvmmt& 
*&# 

)&mt-mz30~40°cmi£ =?O K/WUX • fitvtf^tz^ 
Jfe £> tl tf ffe CD ;UJt T? fc <£ ^ o ^ © jgjfe CD pH&4. 0 ~ 7. 0 (C It J# 1" & 
o <htftfr£ ^ h/^UX • tf-fe u tf^TZ>pUT:-fonm&(Dpm 

t/c, i£#0tP^£ 

at10~240tr^^f t lANtf, ^ h/^UX • tf-fe u 
$ 5 0# m Tfcti l£s ffe ©i£#0t PeTT? £> -3 T t <£ INo 

[0030] *fgBJ3©7. K hy<^JUX • fit 'J l&% ± 

M&s WmW^'hoTfc<fc<, )Wm^'Jt a'T?£>o T fc <fc i\, 

&fc\ *BJ^#lC£tt£ r^/7 S/^JUT. • fit*) \ its =71 S/^JUT. • 

tf-fe U CDgtt<hgfa©iN-f 

[0031] &%>=?<? KA'^UX • tf-fe'jtt, r 

Mil^j «hLTt^lNo ^B^tcaiNT, ^ S/^JUT. • tf-fe U © r#LII 

t)J K/<^ 

JUX • tf-tz'JKt) (M)S) s L/ci£#t) (g{*. i£ 

. fggtl (£¥L. 

fgg^-ttfcfc©) . JPfiMiltk JPiU 

Ltc&rnmm^mrnmm, ^-XK 
Ms $£'j#^ (Plfl$£'j#^s K^A$£'j#^&^:) 

• fit u©M^is^tcps^^nj&iN^ }ji«"eix 
i«/g^i±. ss&ti-ci xi07^/gj^±^-ri>©^ifs LIN0 

[0032] -fcWROX h U7.g;l^y(is ^ S/^JUT. • fit U (CjPx.T, ££>(CaL 
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*fgB£©aLAtt% fcftLOit: 

KPfi?LK]^ (^X t7i/\ -^3% ^"7#) E3fe"C£> 

<fc yifS L < (it h t/cti^^XDaLA-e^^o otl^©aLA©7$ yit 

SB^J^SSB^JttSJElC&Sp-C&y, EMBU DDBJ, NCBI#©^-*^-*^ 

^Pl^^aLA^ DDBJdACCESSION No. J05147<h 

ft"ClN£0 

[0033] aLA&tK "\7^r^©Pfi?LlS©?L^Av,Qs fcltlt/7V^E —^ 

& ( 122-125^-X 1975) , 

PS^3®& (^Hl¥5-268879^&*g) , -f (^1^^2916047^^ 

) ^?L^©aLA©#^M(i^±fe 

. S^^?L-e(i®t1.2 g/kg-efe 

y. wtmut &m®attemptzzttf-e^zo 
t/c, 7$yillB?U£<±:t^SlB?U£S(c, 

«t yfisiiEtc^ mss© 

a LA (m&\ ytr^zi ttM&^f) 
[0034] ^©7hU7g;I^(t t KgL<(iK]^ffl©E^pnp. ^pap-e^)^T 

fc <fc <. IN tt ^ §£EHpapX (i^pap iz IB£- L T &m £ ft & MUX &M£y T? & 

oTtJ:iN0 ^|^pap(c(i, hUXOMffls 

->yjp{*!lilS£=l>-tz70h<h U L/c, WM 

tt^pps tl&o 

[0035] *mBjKD7>ns7>mMffl&mmFntistct§'£<D&j3-BMtisTiZs ^©s 

, %%L ti H5ft&k Ms ¥L&k *>Pv:/&k >E 

^y. m$i jia&k 

o 

[0036] Ztlb<D&m§k#\tes %felZ%£?T±mztt[,T!&mzfc\;T3zWMs ^ 
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mm. mm. mtmt mmt mmt m 
mmm. ><?#!& 

iz&^xmn&m u9ittzz.t#-cs&Q t 
Tcs o©EHM^y^(c*fe^y, i^#^y, »k mufc&k 

[0037] ^©xhu^wy^ ztcizmM^-kRizmnfem-zti? 

§0 (0J. OU)WT\S\ ^^r^V^At/ctivT7 

-tzAA^) ^HSU (R "h^-tzAA, XX^x/^At/c(i/\Pdr+fx/^ 

A^) (0U. £^$>B2% 

>B6, ^--T7i>>7$K\ A> £^$>B12% kT* $ >E% 

vsfciitr*$ycm &^^^ti^o 
[0038] h U7>g;l£y&ffly^ffl^&<% LT t PP^II&^ £ t 

, D!tpDp^lt, 4=¥L. Mmnn. ¥Ltm. 3§®?L. a-^Uh. ^-X 

7-rX^U-A, AX tr^y K <7=?vti-, I?, ̂ Ms *dvVT^ 

7^K liMm. ^7°'Jp<>k ^#^pnp. Il^pnp. #§=tffl:£ 

pnp. ^^fflm^pnp. g?Uifflm^pnp. mm-kFn. 

£\ ^ttl(DM>?MXfc-oZ:b& <, 

^pnp©^H. mtf. (^ H&^CDffe) . 4MH* 

, -tfu-tt *f£n%izmz7> K uxg;i^y 

[0039] frfrZ-knntes a LA£^0 £ 

U S)5^(iffi(Z)^pnp^^ L^pap^«h;Fb^'r5^^:\ ®^©^pap|I^ 

[0040] ^(D-kFnf&ftt LT(i, 0!l*.tf7j<* ^V/^ls 3£ 
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Ms j^it. mmiks. n>+. 7 !•-/<-

[0041] dd-e. fysWWtLT&s 

ti-tr^f X <fci—)|8h /1xX — $ >/<?Ws — <JNI — 

iWftWfa* a — t)if^f>s /3—tiif^>s ic-ti-tr^f X /S— ̂  

h^n^UX 7^7I'JX ilfP^X^It, 03 

[0042] 1IHT(* JPI» (^*XV)y(Dtet>\ 7"U^ 

<>^>ZL7^-?\ I^b». »iXrJk »x-5P;UfO . till 

15 o 

[0043] f]gM£UT&* ^-K\ Z.Ub(D^W^ 7K^JP>i, 

XX^U£^>£^©K]t]tt>4Sss A-A>i, +f7^7-)i. =i -x;i, 

^>4s 17v>4s z.tib(DftW&. 7K^^Jp>i, i^TJ^t;fti©lillitt;4 

^&<^we>ft50 

[0044] ^$>§i<hL-a£, tr^svBi^ tr 
tr^svp, 

tOi'X "Zl^Vlts kTtf^X -lV*>S-Jk =1 U > 

s <Qti50 

[0045] $ LTtis ;b,ik>7A, -f 

KU^A, ^ 7>^A ffi&K -tux ?L;f$*^u&^we>ft 
5 o 

[0046] U>dm ^x>@ts ?LIts ;S5I£ft<^W 

<Q ft5o 

[0047] d ft £>©$#&, MfpW 

/X(icfte,^<t^tpDp^ffl^ttJ;i\ 

[0048] ^0^07. h UXg;l^y©miXM(is fillX-r£A©1£B!k ^s flJtftfi 

#ic<fc^T^&£©T—mnM(D^. $yx.fc£\ 
h/^UT. • ^-tr UOLL2809(Z)a^^: LT 1 UfotcV, 1X107{® 
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ifS L< ^yfcft L< ftizft£b< 

&1X10»><@£LU L< (iixi0"{®^±^tf^ti5o t/c, ^ 

aLAtt, IBifefc y 100mg£Lt, ^L< &250mg£l±, <fc y if S 

L < &500mg£l±% L < &1000mg£Lttf#tf btlZ>« Z.tlb(DXV[s 

xmMW^Mrn(D±m^s hA'^JUX • ^fiz 'J 

^aLAtf—LT#SLtJftlCiPMtt&lNtf 

, $>7iZm-fZteio&s 00*.#. ^ S/^JUT. • tf-fe 'JOLL2809©Mte£ L 

T 1 atbtc y 1 x 10iM@##ifbti. aLAZ 1 a$>/c y 2000mg/kg^we>n 

50 t/cjsix0$U£ 1 a 1 m-efeoTt, <fciN0 & 

&s &nM&iz&\,^z r$pxj Wzte r$-^j i-addibti^tjfDt 

T&o 

[0049] -^wmx K 

-kmis -kmis&xf/ztcte 

n&mz&ia-Tzzttfzzzo WJ(c, 

[0050] t/c, *5mG>=?<7 h/^UX • tf-fe Us ££ h/^UX • tf-fe U 

aLACD^$!]fi£% Pfi¥LIi]$KC&-5Xttg|^ £>£ Wiffc&;*-t±£ O <h 

tHofittX h h U^,'U;E>(Z)±#£»J-t£;^ 'fitt 

tulB^^ S/^JUT. • tf-trlU S/^JUT. • tf-fe'J aLA 

±IBX hUXg;l^y©^^ S/^JUT. • tf-trlU 

hA'^JUX • fit <J &J:Z?aLA(DffMwtm U£&MVfcTZo 

[0051] h UX<h LZtts 

h l> v+F-lzJ: y 

ti50 *WR(DX h UXg;l^y(is ^ic, HPA$fl£frT£* 

zMmzh&o 
[0052] t/c, X h isXlZ&^Z&ZZ&tt LT(i, fO{t>£ 



WO 2014/132982 15 PCT/JP2014/054629 

ioiis m. 
Ktf. m. ta^fe mm* P±$SL Imm* 
mm. T#O) . s;iy. mm. a&siv nmrn. & 

K \sX, *fgHJ3© 
xhuxsi^(t mzs %m®ffi<Di&-Fs ^mmmvi&Ts 
s J£%Ms K IsXlzttbX^MXSZo 

[0053] ttlEBOX h UX^MMUs MM=iJU^=i^ 

K©±#£»JU xh isxiz&?%mmM<D&T&miju ^^mmt 
l^fctiMMX h lsXJPM%!&&Mft]TZ<D-e% 

[0054] &fc\ mmtur. 

& 0^ Jfeffl • I z II fr A tl b tl £ o 

mmm 
[0055] uTs *f%mz&L 

TO^Il £ PS M £ tl £ i) CDX tt ft l\0 

[0056] mm\ 11 
^0 KA'^UX • ^-tr UOLL2809(Z)X S 

M 

6®fftCD;fctttSprague Dawlye^y h (SPF) ^{IHSU^l^T'llKb L/ctils 7, hb 

r®t£¥j s , =>*? 
\-/<^JlX • tf-felJOLL2809£&-£U^3> rOLL2809£¥ 
J ©3?¥(C^^/c(Day 1)Q fcIKbJM* «h L/cfi. Day 
9fr£>7> h U;U¥£<£t/OLL2809SHc£^T. JS®fr£>1. 5cm©im£ £"C7j<£ 

5Sofe^-$/*-e5B^ (Day 9~Day 13) t^L/c0 Day 1fr£>Day 14£T\ OL 
L2809?¥(C40mg/kg<*fi/day©OLL2809*fc% 1V>m ̂  X1 F»g£-5 L tc 
o mi£U£>£X?X\-[sXmztem&(D7k(Dfc%:mmz&5-l;tc0 Day 14(C^ 
v S£fl¥S!lU h 1/X/MtxomfcZMMLfco 
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L. 7P — "9--T h 

1 X106 ceLLs©^^ SMfi|x7x^^—2.5X104 

eel L s CD D i o (3, 3'-V^ 9 JUNKS' T — yMikMWk (Dio; 

Sigma-Aldr ich, St. Louis, MO) ) ^™i?|YAC-U™fti||^^:96r> U — 

37°C©CO2^>drzL^-^--e40t^i«L/co i£#it7©15^fu 

(C0. 5mg/mL(Z)3 r>'fb70P tf^^7 A (Sigma-Aldr ich) £:20 yiiL^iP 

^r^feL/co YAC-1ilft«©^M&FACSCalibur7P-+M h h 'J — d3J: 

Z/Ce I IQuest V 7 h^x7 (BD Biosciences, Flanklin Lakes, NJ) 

mfrLs 

xfn^©7> h ACTH (syH^HM*,/^ >) * PJU^PX 

^PX 8-0HdG©3lI@^)iy^L/co ACTH 

; ACTH (Rat) EIA KIT (Phoenix Pharmaceuticals, Burlingame, CA)% Corti 

costerone ; Corticosterone EIA Kit (Enzo Life Science, Farmingdale, NY 

) , 8-OHdG ; ^J§Jt8-0HdG Check, (Nikken Seil, fff£]) 0 

[0057] [^gM6JH] 

HPm<DX h UXJ^{sM)lt"'e£>£ACTH% PJU^PT^P y^M'M L/cIS 
n. mn&ttmLxx (^D 0 
OLL2809?¥-etX h otl^©{S(iat?¥«hJ;b$xLT±^PL/c^ 

s t/c, ItlbX h UX^-;b-T-£>£8-0HdGt^]*§(Z)}f 

W'^k^Ltc (IH2) o 

JftHfiDNKSte^fly^ Ltct Z. 5. ®t£¥<hj:b$$ LT7, h 

Ttfmtbbtltc (^3) o -15. X h UX?¥^:J;b$xLTOLL2809^-e(iNKStt 

^E(C/LjiLTfcsl'J, i; U^jKCt-e^^LT^/co Z.(D^M 

(iPJU^PT^PVt^.(D^MXh-otc0 Z.(D%^t>sio. OLL2809tt©SlTO 

i&Tt& NK^ft £ im < f £ & £ d £ (C 

tots OLL2809tt©$^£HPA$fi£^L/cX K 

b t^Z ft fc0 
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[0058] • fit U OLL2809j3cfctJc«LA0il.Sil^tC 

=i v a 

(1 ) 

(n=44) §fammmzm. 

ii) BtlftlC GS5B&±) fiiT^ZZ.t0 

^ *o iZs (*lt-j]ft 

&) &m-. (i) ; cro gasman* 
; (iii) ffibfr<D&&<Df£mz 

<£ LJ il £- -o ; (iv) ISHJt'B: IMBfPs 

iz tit t) t =1 > 7° =7 -f T y X % L T IN & l\ £ £ #¥0 BE V,tzM ; 

mfrks #®(Cct'2)|W]^^:t#/co l^tcs M.I^^^20^7fe/S"T:''2)^*n (is ^A 

LT^Ste L/co 

©{tiiMgM^T-©7ra£t#T^Ste u/co 
[0059] (2) 

m^^b7°^tyKMm-swmi £^/c0 IM 
mcommMmcDm, h/^ux • fitv OH2809 

(J-MTs OLL2809?¥) , &&-&=?$ h/^UX • fit 'J OLL2809tC 
AQz.TaLA&m&T&& (JZJLTs OLL2809+aLA|#) ©3i#lCt!l yttttfco && 

iz tt 7° =71 # % tc tt M IM£] % t Z £££0 £ •4® ̂  mix £ n- /c o $®l$l © 
SIIXiiu&-C&g£fTl\ ~F§E©<fc9lCilim^ 7>^--KIiS. M*ts 
£frofc0 ft. i0#^0jSU]«l7m. 
L/co 

[0060] [jsim^] 
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(70%HRreserve) T\ 10# 

— $ — jlft£fTfo-l+fco fpk 70%HRreserve(i% HiTCDt) 

JI/<F—^y<D3;lz<l:-?XWtiiLfc : 

70%HRreserve = [(220 - - £H0#/t>ffi&] X 0.7 + £H0#/t>ffi 

»o 

[0061] [Mil@] 

[i] POMS 

POMS^Pp^lK(Z)HEA(is fulE^^rels £<fcTJ?:!5lX4®?j|0jME!]iu#)It2[°]^ife 

L/co &?#£££•f+U HXTm-D(DT\iLR^m^AtLtc : T-A (^s-^ 

£) , D (W9^->m«^) . A-H (^y-ME) . v (SE) . F , 

£<fctfC 0ISL) o POMSX'-ZL7)MZ%£\,\ J*=?* h U v Vtfaftl&ffxGitMZ 

Z. TlZM-^k L>fc (Yokoyama K, Araki S. POMS Japa 

nese manual. Kaneko Syobo, Tokyo, 1994 (In Japanese).) 0 

[ii] 1£%(DV AS 

ffi§%£<D$fc9Hk'H!}fcT&fciblZs (DV AS&RH^fc0 I¥ll(i^SIXH^pfu© 

WM^^OWilk- JkX$W&4M&(DWM%^(DW<k(Dt\4Wij'3tc0 VAS(i% £ 

t LTs mrn(Om.B±X:t(Om^WM^tco IZMi±X\ US 

©g#02b®c^iNT©g#g#©s§IS£g:&<fc<^UTiN££Jgfci;£ftS 

tcEp^^^n-feo )Xizs $%mi(D&mfrb£\}3.xmm (mm) 

ZtlZ^^Xs VAS^^XZIZ^^^L/Co 

[iii] NK^ft 

mixtum©20©iE^^(cfc^NT^ti^ti, mmn^mm(D2\g\s mmo 
NKStt^BMLtt(CT)iy^ L/co 

[iv] jfajft • 

(Willis Siils ifn/MMit ^f^Ptfv) 

4b¥*iS (Mitt, y^-yy^j h^>X7x^--tf (ALT 
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) , h7>X7i7-^ (AST) , ¥LMfc!kffiS¥ffi (LDH 

) , r-K^>X^7°5iy--tr\ U 7^X7 7*— 

(ALP) , (BUN) , Sit. $£=l U7^P-Jk 

KU^U-feU K\ i(HDL) ) 

jSUitu^^Tofeo LTiilfco 

t/cTGF-/SU dROMsMlXfum©20©IE^^(Cfc^NT^tl^tl, 

TI?-® L/co 

[0062] (3) »i0ll 

^ h/^UX • fit U OLL2809;^i^M^^ 

(*i'T#a?i£lfe) (C, ^ h/^UX • fit U OLL2809(Z)fuip 

37°C% "FRgpH 4.5 (6 mol/L NaOHT'gKIiS) . MH±® 

®ET-ei80t^iML/co i£^ft£20^ISiU 85oCe60^^Jp^ 

MilL/co K/WUX • tf-tz u 

OLL2809;^i^M^«h L/co 

OLL2809^WJX-r^OLL2809^(i, ^^ h/^UX • tf-fe U OLL2809)^ 

} rnhtc^mmom^rn^Ltco 
OLL2809+aLAg¥WJX't£OLL2809+aLA^£% =? ^ V/^)IX • fit 'J 0LL2 

809^i^M^;&16.7mg(haLA^150mg^^t>HcEff^y^^lB^L/c 1 %lfo 

tc^mmom^rn^Ltco ^K/< 
^JIX • fit 'J 0LL2M9M£&t^3i&£X?aLIK(DlJtfr['J iZ^^rX h U >£ 

IBn" Ls E^J£aP*T1$fo&fcy 500mg£ L/ct L/c0 

fe, (c L/c0 

[0063] (4) 

iN-rnroiit. ^^^^^1x1-^^^102^ 1 B30 ms a. 0^ 
) , 4®r^(C^/c^T^miX^1±/co osy, OLL2809?¥©1 BCDfillXfitt 
% L. gasseri OLL2809^$p$£;):|t|ft7|^#?100mg (5X1010 cells) X&Vs OLL280 

9+aLA^©miXM(is =yO \-/<^JlX • fit 'J OLL2809;£|£!£'Jt!fr^100mg 
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(5 X1010 cells) t. a LA^900mg <h 

[0064] (5) mmm 
j&>^«y©ixy$w*w 

^-^S^ytrL/co LT^fite 

L/co 

iSm#¥^{S±^{I^-e^L/c0 (0 
ne-way ANOVA) £frofc0 POMS, VAS&IC <fc £$8JgfcI|g, NK;£t£MiM^ 

H<h^HXtuti©IE^lMH(Z)2^|ll"e—TulBSS^iy^^t^^/T (Two-way re 

peated-measures (rm) ANOVA) -ofc (^^^IMISs NK^tt&iS-iE^I^HC 

^^Kfutil^lt^rffl^/c) o btltcWia (C&post hoc^?^T^: 

Ls E¥fa©:l!IXfutil©£b$$&Student©^J^©&'i>t^£(Bonferroni;jiiIE 

)-e^ffiL/c0 p<0.05-e^m«h¥yifrL/co 

[0065] ( 6 ) i£H 

imk%(Dnm a?] 
tS®HCtt44A (7°^-tr#?¥l4A. OLL2809SM5A, OLL2809+aLA?¥l5A) 

#JPU L/co =l>7 

L/co 

jUXftHClBli Lfcli^OflBf £ril1 (C^t"0 

EH&M£> b Utt -? fc0 

[0066] [M 1 ) 

y" y i? xK OLL2809 OLL2809 + a LA mmm. 
Wife m 14 15 15 n.s. 

m) 20.2 ± 1.1 19.8 ± 0.9 19.9 ± 0.9 n.s. 
(cm) 171.1 ± 4.8 171.9 ± 5.0 171.3 ± 4.6 n.s. 

M (kg) 65.0 ± 5.2 64.4 ± 5.3 64.1 ± 5.9 n.s. 

^ff: IS ^ 2P fi H U 7t o 
ri.s.: L (one-way ANOVA) • 

[0067] [POMS] 

P0US(D^m^:^2^^XfmMZ^to ""ejSIXfu tAmk^ki^t£ t. 
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9±9. 9, 4M&tf43. 0±6 

rntem*mtobtltiifr^tc.h\ OLL2809^-e(imiXtu^43. 6±8. 2, 4jl&-Ctt 

40.6±6.9£^E&€Ttfs§&£ftfc (P=0.006) 0 OLL2809+«LA|# 

-eM!Xfu^42.6±6. U 4M&tf39.7±6.3£€TT£^tfs§&£ftfc (P= 

0.095) o 

itc.h\ OLL2809+aLA^(Z)^(Cfc^NTmiXtu^43.8±6. U 4M&tf40.3±5. 

2 ti&TtZ41 [q]tfmtb btltco 

OLL2809(i^S^^S«h^^/c/5iIftX KUX£$1;$U 

OLL2809<haLATi£'fittX h 

b tl/co 

[0068] ^ 2) 

Mft7°U7 -f-MiS (POMS) X=l7lZjtft£OLL2809&J:Z?(xLA(D®]m 

MiM^SlIXfuti©POMS 

OLL2809 OLL28Q9 + a LA 

ffSUtjf 4M& ffflZfji 4M1£ fflxflu 4M1k 
44.9 ± 9.9 43.0 ± 6.0 43.6 ± 8.2 40.6 ± 6.9* 42.6 ± 6.1 39.7 ± 6.3" 

$!p 5 o - 47.0 ± 7.6 47.1 ± 6.9 44.8 + 6.4 45.1 ± 5.1 44.9 ± 6.2 43.9 ± 7.2 
46.5 ± 7.3 43.9 ± 4.9 45.3 ± 6.4 44.8 ± 7.3 42.6 ± 6.3 40.9 ± 5.2 
50.6 ± 10.9 47.0 ± 10.6* 51.3 ± 8.1 47.5 ± 6.7* 48.3 ± 6.1 45.1 ± 11.5* 
45.5 ± 8.3 43.6 ± 5.5 45.4 + 4.9 42.9 ± 8.2 43.8 ± 6.1 40.3 ± 5.2* 

U%L 46.3 ± 8.7 47.7 ± 6.2 44.8 ± 5.8 45.9 ± 4.7 46.7 ± 6.7 45.7 ± 4.5 

*, *:P< 0.1, 0.05 „ 

[0069] [VAS;££fflLNfc^KJimc<J;£^£!§(Z)M] 

^ 1*1 "Cjil Situ 

OLL2809+aLA;g¥(C£lNT, 4®ft(CVAS 

(P=0. 026) 0 £ ©i£H&POMS(Z)i£ll<h =fc — 

mtZ>1b(DT:-fo^tco MS!]fu©^S{S(C^lNTffiM^/T'r^«h, POM 

S,hVAS)i-e(Z)^^^ac^m^KZ)ffiM^|^^tl/c (r=0.293, n=88% P=0.00 

53) o ZtlbCD^^frb, OLL2809+aLA^-e(i4®^(Z)M^©miX(Ci; y, 

L T ̂ Z>Z.t tlfco 
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[0070] 

wmnn <owm ic mm u tdmmm iz & «• & t. 
WtiL4 (CL /cjlKtuti(C a^jfaNKStt© ISH £ ̂  6 (C ̂  1" 0 

mixtu-e#. 10#^©jSU]m^NKS'tttt7°^-fe#?¥-e-12.4± 11. 01 OLL280 

9ire-12.2±12.3! OLL2809+aLA^-e-14.5±11.4%,h€TL/co 4® 

m(CaZ>mWirnmom^t tl^'tl7°^ -fe#S#-e-8. 8± 12. 01 OLL2809|#-e-

2. 7 ± 14. 2%s OLL2809+ a LA&V-4. 3± 10. 2%V& o fca 

~15, 4®m-e(i7°^-tr 
(P=0.016) T-MlXfu«h^l*i(c}IS!]^(ci;^^m^€T^l^^ti/c 

CD(C>tfLT, OLL2809?¥ (P=0.476) &tfOLL2809+aLAi# (P=0.125) TttNKJg 

IP*>, OLL2809*fc©mjX(Ci:-3T, Sift 

t IN 9 h U XIZ <fc £ NKS1£©<£~F£ tl£ d t tfBJl b friz ft 

•P fco 

[0071] [M^dROMs, TGF-/S1] 

7^$=jlf[lE£iCDdR0Ms% TGF-/3 1 (Z)|p^:^:l^3(C^t"o 

dROMsti^ttlt* • SP^^fb* 

dROMs&^Kfu©{g©<^£J:t$$-t£<h, 7°^"tr# 

g¥TiimJXfu"m303±56 U.CARR, 4jl&-C&298±80 

tbbtltefr?tct>\ OLL2809S#-ettg|SXiiutf298±50 U.CARR, 4M&tf283±27 

U.CARR.h^T-r^M^^^L/c (P=0.089) 0 OLL2809+aLAi#-Ctt 

miXtu^317±58 U.CARR, 4jl&-C&284±53 U. CkRRtmWAZi&T Ltc (P=0. 

033) o z.nb(Dmzmn$k^z&&BMm?&isbbtit£-fr-otc0 

z0 on2809^ on 
2809 + aLA^-e^tl^tl1.29±0.35, 1.33±0.27% 1.35±0.32 ng/mU WtiL 

4®fi(i^tl^tl1.23±0.18, 1. 20±0.15% 1.19±0.19 ng/ml^lC^E&i# 

&1# l*l "C ffilxtu ^ © ib$£ £ ft 9 ^ s 7°^-tr#?¥-e 
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ifWlb iotlfefr-otcQlZjtfLT, OLL2809?¥-e€T'r^M^]^IH 
Sbbtltc (P=0.075) o OLL2809+aLA^-e(i^S^€T^IHto^tl/c 

(P=0.035) o 
[0072] (^3) 

$lfctl&IXtf^JfilTGF-/S U dmslZJk&t&W 

-fy-ttf OLL28Q9 OLL2809 + a LA 

MW) Rlxttr 4®f^ 4M® Six Iff 4MfJi 
dROMs fttr 303 ± 56 298 ± 80 298 ± 50 283 ± 27# 317 ± 58 284 ± 53 * 
(U.CARR) fl 308 ± 54 297 ± 52 308 ± 40 288 ± 46 326 ± 53 302 ± 56 
TGF- @ 1 Su 1.29 ± 0.35 1.23 ± 0.18 1.33 ± 0.27 1.20 ± 0.15" 1.35 ± 0.32 1.19 ± 0.19* 
(ng/mL) ft 1.27 ± 0.28 1.30 ± 0.26s 1.49 ± 0.44s 1.43 ± 0.32s 1.37 ± 0.31s 1.29 ± 0.20& 

Lfc0 
#,*:P< 0.1, 0.05 (Student<Dm®fe5tMST'S^tfrt®Sl^l:bS) 0 
s, &: P < 0.1, 0.05 (Student»^lSOfo5t^5£TiSftitui:C9Jtfe) „ 

[0073] =? ^ hUOLL2809£<£t/aLA©MiiM#(C£tt£=l>T^> 

^ h • fit UOLL2809©mJX#ffWftX 
h [sX(D&m. £<fctmiA^iSimiZfeTtZft&j3(Dm&lzm%}-e$>ZZ 
t-tfm&iotltco t/c, =?9 VJ^)V7S • fit lJOLL2809(CjPA.TaLA^miX 

=70 h/^UX • fit UOLL2809(Z)^ 7 0 h/^UX • tf-fe U 0LL2 

809lCflP^TaLA£g|lX-f £££&* jiiiijl#© 0 ̂  © K 

K u;uc>tfu ft&mt(D\&Tikmmz>ttibiz, 
tciOil® OOilftX h UTv) CI tZ\ JIKJI#© 

iZtZ-otc o 

[0074] *;pgBmcS-^$Ji{££tl/c, ^ h/^UX • ff-fe IU 
JUX • tf-fe U ^PfiUXfa 
o<hT\ h 
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HacOlfiH 
"yO Kst-f-Jl/X • fiiz'J (Lactobacillus gasseri) 

[11^112] X h \sXft\ h [sXZfo&s 1 IBS©^yo 

[11^113] ^iblZoc-^t (aLA) LT#^\ Il^c 

in £/c&2!Ei6©£y0 

[II^t<II4] X h \s • #"tz U (Lactobaci I lu 

s gasseri) 0 

[Il^iI5] shtpx\-\sX7isj[s^y(D±^-%:mT&4/Em%^T&s 
W.(D^7 ^^^JVX • fiiz 'J (Lactobacillus gasseri) 0 

[ii^ii6] K©±# 

ii^ii4 £/c&5=Ei6©^ h/<^)ix • 

fiiz'J (Lactobacillus gasseri) 0 

[11^117] =p 7 h ^^JVX • Joiz'J (Lactobacillus gasseri) ^1 X 107{|Hiil 

LA£40fifi%£Lt^f 

[11^118] ^ h/^UX • SKS^NITE BP-72"e^^tlT^^ 

"7^ "tz U OLL2809s^ (Lactobacillus gasseri 0LL28 

09) 1 ~3©^Ttl^-lIIE®©^yo 

[11^119] SKS^NITE BP-72-e^^tlT^^, 11^114 ~ 6 (D^ttlfr— 

IjtlE W.(D^7 h ^^JVX • fiiz 'J (Lactobacillus gasseri) 0 

[11^1110] =yO hJ^)\sX • SKS^NITE BP-72"e^^ tiZl^Z 

=? 0 K J^^-)\/X • "tz U OLL2809a^ (Lactobacillus gasseri 0LL28 

09) 7 §Eii©Mj$tlo 

[II^t<II11] "7^ KA'-^JUTv • (Lactobacillus gasseri) X 

K 

[11^1112] X h U7^\ h [sXZfo&s 1 1 IES©^)i0 

[11^1113] aLA££ 1 1 £.tcte 1 2=ES©^")io 

[11^1114] ^ hJ^)\sX • SKS^NITE BP-72"e^^tlZl^Z 
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~p 7 K "tz 'J OLL2809a^ (Lactobacillus gasseri 0LL28 

09) V&Zs 1 1~1 


