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iitcfii%ttw/w%t3b5o (i) * 

7 X >lbi^©}f Jt£±§E©i5SUc§££-t 3I j -;u-7K;Fb^;# 

^iEcii (it (2) (3) ) J;y$tt 

GO j% iv ~ 

[0041] BB^3ft£±§E©#&®S©##i!l^£ LTfciU «>:&£<£ 

9 m7Lit y-;u-7K;Fb 

i=r;#>S^ 0. l~2 0Ii%SH«L<, 0. 3~1 Ofii%M< 

cty&JK, 0. 5~5fiM%^JtA^e>lcSfS LIN0 

[0042] S/c, tulEW«©l3-grM^ &M<M&0kftT£t£Z£?lzm'&tn& 

—WL& (I) 

^7x>-fb^1 OOttM^tC^LT, 5 ~ 1 OOilMAWSK, 

2o~8o y^su i\ 
[0043] II (1) lZ^HZ>}n^mMt^(D}^mt LT^ x^y-JU-7.K;Fb 

&t/±§E©WM£#tr;S4nc, (I) 
x^y-Jk 7k X&±§E©#$I 

=!a§£-fl£it (I) -ZmZtiZ'OV?-^7x>-fb^ 

5 0-1 

2 o'cmmmiz u<, i o-1 o o•cgjtAUy^u<, isst (8 
O'CgJt) -efetUicUVo II (2) It tulEIfM (1) 

^^sp-rsig-efe^o 

[0044] 5°CJ^T-e£>y, 0°C^J^T^fS L<, -2°CfM 

JtJ-MTAU y $?£ Ll\ ^OUTC 'J £ffllvT;#>to p H 

mz^mtztc&s )$m&i£tf5oc%:mz-z£s -ASSS (i) -e^-znz* 
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<Diks <D~7jan^#+#izmb*i&IM® ft 

So &fc\ ig (2) lcfctt£)%iP^j£©TPB£ LT&> ^Pl^Sti-St, 

t£©igT\ Jt £ #?m 3 tt 6 jft & S ,£u 

-2 0°C^Jt^fS L<. - 1 Ll\> 

[0045] II (3 ) fcfcN tulEIfM (2) L/c;#^ T7^ 'J ^SPLT p H 

7yL±iztmtz>j:m-?foz>0 yjuti <j t urtt &]*.& 
A, 7kmiktl 'J 0 Agtf&lf btl&o 

[0046] &fc\ fulEIfM (2) t^ip L * 'J £« L T , 

'J 7X^^1)11^ LT, <U\ 7;1/*J'J7K5§$£ 

LTti, 0!Ja.^ 0. 1~2 5fiM%fi^ 

< ti 0 . 5 ~ 1 0 *o tl^o 

[0047] S/c, ±§E0:PJU;b'J (TK;#^) 

ip L T 33 < I £ tfft £ Ll\ J7^ £ 'J (TK;#^) £ L T - 5 ~ 1 

5"cm&mttL<S -2-5•c^jtAUu$?£Li\ 
[0048] 'J©1B-^M^ LTti, &fc©5§&tfp H 7j^±i:3£j:i,j:9lcSB^-e 

m?Lit ig d) tc& 

V,NT5§&KEB£Lfc#&®M fiM^KttLTs 0. 3~1 OfiiMHAW 

SL<( 0. 5~3fiM^MJtAU USfS IA\> 

[0049] 1^(3) tC&tt£:PJU±l 'J £JB^T p H£iMl^-rSI$i© p H £ UTtt> 

7J^±-e&i<K 7. 5^J^±WSL<s P 

Ht><7£ffi-e&z£s (i) -e^nz>^yV^^y 

t(Di&s &fc\ pH©±pg£L 

Ttts mx&s HH L/c-$£it (I) 

3 ft £ ̂  > V f 7 X > {b&ya Z ^Wj IZ }%%t 5 d £ "C $ £ & 

s ^ y Vf * 7 X > -fb^ £ JFM1" £ £M fr b s 12 flJt TW S L 

<^ 1 Li\ 

[0050] ±§EI*M (1) ~ (3) -flg5£ (I) X'^tiZ^yV^X? 
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[0051] (i) 

(D—7kftiW3.s &%i(Dj5}t;lZ£-3Ts 7K £ lN T)9t)$~$~Z> Z. 

tiz£-?T, mmzn&o 
[0052] (i) X'^n^^yV^-J-yJLy{k-£ty)(D-7km%)it 

3 £> ZZ£M?SL<, 10 °C&mu±mi £ L<s 1 0 ~ 5 0 °C 

mitAuysft L^0 

[0053] d) i^^yV^-^y ̂ y\ts 

ty(D—7k%}ty(Dmk¥b/y&M%:)llTlZ7jst0 

[0054] • XM^[5]J/f 

—WL£ (i) -existsn&^yV?-J-yJLy{bSty}(D-7kffiW3.s =£JOn 

^-^-^IL/cA= 1.541 8 

^mn^^-yiz^-oxm^nz>0 fu§EXM^0j/f/^->tc<£^ * 
fgTO-$£it (i) ^yJLyit^ty](D-7^m^t, mz 

~F§E^-ti°m^ (20) 

<7%^tz>0 ztizoitf-tit (i) ^ 

7x><fti=r^ (»^MI) tCOlvT0tulEXM^[5]J/f/^->-e^^tl 

^ tr - /? £ s& & tn tr - ? T? £ o 

[0055] 0#T£ (2 0) 
8. 1 ° 

8. 9° 

15. 1 ° 

1 5. 6° 

2 4. 4° 

ttz, (I) -ZmZtlZ'OV?- X7 JL>ib-&yi)<D—frm 
mt ±§E©bf-c^mz^s "FiEic^-riu^ (20 
) iZ&^T¥—<7%^t&o 

[0056] 0#T£ (2 0) 
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11. 6° , 12. 2° , 14. 0° , 16. 3° , 18. 1 ° , 18. 

4°, 18. 9°, 19. 5°, 20. 5°, 21. 5°, 22. 6°, 2 

3. 3° , 25. 0° , 26. 1° , 26. 4° , 27. 1° , 28. 1° 

, 28. 5° , 28. 9° , 29. 8° , 30. 4° , 30. 7° , 31. 

6° , 32. 9° , 33. 9° , 34. 4° , 35. 2° , 36. 0° , 3 

6. 7°, 37. 4°, 38. 3° 

(20) it -0. 2 
~+o. 20 *%mz-&^xit 
It fF#l60£ 

[0057] • 

-M3. (i) x^n&^yv^^y ̂ y<t^m~7mmt 
Ml4CJ;^T|iD:£3tl3o fu 

HI3 iZ^tStl&X^t 

t:M% (cm-1) 

[0058] *,m 
3 5 0 9 cm-1 

2 9 3 4 cm-1 

2 8 1 2 cm-1 

1 6 5 1 cm-1 

1 6 2 6 cm-1 

1 4 4 7 cm-1 

1 2 2 3 cm-1 

8 3 9 cm-1 

£tcs (I) ^"7x>'fb^0-7Kffl 

o 

[0059] &fc\ fulB0« (cm-1) It -0. 5 
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~ + 0 . 5cm-1 i; z> RiZ> tf, IZ £IVT (is S$ 

[0060] (I) *7i =7^y^ 

^0 hJl4C<£^T|Wi:^3ti£o iu§B^>7,^ SMC£lvT, 

tltt, h;U£#U (cm-1) 

k?— 

[0061] 

1 4 9 7 cm-1 

1 3 7 6 cm-1 

1 3 2 3 cm-1 

13 1 1cm-1 

1 2 8 7 cm-1 

1 2 2 3 cm-1 

7 8 1c m-1 

ttzs ^l^-TRMkfc, ±&<Dtz-9yL9Uzbs m4iz^st£^izs TIB 

iZ^stMMWZlo^ T¥-<7*Gt&o 

[0062] mk 

1 6 5 6 cm-', 1 6 1 3 cm-', 1 5 63 cm-1, 1 5 1 2 cm'', 1 

4 68 cm-1, 144 6 cm"1, 1241cm"1, 12 0 3 cm'1, 114 

5cm'1, 1096cm-1, 1070cm-1, 9 7 1cm-1, 822cm-1 

H85£ (i) 

6. 5 ~ 8. 8 fim%, <£ y &, 7 . 3 ~ 8. 1 £o 4s 

fc\ TK^Mti, ±)-JU7 -r >>S/^-)±07K^iJ^tCcfc^T}|JJS^ti^o 

[0063] -'H-NMRU 

(I) ^y\b^%(D-lYMMt 1 H — N M 
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) HI 1 H - N 

KJU£WU TIE^MJI IZ&^TMantel H-NMR07°P 

[0064] it-Sty (I) $50. 1-401 

L <, $51-20 ttM%AU y S?£ L <, $55-1 5 3 

e>lCSfSUlN0 IPt), fb^tl (I) 

Sf S L < &$5 o. 1 - 4 0 % (W/ v) N J; y $?£ L < &$5 1 ~ 2 0 % (w 

/v) N 3 e>lCSfS L< &$5 2~ 1 5ttM% (w/v) N <fcy SiblCSfi; L 

< &$5 5 — 1 5% (w/v) N L< & 5- 1 1% (w/v) 0150 

S©it\ >i tM$iJy HI*W®JA $51-400 

m g / m L S L < , $51 0 - 2 0 0 m g / m L AU y L < , $5 20 

— 1 5 0 m g / m L 7^ £> ;£ L < , $5 50—1 1 Omg/mLAUy^ 

blZft-% LIN0 

[0065] &fc\ \tSty) ( I ) X^(Dik(D^m^i$. 

it-Sty!) ( I ) &W(DliItfeSo 

[0066] -fb^ ( I ) (Jll*fr5tC&, 2 0 0 m g/m L 

J*Lt) i^14 

ted; ys Ku yvifv,-!b < &§!§•• fr* 
£>£<, ^£><£9 IA\> 

, mizy^m 
P — SiSzMf/W 7)\y) Ll\ iSzMf'W 7)\y%:fB^Z> 

d tc<fc y % /\> K'J >W[q]±U $&©3g££#P$!lt-£>;i £#•?$£><> 

[0067] £/c, -fb^ ( I ) $t>El^iJ^tC$5 1-400 

m g iftff S L < , $51 0 — 200mg 7^cfc lJ L < , $5 50—1 1 Omg 

AU y ^ LI\ 
[0068] ±mpfjM(D-:XUT(Dmmtt/&Z^tZ>ikSty ( I ) Xtt^CD&CDJI* 

tkWhWzt%>~}55k£. LTti, IJ yfffes ^f •< 

(v> h>=f-'J-^) 
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mm&fetf&m-ztizo 
[0069] SfS L < ^ U&tf-Ji'S. 'J >? (wet ball mi LLing) 

-eft&o \tS® ( I ) 1 
zmpizms, {^s^ntdts® (D 
JU£#fr) ^ $5 5 1 5 L/em $?£ L < 8 1 2 L/em 

cfcySfS L<&$51 OL/0#P^T\ i£-0 (S/>^lz/U) , 

-fb^ (i) 

=l©i6Hl*U $5 1 5 AJ, m tC|g/J\^ tt'So 

[0070] tf-)\s^)\s ($13.^ Dy n o$)[/) ( 

MTLI£S • —^ —$JU) ]kzfm^%>)\':¥—$)\'%&Rt2>z.tt)<'Zl*s tt 

<JUt LX lis ®Jx.l£s Netzsch^Jk DC^JU&t/ 

P I a n e t a r y $ 3 tl£>0 

[0071] LTlt »P3 tlTc^/ni (ase 

ptic controLLed crystaL L i zat ion) N -Y if—is a > (high s 

hear homogenization) N !%J±7JN^i/f -i if— "> 3 > (high pressure homoge 

nization) Rtf^-iCuyjU-iy-iif—Sy a> (microf Luidization) if^lf 

£*l£>0 

[0072] itS® ( I ) 

[0073] itS® (I) ©&£#&/£#£ LZ^&mtmMlZti^rit -% 

TttT<a&}iMMM(Dj5lf, ifli^ 
jut<Diiiyt> m •omit?tiu±(Dm®o 
) o 

[0074] ±m^(D^-A%tL^^t^-XitL^ttJ:?tcitS® 
(i) xi^t(Dik^h^mn(D}iMMMit 
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s ibt(D'mmmzmz>0 *mi<» 

Mt Z t if Ztotztzt&MzE#izyiMt Z>ZtifX'^&0 

[0075] &fc\ %m*'\ tLtzft(D%mtt,m<DmZ (R 
flit) ^ 0. 5J^±^fSL<^ 0. 6W±AUU»SL<, 0. 7U± 
if3blZtkt£L<s 0. 8£LttfJ: y 3 e>JCSfS IA\, ^iRfitt 

§S&U£J:<m#U tST, 5 S^J^±MlN/c^tC)UJ^L/cffi-efe^o Rf 

^S£\ ;» LJFM L^ ^ £%X b*u 

f^TR f /N-

T? & £ RTt£1f i% IN ̂  M A £ ti £ o 

[0076] S/c, *fgBS©>EtM£iJ&, H;:5fi<$?i:lA\, mfomzte, 

mMEi&tflktt L < & 1 ~ 2 N J; y Jf S L < 1 ~ 1 . 5, 3 £ £ £ L < 

&1~1. 2N J;y$e)tcSfS L<& 1 ~1 . 1 V&Zo 

[0077] *mmits® (i) %%}]&#?$> zits 
® ( I ) Xtet(DikU$UZ, itS® ( I ) Xtet(Dik(Dtclsb(D£\l<7)W R 
xl'Mi^^MT&ztlfftg Li\ 

[0078] tulE'fb'n^ (I) Xtet(Dik(Dtclsb(D£\l<7)\st LT^ 5ft ̂  

(i^lb£iJ) s USSfbftk ^^{b^iJs mmt P HflMSiJs ;§ 

mmifmibtiZo &iz, tu$0®y, 
itS® (I) LT-Mi^£JFM3 

•t^ &fe\,z^m-/Mtt^tez.tifyz3LL<-%mttsiZ>tzitos 
%5SM%:*a&Zt&nWZ'foZ>0 t(Difc(D 
fo&^i6EU;:£^T\ fcFjSUCffll^'g) d tlfUr*&o 

[0079] ^f^ij (JgjUb&J (suspending agent) ) <J:LTteU 

JHzJL/P-7,t K 'J L KP^:>7°P tfJU-tzJUP-X, tjJlstflri/ 

/•?- ju-tzjup-x, t KP^:>7°P tfjuxf ju-tzjup-x, b KP+^>7P 

tf>/Up< fJUizJUP — Xs MCCa r b o p o I 9 3 4 (lliii^tfi) (Un 
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ion Carbide)), iH-fbiz-^JU tf 'J V -tz^-^X y 

s Isis^y (/1NX7 751K) N 7^h7X ^'J-tzP-Jk 7t)^7^1x 

\ 3^fP-Jk XT^'jVgt ^b^V+fVUP-^A, 

x^T'jy®t;u -tzp-Jk -tz hx^iuu 
/'JUP— Jk "tz K V^7 p zf—)U$L'tt,r7 y 0 X (cetomacrogoL emulsifying wa 

x) N VJl/^>iXjJk 'Jtf^x^y^l/^l/X-T^l/ (0!la.^ 

-tz K p zf—;H 000®J:?ft7^Pd-jn-fJb) N ^0|J^^ri>x 

51 b > tl(poLyoxyethyLene castor oiL derivatives) N KT1 

i/)l> K 'J ^fJb7>f-^A7°P$ K\ tf'JJ^SsJi^lsyZTTls- k 

p p^ yju~I£{bW^ ^X7i- k K 'J ^;U/K 

^Jl/izJI/U — Xt) J\/is 'J J* (carboxymethyLceL LuLose caLcium) N t 

KP^>7°P t°;u-tz;up-x (0Ja.tfN H PC, HPC-SL, MHPC 

-L)N j^JU-tzJUP-X, L KP^X^JU-tzJUP-X, LKP^>7°P 

tfju-tzjup-x, t KP^>7°P t°;up<51>'u--tz>;up-x7^ u-k 

H'filEizJUP — X (noncrystaLLine ceLLuLose) N I£ V ^ A 

-7 As K >J x^ y-jUT7^ >N *°'J ¥~)\S7)\SZ\-)\S (PVA) N 

K&rJ^Jl/Aj^l/^ll K£©4- ( 1 , 1, 3, 3-^h^?1 

JU^^U) -7x7-M0|j7- (^U^+fTfs-Jl/ (tyLoxapoL) N 

> (superione) N J&Zf K 'J h> (t r i ton) ; xf 

>^0 7°p 

ft£H^t£147"Py?P*0|J V- (*°P^Ht$>) (m&\ Tetron 

i c 9 0 8 (lliii^tfi) % Poloxamine 908 (lliii^tfi) t L 

T1(BASF Wyandotte Co rpo ratio 

n, Parsippany, N. J. )) ; ^11 'J >|s jK (charged phospho 

Lipid) N M?il£s u x JU*X7 -tzp-Jk VJrOJ-)\s 

K (DOS S) ;Tetronic 15 0 8 (f|«) 

(T — 1 508) (BASF Wyandot te Co rpo rat i on 

) , 7JUtf\P/\^It:J- h 'J l)A©i/7Jl/^Jl/XXTJl' (0!la.^ Ae ros 
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o I OT ^ K 'J 

•xJUtfe'i) (American Cyanamid)) ; Du p o n o I P 

(Miii^tl) ^ 'JJlsffimJ- K 'J OAX'foZ (D u P o n t ) ; T 

ritons X — 2 0 0 (Mi^I) N Ztl&T 'J 'J x —T1 

h "£:'$)•?> (Rohm and Haas) ;Crodestas 

F — 1 1 o (Miii^i) N P-XXT7L/- n-xis 

(Croda Inc.) ; p - ̂  7 y =JU7 x 

(7*'J^>K-JU) , O I i n-1 OG (Miii^tl) X&S u r 

factant 10 — G (lliii^tfi) t L T t (0 I in C h e m i 

cals, Stamford, Conn.) ;Crodestas S L — 4 

0 (JNifgtfi) (Croda, Inc.) ; MOHC SA90HC0, dtUi 

C18H37CH2 (CON (CH3) ) -CH2 (CHOH) 4 (CH2OH) 2t 

fe'g) (Eastman Kodak Co. ) ; -r^t) J -Y JU — N — 

t) $ K ; n —iri/JU— /3 — D — ^OUZl J i/ K ; n —iri/JU— /3 — D — 

JU K y :> K ; n — KT^JU — /3 — D — ^OU zi J :> K ; n — KT^JU 

- /3 - D-VJU h:> K ; ^7°^ 7 -f JU- N - * ̂ JlsV'Jlsjj $ K ; n -^7°51 

JU- /3 - D-^;U=l tf^y :> K ; n -^7°^^- /3 - K ; 

n )l-/3 - D-^;U=I tf^y :> K ; 7 -y J -f JU- N - * ̂ JlsV'Jlsjj 

$ K ; n -y ~)l-/3 - D-^;U=l tf^y :> K ; 7 -f JU- N 

$ K ; n /3 - D-^;U=l fcf^y :> K ; /3-D 

K\ (Dfr, U*N (DLft 

) ©iv-rtl-efe^Tt cUv) N *°'J ^-;U/1N0|J fcfp 'J K>^ 

LTffllvTt J:iv0 

[0080] &ft©2£^faEM£!l"C£>l'Js the American Ph 

armaceuticaL Assoc i at i on$.£/The Pharmaceutical Society of Great Brita 

1 ntC <£ -o tl/cthe Handbook of Pharmaceutical ExcipientstCj# 

(The Pharmaceutical Press, 1986) 0 Ztl<o(D 
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missti 

z>z.£tf-zi*z> o 
[0081 ] 0}f Jt tLZtts ^ $5 0. 1~45mg/mL« 

L<N $5 0. 5 ~4 0 m g / m L AU U ^!f S L < v $5 0. 6~35mg/m 

Li)«nc^Li\ LTti, $&>EtM$iJfK $5 0. 0 

i~io L<S $50. 05-8 mm% AU $50. 

06~5fii%^e«^Ll\ -fb^ (I) 

Xti^CD±m1 0 OSln^cWUTv $50. 0 1~4 5I1WSL<( $5 

0. 1~4 0iiM<J:U»SL<, $50. 5 ~ 3 5 b lZft-% L 

[0082] 4fc\ ifcvmmt tvms 

©"nlt^^'So 

[0083] 0!l*.^ V>-K-;k 7Jbh"X, ^ 

:>'j h-Jk ^;UP-XN xf-^s yjutfh-jk ^'J-tz'JX 7°ptfb 

y?'J P-Jk§0#miBff^ 7°0;1^1J±I^|J ; i^b^ K 'J 0 A, Mkt) 

'J 0 A, mki- K 'J £ A, i^bv £ A#©^$ff * -f 7°0;1^1J±PM 

1 & <, ttcs 

2m&L±%Wm LTffl^Tt, Ja\, 
[0084] 3 bizs yjutf 

K-)\y £ m ̂  £ C £ tm£ L < ^ ^ L T7K14ftm^$iJ £ ffl ^ £ 

i^b^ h <J Ll\ 

[0085] &fc\ -7>~h— Jk hU/\P-^ 7^P-^ 7Jbh-X, ^>'Jh 

-Jk yjutf h-ju^Mx&M^up-Jk^ ft/c>itM$ij 

^y £ £^b"t £II $ $ £ £-e t fc? s L i\ 

[0086] mmm&M&t $&>EIM£IJ^ $50. i~70mg/mi_^f 

SL<, $5 0. 5 ~ 6 0 m g / m L 7^cfc lJ £f ;£ L < s $51~55mg/ml_ 



WO 2013/161830 25 PCT/JP2013/061950 

$5 0. 0 

5~io mm%mm L<S mo. i~7 mm %&& $50. 2 

~5S|%#^[:»iLl\ %tc, its® (I) X 

OOIl^C^LT, $51~7 OfiMSPA^SfS L<^ $52-6 OS 

$54-5 5iiW^C&JLl\ 

[0087] &fc\ i&vmmt znm 
S(DmiKs -awsy^ zzsttsii. &### 
mcDSEttftSo 

[0088] :px=uutf>gt rx=uue>mm^tt (m 
x'jxptf>i£, h 'J OA) s 

btl&o tulEP< — Dfr% Lfr% (DL#) CO 
J:iv0 

[0089] £^b£lJ©}lJ££ LTti, $5 0. 1-5mg/mL« 

L<N $5 0. 5 — 4mg/mLi)U1'J&J L<, $5 1 - 3 m g/m 

S^b^!l©##S!l^i: LTtts $50. 0 1-5 

Ii%«L<, $5 0. 0 5-2Ii%AUU»SL<, $50. 1-0. 

5SI%#^C»iLl\ %tc, £^b£!J©##Mfciu ( I ) Xtt 

f©i1 OOfif^C^LT, $50. 1 -bmm^tfftg L<, $50. 5-

4S13i)UlJ^L<, $5 0. 1-3S1M^«^LI\ 

[0090] &fc\ £^bw, torn 
S(Dm&s RXf^tiwtes 

llCD"nft£:&'i>o 

[0091] MffiMtLT&s WTL&S 'JVlt^'J^A, TRIS 

SItrftk 'J >WkMJ- K 'J 0 A, 'J K 'J ^7 A, 'J h 'J 

0 A% X&^©7M]^tfW£>tu 'J K'J 

^ A • 'J >I£TK^—K 'J ^7 A • <btl-g)o £ 

c£l\ 
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[0092] its® (i) y 

0pH^ ($?£ L< &$54~9, cfciJSft L<$54. 5-8 

. 5&, 3L<&$55~8) mn, m 

ij^y©#wsy-^^ izt-^zjgit^ig $ nsA/ m 

4U $5 0. 01~1 Omg/mL 7^fcF 150. 1~7mg/ 

mLAUy^K, $5 0. 2~5mg/mL^f, IA\, 

$50. ooi~5t<, $50. 0 1 ~ 1 ttM%AU y a? 

SL<( $50. 02-0. 8Si%tf^(:&iLi\ Ztcs 

itS® 
( I ) Xti^CD±m 1 0 0 Slp^C^ LT, $5 0. 0 1-1 OiiSWWS L 

<,$50. 1~5il»y^L<, $50. 2~3fiM 

IA\> 

[0093] pHf^iJ^LT^ >ElM^J©pH^<N pH^ffi<IS^-r 

zms^t itttp ikII, Ml, ^x>HH 
tl •& o fcF S L < ^ 1I £ o 

[0094] p H « < , pH^i< mfet zmsizlt ±»I4 P 

$13.^ 7kMiti~ K 'J 0AN TKII-fb^ 'J ^AN 

Il-fb^- K 'J VAfffizmzti£0 

[0095] Ctl^0pHp^iJ^N S/c2ffl£Lt#fffl LT 

[0096] P its® ( 1 ) 

Si0pH4, ti^-r^pH ($?£ L< ti$54~9, ct y S L < $5 4 . 5 

-8. 5tt, 3 blZft-% L< ti$5 5~8) tulEm 

M© P H tt&tctsbiz, I£X&^gM:i®R3ti£o 

[0097] ±.mts® (I) Xfcfc^©^ ^t/l^b^ (I) 
5K>S&tf?#£*i£o 4$KM 

£t%§£ tf L ?JU £ >i It TKIZ}§®£ t* T£!1ML 
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[0098] ;M3ti/c7K (MTK) 
$iJ1ml_cK $5 0. 7~1mL«L<, $5 0. 8-0. 9mLi)U^fS 

IA\> 
[0099] zmmnt 

-e$£0 

[0100] mbtitcmmnvvutLTiz, $54-9^3;L<^ $54. 5-8. 
5 $5 5~8^f>C$fSLl\ P H£$5 5£LtK!££-t£ 

m-ZZZo Ztzs pH£$58J^"RC§mm^i&TZi+tzg; 
L < 

[0101] its® (I) RXfmtS® 
(I) XtetOi&OtzlsbO) fo-o tt, 

its® (i) 
JkmtikS® (I) Xtet(Dik(Dtzlsb(D¥\l<7)\s%:, t*/c 

tts £;f!£$£']#$•££££: K<fcoTf#£>ftSo &fc\ 
(I) t(D 

\%. >E It TK £ JP X £ C £ IZ £ ? X ±IE (D #WSIJ S1ft £ £ 9 Id N jggiiM 3 

tl'So 

[0102] 

t, &itf§!&y £-r a c: £=&-?$ £>„ 

[0103] 

t LT^o^mm 
7K^}§®^^S j£lft^££f#§I$!L t#btl/c)ilt}§}t^Ks 3 blzits^ 

(i) xtetoikzmMtzT.mz£-iTm^nmz>0 

[0104] ttz, tft^u 

£ mm TK tC}§® £ ;M;£<^3I>£14 7-r;u^--e5iiL ;£tt 
Ls t#btl/c)ilt}§}t^Ks 3 btClb^t] ( 
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I) SB^U 

[0105] *fgBJ3©fc£-$J (I) 

[0106] *#gB£©<b^$i (i) 

Li\ Tte*>*>s Mm(DitS® ( 

*i£> ££:#$?£ IA\ 

[0107] mmoits® (i) xte^o))&(Dm^zmz>j3)£tLT&, i^x&y 
mz&znmmmmM, uvm%$s x-^<7i>-zrmz£zm 
m, X^uv^+K VlbL<ltMWlit7miz£Z>13X}m, IS5?5)i 

[0108] tfb^ju (lltt) s WIMtM, ^itMs Wm 

M, P HlMlll^iJ, mw Jktf 7^Zs mu&s *- h? u-7>3]tHtc<£ lJ 
#?£ L < 

[0109] *m%(DitS® ( I ) X.&ZOt&Z-SteWtUZs £ KfcS 
(m«\ *%imtztc®izfti£ 

MPL^S 1 itS® ( I ) Rte^(Dfe(D 1, $5 50-1 5 0 m g / 

[one] its® (D 
tb£fcs Mttfc'h 

tn&tcsb, u^0 

[0111] 

d t 9^ tf? $ 30 

[0112] *mnv>s<its®0-7^®£#<Dt 
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!®I*P$S^ *tw#ii4P$s^ m^PtSs jrn^M^ (m« 
N I MPtS&O^XUtt I I MP$S) s Eife O'D'MS ftH'149 

P< ^ > =i 'J 'D'MS 

fernm* T^P$S (m^\ ^-^P$S, £*§«, *t£ 
JSfk ^I^XKbXP^S, £fl£14T£P$S^ ilttXhbXPt 

S) s #fr^ii'l4P$S ($J;U£\ tx^ij—s #flMbP$Ss $E^14P$SS ^ 

«ttP$Ss /Lxms) s jt^ttpts^ ®iittP$Ss ttP$s «t^ 
±, ttw®«P$Ss a^P$s) s mmtm (mt^ 

nm^x-km.) * mmm, ®nmmm (m^\ 

mtmm. (mt^ EJICI4M£^ >OH^ w s-e© 

7)i/V/\'(^-ms ^-^yyym, f©ffe©ttI^iSI(:#9§»$S 
N SH^P^tC#*5BPSD (Behavioral and Psychological Symptoms of Dementia 

) ̂ >£«^14s 

tzmmms PID±, m%m\ mm* mmm* ^ *tws^ sm&m 
S (EEHS^) % K0\sv KP$Ss ^^^P^SN fr^P^ 

s^t/y^btis zti 

? ̂ (DfeW^tctt&%^®5(Dtcl£>lZft3. IA\> 

[0113] L^n^msm(D^y5(D-mt O) 
ikiki- K 'J OAt, (ii) tf,)J-*^j^L\syv)\s£$ymB iixfjk 

x^1 b >:^+M K&t/7°P tfb >;t^r+M K©7"P v 0 P *° 'J V — N Mt/ 

izx 'j xf u > ? >j p-jufr z tat,#. <£ y <^tit £ £ 
lit® (ii) *°'J:*^>x^b>yjU 

>®B5i|i^fJk 'J Xf b > ? "j p-)\sfr ib &£?¥<£ y jiJR^ 
ti£'>&< 1 ffi-efe^ci^AuysfsL^0 mz, (i) (D~?m 
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®%^ZylMMMiz33uT^ £ L 
[0114] it-Sty (I) fe£Wi<fbi^] (I) Xtt^CD^&rW^b^ MJ 

fb^t) (I) Xtetommz L< 
S it1IW' ̂  ft (3: £ & Ti i & l \ ±IB (ii) ®$+14£& 

UttZ>lttcb1*1?foVs Z(DtcisblZ%tL^SMtLX (i) i^b^MJ^A 

t (ii) z. tifWlZfcg. Ll\ 

[0115] 4fc\ ±i©iijx ^0^0>Ei^ijtis mmi&WiLtcmzibs® d 
) Xte^(D^(D-)k%tti?)±WLtZ>lb(D(D, f©Sf@<HLTLS9i: 

fE^ct^ ft> "h ^isk 
}±MMM%^t£>is ]J yV\zi?\s 7 -i )\s KL/c7°b 7 -r ;u K*> 'J >*>*&, mz 

$afcm,^iz&^x^mxfoz>0 ^l^>Elt^iJ;&70b7'r;u h'Lfc 
7°b7 -r JU K*> U >isiz, ffiMfefelZj: ^))tm.if^\:tc^sxh?x^, ^ 
x&<M&^TZztx&miz*,toBMfoizmztctos < 
ffill&7°b7 -T )l> K*> 'J yVt^XZo *fg0J^ Z.<D&ot£-f\s-? -NUK 
*> 'j > *>\ l£7° u 7 -r ;u K*> 'j > vzmx z * y h t £o 
Wft(D®}$k 

[0116] its® (i) 

MPIt LT, '>&< t*> 1 W3s ^^'MmXitS® ( I ) 

(I) 

tt^iiti-g) iia^}fjttf)^§y&i^&ji,bftt\ i^, nab© 

o MBir^ifSL/cPiK'fb^ (i) x& 

f©i|©z;»mL/c^ LTt, 

<ty, t^tDSici^o £-?Xs *% 

(mtf 5 sx^tm±) 
tLx^s fAmz^tvwmmzmtztifx^s ^©ssMcitca 
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[0117] [HUM^IJ 1 (i) z^nz^yv^jy^y{ts®(D 
1 H-NMRX^? hJUTfoZ0 

lM2mitW 1 (i) ^yits®(D 
~ TK ffi M (D x $£ m M 0 ffi i * * - >Tr $> Z> o 
[HI3]i^iJ 1 "?£•/£ Lfc-flSiS (I) 

[H4]M^J1 •?£•/£L/c-jsgjfc (i) x^n^^yV^^y^yitS®(D 
—7KJU'CfcSo 
[^5M^j2-e^jSL/c-j!fi^ (i) z^nz^yv^jy^y{ts®(D 
1 H - N K;U"efe-g)o 

[H6M^ij2-ei^L/c-]!£it (i) u^nz^yV^jy^y{tS®(D 
~ TK ffi M o x m £ 0 ffi i * * - yx $> z> o 
[m7]^0ij2-e^L/c-m^ (i) umztiz^yv^xyJLyit-i 
-7m®<D^my.x^<p ku-e&£0 

[^8M^j2-e^jSL/c-j!fi^ (i) z^nz^yV^jy^y{tS®(D 
-7^m®(D^^yx^o K;u"efe§o 
[Hl9]^0ij3-e^L/c-®^ (i) 
-7^m®(D^^yx^o K;u"efe^o 
[Hi0]ii^J4-e^L/c-^ (i) x^istih^yVy^yi>M 
0te7x^0i H — N M R X^O V)\sZfoZ>o 
[^nM^j4-e^L/c-j!fi^ (i) -e^^n^^>V>^7x>'fb^ 
©&*$)© X [5] Jfr A< * - > "e $> Z> o 
[HH2]ii^ij4-e^L/c-ls^ (i) z^nz^yV^^y^y\kS® 

[^13]t£|fc0!l 1 ^MJ1 2 ( I ) 

v K «ti^ti>itt L/c^0¥i»*)lJttt0lP^7on 7?^ 
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JU^TJsf 9*^7 7 Tfe'So 

[ H114] 2 K 33 T\ ^MJ3&tM©lb£^ (I) 

&%.%tWM*=7 v h L/c^©¥i»*}f Jttt0tP^7°P 77^ 

^ ̂  7 T'fe'So 

cm 15mmm 3 ^33INT. ^»jAAB©&>EIM 

^77Tfel)o 

[HH6]^iMiJ4K33lNT, ^»JC~F©#>EtM$iJ£^>y h«tl^tl>E 

M L tc Ifl ©¥ IS) Ifil i^ )I Jt ft 0# 7° P 7 7 -f J U £ 1" ? 7 7 T £ 0 

[HH7]^iMiJ5K33lNT, &^»J©R f ffi£$J£L/c^ll£^-t^7T 

§o 

#§BJ3£^lT£/c&<Wfi 

^1»J 
[0118] J^T, *% 

B/j & d tl b IZ £ tl£ 10T&ftlNo 

[0119] Mi°#il 1 ( I ) 

* * y-ju 4 9 L% 7-kh'p^>-i H-^y>j>-2-^>i 4. 

87kg, &tf*®Hb*JlJ'5A6. 2 1 kg^U 

WLtc o 1-/Pt-4-^PP^>4 7. 4 6 kg £|B£- U 

M^T7 0|^Ji^L/co *©^ 1 01CTmriS#Lfc„ #faii!£si/&£ 

IIU 5L T&;m we t H £IX tJH L ̂  ^ ictt&A,*:,, 

7K1 4 9 L£JQ;L g£TjS^Lfc0 U *3 0LTilM, we 

t mZ%Z<>JliiLt>y<7lZl±&/vtc0 4 M;jTF10tP^ 

1 0°CK^iPLJi^L/co J-)\s^ 

5LT»L/C„ ^itll&6 0°CT$£'JtU 7- (4-^PP/h^» -

1H-^yiJ>-2-^>15. 07kg^f/co 

[0120] ;^lN-e% 7X2 0 L% ^11/] u-7 A 1 . 84kg, 1 > V [ b ] 7 

x>-4-^;u-t°^^y>J^I|±^3. 12kg, i^y-Jb8L^;Ft^L 
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% 50°C-eJi^Ls 11^7 - (4-7PP7"h^:>) - 1 H-^y 'J y-

2-^>2. 80kg^U M^T9 0|^Ji^L/co M^^E"e8L 

;lis^ 9oic-emrijs^Lfco 9°cs-e;^iPt«air0^M^ 

lu, 7X8 L, y-;u6 L-ejii;^)$t)#L/co #sm&6 o°c-e$£'Jt 

L, o 82kg, y -JU 9 6 L L, 

mm*. 8 L ^SAU:„ 1 L5§fl?£ L/Co ±^I11 . 2 9k 

g £3fcA L1 0 °Cizybm LfcG L 1 tt/dt 7 °C£ 

-e;^ip L fco ftr HH H £ L x ̂  y - JU 4. 8L L fc0 #SII! & 

6 (TC-elg'JtU 7- [4- (4-^>y [b] W7i>-4-^b- tf 

1 — •< )\y) -7" h^r:>] - 1 H - y 'J > - 2 • ±mll±m 5 

. 0 9kg £t#/c0 - [4- (4-^>V'[b] ft7i>-4 

-^;u-\f^Vy- 1 -^;u) -7"h^>] - 1 H-^y 'J y-2-jy 

• imltim 5 . 0 0kg, x^y-Jb45L, 7k 3 0 L £;Fb^ U iI3fc~Fi£# 

L;#®^/c0 ;SttR5 0 0 g, 7X5 L£Jp^s M)MT 3 

Zfr^fco mB$3M%s 3^m)MTm^L^^7m^yh>J0A5 1 1 

g^7Xl. 5LCi§|lfcM^/lAL/c0 M)MT 3 O^MW^ 7X 1 0 

LiAim 4 o°c{«^-e;^ip^ 7K1 2 5 L-e 
2fc&Lfc„ £Sllifci:8 0°C-e|g'J:#L, 7- [4- (4-^>y [b] ^7 
x>-4 -^JU- 1 -^JU) -7" h^>] -1 H-^y'j>-

2-^>3. 76kg £?#fc0 

[0121] mbUtcl - [4- (4-^>7 [b] ^7i>-4-^Jb-\f.^=79J 

y- 1 --r;u) -7" K^ri>] -1 H-^pylJ>-2 -^>3. 2kg, X^ 

y—JU6 4L, 7X7 4 L, MM. 77kg^u ®S1£ ©M^$£II§!1 

Ltc.®.s (ISI: 8 4°C) 

o - 5 °C £ -e;^ip L tc&s 0 °C tc>&±p L/c25 %7XSHt^ K 'J "7 A 5 . 9 k 

g, 7X5 4 L ©}§&££# L&#£ 3 0#frttT3fcA U pHIOCDll^ 

*m$k[stco =£(D%s 20°C~30°CK^ 

L, 3<MC70tP^#L, @MlL/c„ %btltcmm^(D7)\st^)1?t£ 
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^msbtc0 

[0133] ttcs ±^mz^\ R (KB r) 

§Ui£0!J1 HI 7 K I R (KB r) hJU£ 

El 7 <t9 I R (KB r) hJL4i, /J&I&3 5 0 7 c m-

1, 2 9 3 6 c m-1, 2 8 1 2 cm-1, 1651 cm-1, 1 6 2 6 cm-1, 

1447cm-1, 1223cm"1 J&Zf 8 3 9 cm"1 

[0134] ±§E;fr;£Kc£ UiJ^3ft/c~7Kfi]^(£>^V>X^ hJU£>fJj£L/c 

o @8C77>X^^ Kv'U^^t'o @8C^tJ;9^ hJL4i 

% 1496cm-1, 1376cm-1, 1323cm-1, 1311cm-1 

, 12 8 6 cm"1, 1 2 2 3 c m-1, M'7 8 1 c m-1{^CM?:I«)/c 

o 

[0135] 16 5 6 cm-1, 1614cm-1, 15 6 3 c 

m-1, 1512cm-1, 1467cm-1, 1446cm-1, 1241cm-1 

, 1203cm-1, 1145cm-1, 1095cm-1, 1069cm-1, 9 

71cm-1, 822c m - M^CPM^S^/co 

[0136] £<Mc, ±§E^;£K<£UPi^ft/c=7M]^£ (AO ^ 

^®7K^>UJ£gg (C A — 1 0 0) tj-)U7 f >y *>*-)£££ 

u, 7K^M^)UJ^L/C0 tomm, 6. 74 
Mm%xh?tc0 

[0137] $m$l|3 (7- [4- (4-^>V r b 1 7 x > - 4 - -f )\s-

y>-i-^;u) -7"K^->] - 1 H-^y u >-2-^>7kffi^0ilM) 

7 - [4- (4-^>V [b] ft7i>-4 -^;U-1 -

-YJU) -7" h^>] -1 H-^py|J>-2 -^>5. 0 kg, y —JU 1 

0 0L, 7X1 1 5 L, D L f Lit 2 . 29kg^U 

L/ctt, (ISt: 8 2°C) 

o - 5 °C £ -e;^ip L /ctt, 1 °C lZ)%m L /CTKII^^- K'J^AI. 48kg, 

7k 1 3 5 L©;£^Cji#LWb^ 1 5 U p H 1 1 (DMSfa 

ZmgkLtco =£(D%s $52~5°C-e3 0|^Ji^L/c^, 4 5°CK^L, 4 
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mi i -oir-^x vnirf^«^iii£4W^ 

:iimo L ^coz o^nd?^a? 

000 L<=>##n#gf immm 0-yfl-£$§nwa;£ ( 
0o9 i) -LIM vni7Lir-^^x '600 

Lz -< n ^ — H L - [<^H A- cir>- L -ir> 
[q] AKW-P) -17] - L-m^ux imwM^m 

(0-Mcomm (i) Wi&%) +\m$t i>i0] 
°--/Q?II^OTdri3^h-UJ o ^ ^ 8 \-w 03^.6 vL-w o 0 Z. 0 

1 v L - w o 9 6 0 L \-W 0 9 3ll \-Wogi7ll \-wo£03L v 
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°^t^6>j L L -g r 

+ -H i - [<^H A- dry- i -<^v03-ir>- 17-<T££-£ [ 

q]^<v-i7) -17] -z.xn^®^5 vn^Ma^a££^risa|, 

°-yn o 3 1 s L ir- /- £x21<5 £ n (1 0 
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[q] „A<V-17) -17] - IT K2icr£^)z i@ 

31H £v*: (J a>0 a i :i2 i H n ̂ ni< r-i zMW* 
£v*: (J a>i) y i [me] 

°^Qs?l|^^-oqi/f[g]ri oe •ZZil^K v oS 'L2 v 

o2 'oz oi *6 L o 17 "17 L = 0s V?HH ^^Yummx^m v 

L Li 04^I1 L L °--n^ni£(i 

T2l¥^0ltlMI^ Ln^fii^^l°]^X^0^>f^--/^<5t^2lT v--/£ [EW0] 

(HL ' s ) 0 9 'L L '(HL 'z H S " 

6=r ' p) UJ d d o 8 'L ' (H L 'ZH9 "S=r ' P) UJ d d 6 9 ' 

L '(HL 'z H 8 ' L = T 'p)ujddLg • L ' (H L 'ZH17 "6 = 

T 'p) ujddgg • L ' (H L 'ZH8 "0 'ZH9 "S = T ' P P ) UJ 

dd6S 'L ' (H L ' z H 8 ' L= T 'ZH8 " L = T ' P P) UJ d d L 

Z " L '(HL 'z H 8 "0 'z H 8 ' L = T ' P P) UJ d d g 8 "9 '( 

HL 'z H S 'Z= C 'ZH17 "6=r 'PP) 08 "9 '(HL 'ZHS 
mZ=r ' p) UJ d d o 8 "9 ' (H L 'ZHS "6=r ' P) UJ d d 6 2 

"9 ' (H2 'z H £ "9=r '1) ujddgo 'p '(H17 'w) ujdd 

SO "£ (H 17 ' UJ ) UJ d d L 9 'z ' (HZ 'z H L ' L=T ' 1) w 

dd^^ ~z ' (HZ ' z H £ "9 = r 'ZHS ' L = T ' 1 1) UJ d d o 

8 'L '(HZ ' z H L ' L= T ' z H £ " L = T ' 1 1) UJ d d £ 9 [ 

v?i (SI/MI '9p-osiAia) IH IAIN-H L 'n^T4^-io L 
HI °4^-io Li^ (SIAII '9p-osiAia) IH IAIN-H L °~I 

nriL MWM%y IAI N - H iComm-m^mxnT izmi 
°~m% e L s 

9Wi<^-2-<fi^-H L- (ir>- L-<^Voq 
-ir>- 17-<T^^^ [q] _fr] _ L xn 
?ia0o0 8 °-n®i9 o^nd?^<a¥a 
0 i7<=»##n#gn 17 -3* 0-^^Mosi^i 
§pyn 1 UJ 017 3 B 9 • L 8 vc- rn 2 £$ 
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ft7i>-4 —r— \f.^=jVy- 1 —r-7"h^:>] - IH-^p; 

I R (K B r) )$££2 9 4 1 c m-1 

, 28 1 8cm-1, 1 6 5 5 cm-1, 1 6 24 cm-1, 1 449cm-1, 1 

2 2 1 cm-1, RXf8 3 3 c m -1 £§;!!#)/cQ 

[0145] 3±^mz^vmmzntcmymvykftmfezm&mztmmo 
f5felZ£ y>il^L/c0 %btltc^7^ty(D7^m^ 0. O4ii0/0^9fc 

o 

[0146] <mmm> 
it-sty (i) -?mty m&mixmtcibo 

s jkmtsty (i) m&ty, 
Xs Tmz^t&mMmvyzMmMzmmttce its 
ty ( I ) ~7mtys JkmtSty ( I ) m&tyl*. gi2~6^m«L/c 

m) 
(Laser Diffraction Particle Siz 

e Analyzer S A L D - 3 0 0 0 J X&S A L D - 3 1 0 0) KTfr 

•otco &fc\ 1 m L^, it-Sty ( I ) —7%%\ty1f 1 0 8 m g ©#lj£--e#£*l 

itSty ( I ) mWXte 1 0 0 m g#3;tl£o 

[0147] • *0'J =I-JU400 ($0 M<D V ? p zf-jU 

4 0 0) 

•i^t^h'J^A (Jfc) m 

• <j >m=7my K u ^A • ~7mty ($o m) 
• 'J ymm~i- K >J 0 A • +-7Kffi^ (AO ii) 
• (7^ u VJU^- K 8 

0) (sa m) mo)#*) vjK-hso) 
• DL-^^Z> mmm m) m 

)\y (B AS F V^J^y ($0 M(DP I u r o n i c F 6 8) 

• 7km.ity K >J o A mmm m) m 
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• yji/tf K-JU (fflftfefcHii! ($0 MOD (-) 

• t) ^JUizJUU — Xi~ h 'J 0 A (Hercules Chemical Co., Ltd. 

Mo 
Sodium carboxymethyL ceLLuLose) 

• m) M) 
[0M8] m 

mmmomm) 
tf'J x^b>?''J P-JU4 0 0 (8 64 0mg)% 'J 

;^>X^b> (1 6 0) TfsiJJJris 7°Pt°b> (3 0) ^'Jp-JU (3 0 

Omg) N h 'J ^ A (1 2 000m g) N (7 5 0 

m g ) N IJ K 'J 0 A • (2 2 6 m g ) N 'J yM^KM— 

•f h 'J 0 A • (1 7 6 m g ) N 'J VJl/*— K 8 0 (9 0m 

g) 5 0 0mLtf'-^-(:j][]i/co 2 4 0 m L L 

£56§IL/c^C, 'J 

% MCV-B1 61 F, / u J * ̂  < «> o ($0 m) 

y (poLyethersuLfone) (PES) 7'i,JU-$7 — (MiLLipore Express PLUS hi 

gh f Low rateN 7 3mm/0. 2 2|xm, SCGP U11 R E N 

y ($0 U) <? >) -y^y^fa-z? j jut-izmMtsi 

UtS® (I) |*M3 0 0 0 0mgij]|U -Zm^TWiML 

, £ <b (C, P E S7 < t/c 1 Xtt5 N^bt h 'J ^A^S 

lNT p H ̂ Wllzm^Ltco txi; 'J y ̂ -izxmbtitcm^o^m^M^ L 

s ^©-SP (0. 5 m L) Z&WLtco HPLC^JCcfcy^tl (D ©#•£ 

>UJ^ itS® ( I ) )fj£tf100 mg/mUZtj:Z£?lz&&mMZTm&Ltco 

[0149] tom, /UTJU (0 2 3 X 3 5, Pg1 3mm, (Jfc) ) 

iZftmbs ^-h^U-7'11 (1 2 1 °CN 2 0£)£^\ >itM£iJ£*§/c 

o &fc\ ?# ^ tl/c>ElM^iJ© pH(i6. 5 4tfe^fc„ 

[0150] t#^tl/c>ElM^iJ^©^^ (I) (&) 



WO 2013/161830 42 PCT/JP2013/061950 

PfrM(D \y— If— (Laser Diffract io 

n Particle Size Analyzer SALD-3000JX 

liSALD —3 1 0 OKCcfcyfrofco 

mwt u 

L/Co Ltco ) itS® (I 
) mM%(Dm%-)'K%tL=FmZ^ o. 4 8 0Mm^y, (I) 

0 U £ JFM L T IN £ £ £ tfmmv $ /Co 
[0151] ^MI2 (TK'fefe^^ll^rffilN/c'fb^ (I) 

•i) /EMM^I^BIPIM) 
Ibiir^ (I) M7k®izKjiritS® (I) =7km%i$:R^fczt, R&* 

- h? Is-y&LiMZtJt)tZfr-otcZt, 1 

%mn^%tc0 ^fc\ mbtitcmmnov H&7. OSx&?tc0 
[0152] t#^tl/c>E|^lJ^®^b^ (I) 

1 i:ii^©^tcj;y)ii^L/co its® (i) 9 

. 819 fMmxfov, its® (i) -7m®mtL=Fi?m%kt, 
tfWMt $ tco 

[0153] RXf^m (tfcbt> 

s §£>EtM$iJ£>flJ5£) 
[0154] 



[9910] 

iaao9 vx^cnoS 
vqs K*zMW^ V-19£ °y]ffiM% (02OT vqs K*zMWm 

mm^^tcozmcDXi i* (*z\\mm 
s (o 2mmm mmm^-i 

nii:nuj/6iuo L v>^?ian w/6 UJ g ^MV<J fi HV-1#0 

iMin^^ v (qsn«¥) Kw 
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mm mm a 4 -fim* 
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99Z '0 99A'0 • «TO CH fi 

9 Ot Y6 CH 4-^m 
8*82 8*82 0 0 Mf— c Ci//<1z£X fi& 
801 — (i) 

— 001 mm (i) 
ZMWM iimm ¥W (§U1) ¥W 

um 
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im.21 

%J3 (mg) %J3 2 a 2 b 2 c 
(I) 108 108 108 

#UX?l^>i7?U3-Jl/4 0 0 - 28.8 28.8 
10 5 10 

U 7KS~t h 'J 0.756 0.756 0.756 
U h 'J ^b, • +^7kftt( 0.588 0.588 0.588 
Ji?u h8 0 0.3 0.3 0.3 

2.5 2.5 2.5 
#W+yXfl/> (16 0) ^iJ^"+->7°Dh!l/> 
(3 0) if Un-Jk 1 1 1 

HM 
ffiWfflTK iSS 
PH 7.0 
:£lt 1 ml 

(eor/iM, Rf) 0.72 0.67 0.78 
Bfrifctt (60t:/iM) O O O 

mm, wi) 
-h®/1 #3fiHS 

4.4 5.0 4.9 mm, wi) 
-h®/1 #3fiHS 9.8 10.3 8.9 

(BOt/lM, Mm) 
±.wvm.^, -rwL/zwtk"? 

3.9 3.8 4.2 (BOt/lM, Mm) 
±.wvm.^, -rwL/zwtk"? 10.3 10.4 10.8 

( 6 0 °C/ 1 MN Rf) j §Ei6 3 tl£ lit& 

mmnzmmmzQ o°c-ei 
1 t L/C0l©;±j^©i^^ 

(Dt (60°C/1M if, 6 0°Ce 1 inT^WLtcZt^sto 

) 

ttc, (6o°c/i M) j mizmmo roj ^ 
sot, 6 0°c-ei 
WftfflLLT;&£(Df&MifelZm?t£Z.t%7F?o 

[0156] jiMi3 en 

t *c ^-)[/iz)\yU — 7V^:#M (1 5000mg) UN 3 0 0 m L If 

-tl-lZl}U7Ltc0 >ittffl7k£1 2 0mL;lj]OU (OMNI TH, 

OMNI International) 5 0 °CtCT;#$?3 "&/c0 VJUtf V~ 

)[/ (7 5 0 0 Om g) N {) >lt~ 7kH± K 'J ^ A • ~ (1 1 7 m g ) 

s Rtf# 'J VJIs^— h 8 0 (1 5 0 m g ) 3 0 0 m L If— t — td 
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? 'J (/<>(*? 'j-y<y 

MCV-B 1 6 1 FN VO, SUX*T4 VO ($0 M) 

T'PES (poLyethersuLfone) ~?<)\//?— (MiLLipore Express PLUS high f 

Low rate, 73mm/0. 2 2 ^ m, SCGP U11 RE, 

(flO M) *MLtzo -J5s \x\ o 

m L0p< Xy^>XZ\(DWW.£. VtZs KtC<£ UMSMH 

P T F E (poLytetraf LuoroethyLene) 7 4Jls$— (MiLLex (lliii^ill 

) FGO. 2 25mm, 0*$'J*°:P (Jfc) ) 

^77X30I1ML/CO L/c^Jt 

SsJl/% P E S 7 -f Jls$ — £3. L/c;#)StCjP^.N +^C;Fbp'L/co 0 x) — y< 

y^nxnmttcitS® (I) Mfc® (1 62 1 5 m g ) £3 £ KgsjbD U 

P ES7<^-^II5tfc1tUli5 N7KI^b^" h 'J p H 

?:^7(:llLfco yy-lzr&mZMfcU (0. 5 m 

L) £m&Lfco HPLC;£^J;<0 itS® ( I ) ©#M£>IJ^ <b^$l ( I ) 

©)lJ£tf, 100 mg/mL^/d:^d;9^>E|tffl7K^T#M;&PML/co &fc\ 

tl/c>ElM^ij0 p H&6. 9 5-Cfeofco 

[0157] S/c, >itM£lJ*0Mbl=r^ ( I ) 1 £|W|*§0 

^;£KJ;U)IJJ£L/CO its® ( I ) my^®(D^mtL^mt 13. 2 3 7 ^ 
m-efeUs fb-n-^a (i) 

<h ^ssn-e $ tzo 
[0158] ^MI4 (I) 

•S/EMSg^yc^BMiSg) 

its® (i) i7jcttcftit, its® (i) m 
Mm3tmmoj5%X}3iMmMtkmtc0 t#bti/catMsy©pH^7 
. 0 6Xh-otco 

[0159] %tc, mmm^oits® (i) tmm 
(Dumz&vmfeLtco its® (i) -7Km®(D^mi^mt 8. 025 
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Atm-e&kK itS®} (I) JFMLT^ 

ifW-MX $ tc o 

[0160] 

"To 

[0161] [H3] 

M^"S (mg) 
^SM4 

itsm (i) Mim 100 — 
K&m (i) — 108 
v;i/Lii—)v 50 45 

xy h U OA 10 10 
IJ h U OA • — 7jcfcl#j 0. 78 0.624 
U h U OA • +zi7KfPtl - 2.148 

0.3 0.8 
#u y;w^-h 8 o 1 1 

HJ «^A 31* iSS 
&Wffl7K mm mm 
±M 1 mL 1 mL 

&fc\ ^»iJ4^M^iwi«a)^;i-ei^Li&L (^»j4b) N zbizm 

0l^N 0. 8 m g/mLT'li^<> 0. 6mg/ 

mL (^»iJ4a) Xtt 1 . Omg/mL (M4c) tC^HL, ^tlJU 

^0^ti|W|«^LT>ElM^J^I^L/co ^©i4©J:9ftl 

SO (^4a, 4 b, RXfA-c) %mMLtc0 ZblZ, ^MJ4a, 4 b 

, 4c(:oiNt, 60°C-ei 

o Ztcs 

tC^-To 

[0162] 
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[^4] 

(mg) 
4 a 4 b 4 c 

{b-H ( I ) ^7jcft#| 108 108 108 
v;i/t*i—;i/ 45 45 45 

h u ^A 10 10 10 
'J MJ "^A • — 7jc^D% 0.624 0.624 0.624 
'J h 'J ^7 A • +-7j<fttl 2.148 2.148 2.148 
£ja#»^>>W 0.6 0.8 1 
#'JVM-b8 0 1 1 1 
7K^b± h U ^A Silt 
ffiWffl* JSB 
PH 7.0 

1 mL 
3HR14 (eOt/lM, RFft) 0.64 0.80 0.73 

(60t7lM) O O o 
mm, ^ rA 3.9 3.8 3.7 mm, ^ 

2 & 8.0 7.6 7.5 

(60'C/lM, Mm) 
1 & 4.3 4.4 4.4 

(60'C/lM, Mm) 
2 ik 11.9 11.6 11.6 

^tpCDMCDt'd.M.tes ^2 MINTED [stcCD £ H *§"£•&£<> 

[0163] ZtzZblZ, ^MJ1 (^MJ 

1 aW3a) ^tle>©¥*H*Smi£)lJ£ LtztZ.^ »$iJ 1 a tt¥*U-

5 . 0 /x m, %tf 10. 3|im^y, ^ »J 3 a 

9/im, ¥«|iWl 5. 1 Atm-e&ofco 

[0164] jgflffiflll 5 

<b£-$i (i) -fb^ (i) —? 

^JJ^i^yS'Jl'O. 3 m g/m (C/<>'yJl'7JHl-JU Omg 

/mL^^^CLfci* ^»J3,f|W|«^LT, 

L/CO ^m±%mmz-&vz>itsty (D 
9Mm"eSil'J, W-M—WftLT&te 2. 3 fMmXfo-otco -fb"^ 

tl ( I ) -?mty(D%t=f1fsmk U £JFM LT ̂ £ d £ 7^5611-e $ 

/c„ ^§£>EtM£iJ£^T-4 0ttML/c<>: £3, 

#-cl£<t £©SKS&icpo/c„ 

[0165] litlMH 1 7kZf 2 

^MJ1 ~4JC33^Tli^^tL^b^tl ( I ) mimXttitSty ( I ) -
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25mg/kg©|il;\ Mfe. 

=7*j h®T§If5^>Ett Ltco ( I ) (D^Wir^WmOtc 

SblZ, tiR)fcV-y7o)\s%:&5-/&0. 2 5, 1, 3, 6, 9, 14, 2 1 Rtf2 

8 0||«IXU M^lZSttZibGytl (I) 

[0166] ii ¥ 

t^]lfll^}I^-0l^7oP7 7 HM 4 [Z^mn31kXf4rZmWkLtz 
mmm £ L tzmmm bntz, ¥*uifti*}ij£ -mm^uy 7 
o M 1 3 1 4 <£ U» ( I ) WktyJkZl— 

'M<tt)2 8 0tt, -fb^rt (D 

i$-fofr-otz0 u&W2 (m 4) 
mmm4(Diksty en 

•fr-otz0 

[0167] I&IMH3 

3RXf4t LXmML tz „ 

[0168] [H5] 

«f* (mg) 
mmm B 

(i) M?m 100 — 

(I) H7.Rfrl$J — 108 
V)Vldb—)V 50 50 

U±JUa-Xi~ h U OA 10 10 
u b u OA • r.7jant/ 0.78 0. 78 

1 0.8 
8 0 1 1 

7jC^b^bU^7A il* (pH7^ ii* (pH7 

jis 5i* 
1 mL 1 mL 

^ btcs JUT©^6 
B) i!2 0 1 2-2 3 2 9 5 8^&*g©^MJK§B*63*l£:&£KT 
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m&Ltco ) && 

s mMtel O Om LCDX^-Jlz-efjofco 

[0169] [H6] 

(mg) 
iti^JA tbWJB 

ib-o-ti (i) 100 — 

Ib-o^ (i) ziTKfn#) — 108 
h— )V 41. 6 41. 6 

h u «^A 8.32 8.32 
'J 7K^i- H J ^ A • ^7K^P% 0.78 0.624 
imik* h u ^ A iHS (pH7 JIM (pH7 

aitffl7jc 31M mm 
^:M 1 mL 1 mL 

fit, A $. £/ B M OHC hb$$$|] AMB?:, (I) 2 5mg 

/k g0|lt\ h®TiII5^^>EltL/co ( I ) 

(DMtpmr&Wmotclsb^ 2 5, 1, 3, 6, 

9, 1 4N 2 1, 2 8 0||^}SIXU lfil4nc£tt£{b£-t] ( I ) ®>fJt 

&fc\ tbMA&zfB©;f l^'Jf atti^iJfciu -fb^t 

[0170] m 1 5 tCt#£ft/ci^Jil£^7'fbLT^-to i1 5fr£>, its®} (I) X 

& ̂  ® tktfftfe® m<D-%ffi.=? *Mf& uxv/^i) (DmmMz & n 

Abti* lo, 

[0171] M,IMH 4 

J^T©^7 (^»JC~^»IJF) %s mmm2t 
|W|^tc L TlMII^ Lfco 

[0172] 
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[0185] [H14] 

F68f F68, F68, F68, F68, F68, 
Omg 0.1 mg 0.3mg 1 mg 3mg 10mg 

PS80(-), PEG(-) CUMJy'J-Xl b b a a a a 
PS80(+), PEG(-) imfatiiw-zi b a a a a a 
PS80(-), PEG(+) C^JS0"JHV'J-^] a a a a a a 
PS80(+), PEG(+) [||ji&#]Gy,J-;0 a a a a a a 
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