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l!^ ̂  ̂  ̂ ^ «1 SSt-SSE] o>X) B.7} ^-frS 
$MI «H 2^ t-

71^^-6> 
[1] £ T°r I']1 'f t!" *fh Fi masartan) ^ 

5]EStSSHl°H H.(Hydrochlorothiazide)# ^"-n^l-Tr "^Ml't}-^] ^b^t 

^ 

«11^7l^ 
[2] ^ 7M 2]^ ̂ 3^1- ^1 5 c5T>7l $\f§ 7flH-^l II 

$M(^^ 10-1058284). #7l 5t]P>#^ 
2-n-^-l-5-^ *11 tE] ̂ .7>s £<5} Tifl 1-6-TI,1 ̂ -3-[[2,-(1H--Ell^^-5-°^] 
511 ^-4-°^]^111] ̂ ^^^-4(3^-^^-5., 7l#^ 
til^BHj= o]^; C27H30N7OS°1 JI, ^-7}^ 501.65^14. 

oil X] 3j P^lg; Z]-^§- ^KriUfS- -#^-^1 7} A] -fir^l JI $1^-. 
[3] 5E^ ^1 o}7] Jll <£ *] 5 -g- y§ 7 ̂  £] ~ 

6-tSS-3,4-^l H-5.-2H-l,2,4-feEl oj-u] oj-xl _7_7^oj-^ H-1,1-^ 4AM 
S-°14. 's ̂ 3 ^1 "cr C7H8C1N304S201 al, 297.74°] 

[4] 4>7l 5i\ P}#^ 4=--$; ARB 711 1^1 ̂ 1-4 °1 Ml °] ^1 H5.1-5.5.E] o}7] HS] 
yfl^-^lS.7>ull«a-2] X]g_d\] ^3 Jr^ 

9X°], ARBTH^S] ^1-4 oj^^o] ̂ l3=5.#5.5.E]o]-xlHl-^j^^l 
^ #7-7} ^ ^ ¥ ^1"# 

5^^711 yfl^>7l ^]7} $1^4. 
[5] H O.S ̂  7} 3. ̂  £ ̂ HsrH ^ E^ %> 7$ -f, ̂  &$] 

1"^ °11 *11 ^^ °1M- ^ 7J ^ ̂>ofl 7y TgsjQ ^ p].^-^-o. ^H(bulk) 
^ ̂ (tap)^S.7> til^^j \£o} til^o] 

#3- 9.M. 01^1- ^o] -§-^5| ̂ r^SLS. 9^ 5L^^7}(Uigh Speed 
Mixer) °11^i ^>7ll € % -f, ^°] *11 -T- °1 ̂ 4. 5&^, 5^BM4 
^lH5.#5.5.Elo]-xlH.Sl ^^-yj^-o] rrf^ i0^ ol^^ol7> $X°] 
^7}x] ^^Sl fj-^o] TllS^ *11-^ <^31^ <£°]t±. 

[6] ^ 7-11 7-11 SI- ̂ 1 -f 3Zf Sl 51#Si a] 7^^ 71-J!, 511 ^ 
^lH5.#5.5.Elo]-xlH.Sl %S§ ^l\i 
^1^ s^l-oi ̂ -^TIHI 

[7] [^«37l#-S-^] 
[8] [^-S-^] 
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[9] 10-1058284Jl 
[10] 

4*11 
[11] £ ns] <*, o] O] ^ 

-g-tWi- % ̂ 1H5.#5.5.E]O]-X1H, ns] <*, o] O] 
f-fr^Rr ^1^ *ll^°-5.*) 4^1^112] 

^rA^9l 
^°1 ^1H5.#5.5.E]O]-X1H2] <9*11 S^l-

^ IL$] ^l^Rr ̂  ̂  #4. 
[12] 

4*11 <T& 
[13] £ 1^ £ si 4##, ̂ 1 °-S- ^ -g-7]-^^ zi2l <*, o] o] ^ 

-M^l" % ̂ iHS-^S-S-Hlo^lH, ̂ 1^ §l-g-7>^^ ZI21 <*, O] o] 
^1- s^r-Msl-l-;^ 

[14] 25°C°T| *\ 20 mPa-s tfl 7] 1,000 mPa-s^l ^ £1- ^ tM 1" 5.^}^ 
^*11 ^#4. 

[15] 25°C°T| *\ 20 mPa-s ifl *1 1,000 mPa-s^l $ £1- q-Ej-ifl ^ # 
af)-^ ̂ 1^ 2:^ib£r 7>^14. o]^ Aj-7] 
S^P}#^ W ^lH5.#5.5.Elo]-xlH2l w <£$•& ^1^ 
S^l-Sl ^1^1- 71-^1-711 Z>\v\t ti4 411^711 ^21 ̂  5£ir x]3-
JL41- 44^ €4. 

[16] #7i 
If-5] °11^^1ii-sl#6000, oHHit-i-jS.i^, 
7>4A] Tijl ig ̂ 31-S.^.i, ̂ 1 H^AI H*11H ̂ 1-5.^-i, 
^iH^Al 2S||!§.<£ ̂  °XHHH*1-711^ 
^iH^Al 1-5.^-i, ̂ iH^Al ss.€*llli€ 1-5.^-i ̂  
#sltil^sl^sl^o_s. °1^# ̂ -6\]X\ ^ins]^ §1-4 o]sfr$\ 

af-^Rr iffj ̂ 9.M. 
[17] ^7l ̂  SLS. §1 -g-7^# <* £ 21 <%<$ 711 °H 4-g-Sl ir # 

<W #<H W, M-Hf- ^ ^-^-5- *11^ "T"7] °] ̂"r ^, 
91#, W-^, ^ ^ *11 

^71^^, oHlHtf, Hsl #^5.oi-^lH^>, A1EHA>; 

^2:^1:, ^r^S^l:, TiNlS.^, HS-Sl^:^!:, n31^^]:, 
^Sl#A>; ^ = 7^34-1= SA>; 

o}isl-5H^>, o}i32ti^, 7^^>, wl-^^^>, ̂ >ol3=S 
Tf3^>, 42.#, Bj-SBj-2# O-S Z\]2:$. -^71#^, 
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°11##$#, #####, p-##<^###, ̂  = 5£# 
#H##### # *11^# #### #sl#, # = 7l#, #oj# o.^ 
*11 s# #^li#>0^ ^ H^i#oi-#;Hi^l###, #5.^#, si5i#,iii#5} 
#°-S *11^# ##°^ #°1 $1°-#, <i7l# oj# o^dl $]f§£L ^o^ 
^1V] ## Si ##7> #^§ £l # % # #M 4. 

[18] # #^ °11 ## sl ###5] #### H###, °1 ###, ####, ####, 
-$-### #11 # $1 °-# ##^]#7ll# ####11 # 9.M. 

[19] ##^] #711 # #7l #*11 #^j 2^s§ ## si ### ## #### ̂  
<51 H5.#5.5.El o}^l Hi- a## # $1#. 

[20] #7] #*11 #*] 2:S§ ## JI^ *11 *11 <£ # $1 , °1 # ̂  7-11, ^Tll, #*11, # ̂  *11, 
^ #7-11 #°1 *1, ##^] #711 # ̂  Til ^1 ^ £11 ^ # $1#. o] &1 # 5L^ *11 *11 # 
# #^5] S^#^ ^<^51 ## o]#o] olll- #^*11, ##7-11, 
#§il *-ii, #i3] *-ii, ##*-ii, ti#*n, 3.^ 7-ii a# 7-ii <H ^ #*il # a## # 
$1 , #^113 °-S# ##, ###, SJE#^ 5j, c}f}x\ t# #ei oil # 5Jl#sl #, 
^l###^# <^##1-5..$-# #H## #til#, 

### #3, #####, #5.^1 H- ##, 
^U] ##### 5)1 Ol H, #n^il ##### 511 °1 H, ^ ##H#, 
#ZZ#]#^El]#5-l]o] ^El]ol-^#; #e#-11 # H5-###Sl#, 
#H##, 1-51 til ^o#-1lEllolHH!#lolH, WJ1#, #=####, ###, 
W^l##, ## 5£# 7-11 o] #°1 *!"§-€ # $1#. 

[21] #7] ^ *11 # ## 5E# ##S## 1- a### *115. # #51 ̂  J£# 
3 ## 7-115- 3J% ^ #^ €# ^ ̂  # $1 , 3 ## ^ #;§ 
5£# ##^§ O-S. # # $1#. 5£# 3 ## #«^ O-S ^ ol #^ # ̂  ̂  # 
# ## O-S ##^ t§ # ##^ J£# ifl ̂  ̂  # 2:S§ o] #^ 2] # O-S 

sl ## #^1 ̂  ̂  # 9XSLVi, ##^i #TII# #^ ^ 3.^ a#l- # $1#. 
[22] # #^ # Si P>##, #*11 #^j §1 #7]-## US] ^ ,o] ol 5£# 

#*11## % ^1H5.#5.5.H1O1-^1H, #*11#^iL5. §l#7l-## Z151 <*,°]$] 
### 5£# #*11### #### #### 7-11^## #711; 

[23] ##7-1171- #§1151 <H 25°C°11 *\ 20 mPa-s ifl^1 1,000 mPa-s^l ^ £# ##^# 
##^°11 #### ###^ #^## 7-11^## #711; ^ 

[24] #^ ## #### #^ # 7-11 ^## #711 # a###, Si ###, #*11 J5-5. 
§l#7l-##Zl5l ^,oloi ###j£##Pll##^,^lH-5.#5.5.Elol-xlH, 
#7-11#^] O-S. §l#7l-## US] ^#121 ### J£# #^11### #### 
#*11#^] S^#5] *11Til###. 

[25] #7l #7-11#^] S^## ##7-111- ^*11# 5£# oil## #51 #PH1 #°i 
##^°11 SlP>##, #*H#^j §l#7l-##Zl5l o]ol 
5E# #*11## % ^1H5.#5.5.H1O1-^1H, #*ll#^iL5. §l#7l-##Zl5l 
°1 5] ### 3#r #*11####§1#1?1 #el# ̂ ^#^#^1^011 ol ^ 
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[26] #7] ^*31^ ^5^, ^o^l oj-; 

If-s] °11^^1ii-s]#6000, ^1^^-1-5.^.^, °3ll[itll-S-.$.i, 
Tijl ig ̂ 31-S.^.i, ̂ 1 Til] ig ̂ 31-S.^.i, 

^IH^ISSlltSii ?§-<£ 7 91^, 4^*1 
1-S.^.i, w 

#5^1 ̂ #51^5. °l^f-<H*l ^-6\]X\ ^I3]£]ir ^HS- o]#$\ 
af-^Rr iffj ̂  9.M. 

[27] 25°C°3l *\ 20 mPa-s ^1 *1 1,000 mPa-s^] ^ £1- ^ £ 25°C°3l *| 
-M ir 3%(w/w) *fl*l 25%(w/w)^I 

1-5.^-i 5£^ He]ti]^3l#e]$^; sfsf^ -g-^H ^ 
$1 °-^l, ̂ ^Ml^ 3%(w/w) *fl*l 15%(w/w)^I *1^5. 

s^lll-S_$.i(Klucel-ELF/Ashland); 3%(w/w) *fl*l 10%(w/w)^I 
s^lll-S._$.i(Klucel-LF/Ashland); 3%(w/w) *fl*l 

15%(w/w)£l H^^ i!IIS-$L^(HPMC 2910/Methocel); 5£^ 
10%(w/w) *fl*l 25%(w/w)^I #3] «1 ^s]#s]$(Kollidon 30/BASF)^: 
_£L oil ol ^ ol r± o —i a. >A UT-

[28] *3l2^ ir °1 25°C°3H ^S.7> 20 mPa-s ifl*l 1,000 mPa-sl-
7}^\t\-m o]^ ̂ -71 

^ §lH5.#5.5.E]o]-xlH5] !§-•& ^*31^ 
^121- 7>^^-7il ^M, M -T-^ 431^1 ^3 

JL41- €4. 
[29] ^715] *312^^, 
[30] #7] 4 ̂  1-# ^ ̂  ^ eJ Til S^ #^1; 
[31] ^ ̂ 1-^1 |7Hlf ^7>3H ^SRr ̂ 731; ^ 
[32] sj AJ-7] ̂  ̂ *112 cirRr #7%1- ^ $i4. 
[33] £ °3l tys. #7] ^*11 2^ 1-^r f" A1 13 A1 tfl 

^l97fl^^l ^*31*3151^1^ f^l^l ttfe]-
5% ^r $1 °-^l, ̂ ^Ml^ ̂ tflS$^^>(RSD)7> 

4.0% °1 ifl <11 ^ 9.M. 
[34] #7] ^*31 2^ 1-^r 5L^ *11 *11 °2 7 91°-^ , °1 ̂  ̂  *11, ?M1, 4H1, 4^ *31, 

7$ ^-°1 af-^l ̂ ^-Til ̂^lsl^Bfl^^r 9M. °12^ •& Ji^ *31 *31 ̂  
^ ̂ 21 2^1-031 ^<^51 <*]#$] ^7>*31 il- ^-^*31, 
-g-§11 *-31, #13] *-31, ^*31, £Li^f*3l, *-31 5£ir *-31 ^ U*# ̂  7>*il 1- SL^-1 ̂  
9X°-v\, ^ ^4^1, S5^1 ̂ , °BM °}, 1-sl 03115Jl^el #, 
Tifll^il-5.^, 0311^11-5.^-i, ^til^3, 

#3,^s.°]H 
±1^ ^-el-fl^511 °1 H, ]] #51-^1^n °1 H, ̂  Sl-M-Hf-, 
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^E1]O]-S_A]-5 ^1^1#, 

5£^r *1111 4-g-€ ^ 9.M. 
[35] #7] ^ *11 ̂  ̂  ̂  T$<g3.^ 1- 3^ *115. 3J% ^ #5] ̂  5£^ 

3 ̂  3^ *11S 5L<% •& 5L<% ^ J5-S ̂  7 9l°-v1, ̂  ̂  
*1 5E^ 1- ̂  9.M. 5E^ ^ ̂  ̂  2:S§ o] 
^-^^11" # #°1" °-S- ^ ̂  4#^ 5&^r ifl ̂  ̂  o] 

$1^, wl-^^^l^rM-^ ^ 3^^ 
a W ̂  9.M. 

[36] #7] 51 y§ ̂  Bj-^g oil 3 W ̂ £°H, 4^*1 ̂ l ~ 7 Kp o] ̂  7 
9.M. 

[37] #7] ^*11 2^s§ 1-^r -g-S.7> ^g £l ̂ 1 o}4 5}Til ̂  
jil^ls-g-H ̂  9.M. 

[38] 5E^ £ H"^ £ Si 4#^:, ̂ 1 ^-S. §1 -g-71-^^ ZL$\ <*, ol 2] 5£ir 
-M^l" % ^lH5.#5.5.Blol-^lH, ̂ 1^ §l-g-7>^^ ZL21 <*, ol 21 
^1- s^r-Msl-l-;^ 

[39] 25°C°T| *\ 20 mPa-s ifl *1 1,000 mPa-s^l $ £1- q-Ej-ifl ̂  1- Sfs^ 
<9*11^ 2^1-21 ̂ o^l- Jll^2l *15. H0>^^ *11 

[40] 

JL4 
[41] £ oil tW Si ^1 H5.#5.5.El o}xl Hi- cirRr 1-^r Jill 

^l^^Tll ^|^2l oil U" 5&^ *1S- JL4-1-
[42] 5E^ £ oil n}^, -5"^ ̂  21 <H ^^"°1 SS7fl £l ^1 ^o> 

W^61 #*1 ̂  *K## ̂  §lH5.#5.5.Elol-xlH 4^-*il*ilo11 
20 mPa-s ifl*l 1,000 mPa-s^l ^5.1- £ 1^21 
-f^r^ ̂  ^ ̂ £51 1-s] 3 S1P>^ ^ 
<51 H5.#5.5.El o}xl H 4^1 *111- *112f ^ 9.M. 

[43] 

^All- M 
[44] ol ^ A] ol] 1- ¥§11 £ 1^ ̂  ̂  ̂  ̂ 4. #, ̂ >7l 2] ^ A] oil ̂  ̂  1^ ̂  

i^l ^ °i. ^, ̂  5] ifl-g-o] §>7l 2] ^^1 ol] °11 51 ̂ r>o^ ^ S)^ 

[45] <^^lil> 
[46] ^>7l a loll 7l *11 ̂  ̂  w- ^ 4-g-^l-^ siv}^ ̂  ̂sl-l- ̂  

^lH5.#5.5.Blol-^lHl- Sf-csrRr ^*H1" *H2^>^4. W ̂ H^i" 
132.02 mg, ^1 H5.#5.5.El o}xl H 12.50 mg, ̂  ̂sfl" 112.48 mg, 
^1 ̂ g €1-5.^.^ 23.50 mg ̂  22.50 mg^ 2^-^> 



WO 2014/003305 

6 

PCT/KR2013/003734 

Agitator lOOrpm ^ Chopper 200rpmP-:.J- JJ1-1!!:7] SM-5C, 
^5. 

§1 H-'f A] j£ J.13J] ^ 1-5. o_i(Klucel-ELF/Ashland) 2.00 mg-B: ^ -3- 24.0 mg4 
^ *11 22.0 mgS] °11 °! ^l^l ̂ 7^}jl, 2^-^> Agitator 
200rpm V1! Chopper 2000rpmP-:.J- J-^r J1-1!!:7] SM-5C, xl] if- -'f1 'f cll)^1"°:] 

4^1-# 400C01H 
^ ̂ 0>PLS. ^ ̂ 1-# ^ ̂ 1-^1 22.50 
mg4 A> 4.50 mg-i: ^7>3H 

20kN^] ^^SLS. S]P>^ zjsg- ^ 
^1H5.#5.5.H]O]-^1H7> fj-ff-^1 *112^4. 4^# HPMC based 
OpadryS 3*g W ̂ ^-1" ̂  

[47] <^H 2> 
[48] *}7] a 12] ^ A] 0)1 2°11 7} ^1 S$ & ̂  Al-g--^ ^ -§r *11 2] §>JI 4>7l 

*ZX\ oil 14 Ho^P-S- ^ 
^lH5.#5.5.Hlol-^lHl- ^Tlll- *112^^4. 

[49] <^H 3> 
[50] ^>7l a 121 #x\ oil 3°T| 7l *11 £ -*$ £ ̂  ^ -i: *11 ̂  #7} 

^A] ol] 14 ̂ ^jP-S- Ho^P-S ^ 
^lH5.#5.5.Hlol-^lHl- ^Tlll- *112^^4. 

[51] [S 1] 
[52] 
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1 *UH 2 3 

132.02 mg 132.02 mg 132.02 mg 

§1H.S.#S.S.E]O}^1H 12.50 rag 12.50 mg 12.50 mg 

112.48 mg 110.48 nig 108.48 mg 

pl 23.50 mg 23.50 mg 23.50 mg 

HS.^?} 3.103.2. i4Hf- 22.50 mg 22.50 mg 22.50 mg 

^SL 
§1A] 4lr3-.£-i 

(Klucel-ELF/Ashland) 
2.00 mg 4.00 mg 6.00 mg 

1M 24.0 mg 24.0 mg 24.0 mg 

22.0 mg 22.0 mg 22.0 mg 

3.3.^7}= 22.50 mg 22.50 mg 22.50 mg 

itlKa.-*} p}ni|^ 4.50 mg 4.50 mg 4.50 mg 

[53] <^H 4> 
[54] ^>7l a 25] A] A] cfl 4^1 7l *1] € ^ ^ 4-g-^ ^ 7]] 2] #7] 

A] A] oj] 132]- A]^A] ^ 

[55] <^H 5> 
[56] ^>7l a 25] A]A] ofl 50]] 7] 7]] £ S§ £ ̂  $ -i- *)] 2] §>JI AJ-7] 

A] A] ofl 14 A]^A] %-<£•& ^ 
^]H5.#5.5.H]o]-^lHl- ^7]]!- 7]]S§>^4. 

[57] [5.2] 
[58] 
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^A]&|] 4 4AH 5 

w-f-
5X)P}#^ zj;-§- 444# 132.02 rag 132.02 mg 

§1 ̂ S-1-S.S.E] 4*1 s 12.50 mg 12.50 mg 

fr4 44# 112.48 mg 110.48 mg 

v]^s£%3-^ 23.50 mg 23.50 mg 

a.3.^4^14H# 22.50 mg 22.50 mg 

(Klucel-LF/Ashland) 2.00 mg 4.00 mg 

°1144 24.0 mg 24.0 mg 

-^^14 22.0 mg 22.0 mg 

3S.i?}=|S2 4Bfl- 22.50 mg 22.50 mg 

i 314^4 4^114 4.50 mg 4.50 mg 

[59] <44i6> 
[60] 44 a 35] 44 0)1 6°ll 7] 4 4 4 4 4 444 444 44 44 4^ 44 

44 i 14 44^] 444 «ct^SLS. 4444 44 4444 4 
4HS.#5.S.E]O]-XIH.I- a44^ 444 4^444. 

[61] <^4i 7> 
[62] 44 a 34 44 i 7°ll 4 4 4 44 4 444 444 44 44 4JI #7] 

44 c)i 14* 44^1 ¥44 4^ 4444 4# 4444 4 
4H-S.4S.S-444S-1- a44¥ 441- 4^444. 

[63] <44i8> 
[64] 44 a 34 44 i 8°T| 4 44 44 4 444 444 44 44 4^ 471 

44 c)i 14* 44^] 444 4^5- 4444 44 4444 4 
4HS-#SS-Blount- a44^ 444 4^444. 

[65] [5.3] 
[66] 
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^A]o^l 6 7 8 

3] P}^E]- Z}--||- -*[-^3)-§r 132.02 mg 132.02 mg 132.02 mg 

12.50 mg 12.50 mg 12.50 mg 

=r« 112.48 mg 110.48 mg 108.48 mg 

23.50 mg 23.50 mg 23.50 mg 

asi?}2 M-Hil 22.50 mg 22.50 mg 22.50 mg 

•SiH^-A] sg.1 ol] 1 
(Methocel E5/Dow Chemical) 2.00 mg 4.00 mg 6.00 mg 

1M 24.0 mg 24.0 mg 24.0 mg 

22.0 mg 22.0 mg 22.0 mg 

a£i7}=|ss I4B# 22.50 mg 22.50 mg 22.50 mg 

4.50 mg 4.50 mg 4.50 mg 

[67] <^X|a|l9> 
[68] s 45] #X\ 90II 7l *fl ̂ 1 ^ ^ # *fl 5] -tf 7l 

*zx\ o]] 14 o.s sl^BM W #^1- ̂  
^lH5.#5.5.E]o]-xlHl- Sf-cjRr ^*111-

[69] <^H 10> 
[70] ^>7l a 45] # X\ 0)1 10011 7l 711 ^1 s§ & ̂  Al-g--^ ^ -i; *fl 5] ̂ [51 #7] 

i 14 s^BM W ^ 
®1HS.#5.5.H1OI-^IHI- af-^Rr ^*111- *112^^4. 

[71] <^H 11> 
[72] ^>7l s 45] #X\ oil 11 °H 7l *11 € ^ ^ -I: *115] is}5L #7] 

i 14 %-<£•& s^BM W ^ 
®1HS.#5.5.H1OI-^IHI- af-^Rr ^*111- *112^^4. 

[73] [S 4] 
[74] 
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^X\6\] 9 4W1 10 11 

132.02 mg 132.02 mg 132.02 mg 

«1 j^E] o}*l c 12.50 mg 12.50 mg 12.50 mg 

-fr# ^5[# 108.48 mg 106.48 mg 104.48 mg 

23.50 mg 23.50 mg 23.50 mg 

33.^71-1}E|- 22.50 mg 22.50 mg 22.50 mg 

#5] H]^ 2) -g-5]^-
(Rol1idon 30/BASF) 6.00 mg 8.00 mg 10.00 mg 

24.0 mg 24.0 mg 24.0 mg 

^*11^ 22.0 mg 22.0 mg 22.0 mg 

4H# 22.50 mg 22.50 mg 22.50 mg 

>iE|o]-eA]; n>nt)l^ 4.50 mg 4.50 mg 4.50 mg 

[75] <Bl5lil> 
[76] ^>7l s 55] ti] 5Z ol] 1 ol] 71 ^ ^ ^ 7-11 ^ 42L #7] 

^A] on 14 ^ sl^BM it-t 4^41- ̂  
^1H5.#5.5.E]OI-^IHI- ^7-111-

[77] <-al5li2> 
[78] ^>7l a 55] til 5Z oil 2011 71 7fl £ -S £ ̂  W# 4^ ̂  ̂  ^ 4^ #71 

A]x\ oil 14 sl4441- ̂  
^lH5.#5.5.Elol-^lHl- ^Tlll- *112^^4. 

[79] <W]5I^l3> 
[80] ^>7l s 55] til 5Zoil 3°11 71 7fl £ -S £ ̂  W# 4^ ̂  ̂  Til 2] §}51 #7] 

^X\ oil 14 4^ sl 4## 4f" 4441" ̂  
^1HS.#S.S.BIO}XIH.I- atj-^ ̂*111- *112:4314. 

[81] [S 5] 
[82] 
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Wljaefl 1 «1 jaofl 2 v]3L<% 3 

£W 
132.02 mg 132.02 mg 132.02 mg 

§1^5i^^^E)ol-AlH 12.50 mg 12.50 mg 12.50 mg 

-H-# 106.48 mg 104.48 mg 108.48 mg 

23.50 mg 23.50 mg 23.50 mg 

asi?}2 Tgs.2: 4Bf 22.50 mg 22.50 mg 22.50 mg 

§1S.^-A] 5.^1! «3JL^ 
(K1uce1-ELF/Ash1 and) 

8.00 mg 10.00 mg -

JL^SL 
«1 A] 

(Klucel-LF/Ashland) 
- 6.00 mg 

24.0 mg 24.0 mg 24.0 mg 

^*11^ 22.0 mg 22.0 mg 22.0 mg 

3.S.^7]-edlS.2. 4Bf- 22.50 mg 22.50 mg 22.50 mg 

4.50 mg 4.50 mg 4.50 mg 

[83] <Bl5li4> 
[84] ^>7l s 65] ti] oil 4°11 71 *1] £ ̂  ^ *115] 5L #7] 

A]X\ ofl 14 A]^*] O.^ ^ ^ 
4H-5.#5.5.E]ol-xlHl- Sf-cjRr ^*111- *112^^4. 

[85] <"B]35Lcfl 5> 
[86] ^>7l S 65] til 5Z ofl 5o]l 7l *11 £ ̂  w- W ^ *112] JI 4>7l 

A]A] ofl 14 A]^A] O.S °-S- sl*BM W ^ 
^1H5.#5.5.EIOI-XIH# ^*111- *112^^4. 

[87] <ti]57^6> 
[88] ^>7l s 65] til 5Z o)l 6^1 7l *11 € ^ ^ 4-g-^ $ ̂  *112] H}jL #71 

A]X\ 0)1 14 A]^A] O.^ Hj-Hl 4P>^ AT-^^- w 

^lH5.#5.5.Elol-xlH# S^Rr ̂ *111- *112^4. 
[89] [S 6] 
[90] 
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V)Mo\) 4 ti]57o|) 5 Hi 32 ofl 6 

5X) #f- ^5)-# 132.02 rag 132.02 mg 132.02 mg 

SlHS-l-S-SB] 12.50 mg 12.50 mg 12.50 mg 

^ ̂3*«- 106.48 mg 112.48 mg 110.48 mg 

23.50 mg 23.50 mg 23.50 mg 

3£i?}Sl£S 22.50 mg 22.50 mg 22.50 mg 

§| cs.Ai n 3.^ 1 €1"^-$-^ 
(HPMC 2910/Methocel) 8.00 rag - -

f-HlH]^5Xl§5lS. 
(Kollidon 30/BASF) - 2.00 mg 4.00 mg 

24.0 mg 24.0 mg 24.0 mg 

3*0^ 22.0 mg 22.0 mg 22.0 mg 

3^8°?-

22.50 mg 22.50 mg 22.50 mg 

4.50 mg 4.50 mg 4.50 mg 

[91] <ti| 32<^] 7> 
[92] ^>7l g.l$]V]5Zi 7<^1 7l *fl ̂  ̂  ̂ 4-g-^ ^}3L #7] 

ofl 14 ^s|-l- ̂  
^lHS.#5.5.^o}xlHl- Sfj-^Rr ^l# 

[93] <ti]57^]8> 
[94] ^}7l a is] til ill oil 8^1 71 *11 ^ s§ £ ̂  # *114 cj}3L #7] 

^A] oil 14 ^S|-l- ̂  
^lHS.#5.5.Blol-^lHl- SU^Rr ̂ l# *112^^4. 

[95] <U] 32 9> 
[96] ^>7l a 7^1 til ill oil 9011 71 *11 ^ s§ £ ̂  # *114 §}3L #7] 

^A] oil 14 S^BM z^ ̂ S|-l- ̂  
<5iHS-#s-S-£io}.xiHt- au-^Rr ^l# *112^^4. 

[97] [S 7] 

[98] 
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V)5L°\] 7 Hi Sofl 8 wlHofl 9 

132.02 mg 132.02 mg 132.02 mg 

12.50 mg 12.50 mg 12.50 mg 

M =rW 106.48 mg 112.48 mg 110.48 mg 

23.50 mg 23.50 mg 23.50 mg 

HS-^i-efe^ i4sf- 22.50 mg 22.50 mg 22.50 mg 

jL^IS 
§1 S^-A] 

(Klucel-LF/Ashland) 
8.00 mg 10.00 mg -

tf\ ̂ A] M«H1 14#s.^ 
(HPMC 2910/Methocel) - - 10.00 mg 

°11^ 24.0 mg 24.0 mg 24.0 mg 

22.0 mg 22.0 mg 22.0 mg 

M-Bf- 22.50 mg 22.50 mg 22.50 mg 

i3HsA]. p}nifl<# 4.50 mg 4.50 mg 4.50 mg 

[99] 1> ^ i4€- A]^ 
[100] ^Alofl 1 tfl^l 11 ^ tl] jac^l 1 tfl^] 90]] Al-g-^ A]-^^ 

#-& 25°C°T|A-| ^]5l7]](Fungilab/Viscobasic-L)# A]~g-§]-ct] 4. Al^ 

[101] [5. 8] 
[102] 
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4jUH 1 2 3 ^i 4 5 6 ^Ali 7 

^E-CmPa.s) 20 140 480 80 640 30 230 

8 9 41*1 i io ^A)i il H]Hi 1 ul Hi 2 Hi Hi 3 

^S(mPa.s) 650 26 31 39 1110 2210 1930 

alni 4 Hi jSLofl 5 H]Hi 6 «1 Hail 7 Hi Hi 8 Hi Hi 9 

^S-(mPa.s) 1640 7 12 - - -

[103] #7] it 8°1H "&1—¥A1—S^it#Sj^-i(Klucel-LF/Ashland)^• 
^1-<5]]5| 13.0% ^S.^1 17.4% iiloil 7, 8)°1H^ 

*112; A] 7-^\7} 7\^ -S-*il7> *H2# 
§lcSAlsS53Till^^31-S.o_i^ -^-51 21.7% °2 ^-^(tilia^l 9) 

*112 7.1 i£fb ̂ -714 £-*fl7> *112# £ 
X\^ ^JZHI rife]-, ^^Sl -g-3fls|^l til57^1 7 ifl^l 9^r ol^^lHl 
4-g-^>7i g&i}. 

[104] 2> #^1-^ 
*]•% 

[105] ^ ̂51-1-4 ̂ lH5-#5-SElol-xlH5l 
3) 3 *11 # %• 10 ^°ll ̂  ^ #1 •& ^ *fl 1- HPLCt- ol -g-^H 

-*1"?# ^3^4. HPLC^l ^27d^S9, ^ ̂ H^l 
2*11 S 10°11 7l*fl£lol X\i$ s U6\) 71 *fl£] o] 
9XSLV1 F^r HTT ^lHS#5.5.Elol-xlHl-

[106] [5. 9] 
[107] 
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Xterra C18(5 microns, 250 * 4.6 mm) 

7171 Detection 260 nm 

Temperature 40 "C 

Buffer Run time 16 min 

oliHh Injection 20 uL 

Flow rate 1.0 mL/min 

Sample Temp. 25 °C 

MeOH 

0.01M <?]^^g^(pH2.5) 

Buffer : Acetonitrile = 60 : 40 

[a 10] 

3^3] 2,4 

A. ^-^1- 66.0 mgi Wb tf-g- 13 #1^" 
4^*11^ 10 mL 

30^# ^5] 
50 mL v/f 60 mL 

20M i^S-4 ^5} 
B. 12.5 mgi *11 W& <$-§- #)ig-

100 mL v/f 
100 mL v/f 

5 mL* 
A, B z)- 5 mL*}^ 1 <-°l^^-

i <-°l'§-^ 200 mL v/f 
200 mL v/f 

[110] [5. 11] 
[111] 
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-a *H I 41 *H 2 4H6! 3 ^Ali 4 ^A]i 5 ^A]i 6 

F(%) H(%) F(%) H(ft) F(%) H(%) F(%) H(%) F(%) H(« 0 

6 

F(%) H(%) 

^3 97.2 96.9 100.3 97.9 99.5 99.1 98.6 97.2 99.2 98 

0 

6 99.6 98.1 

RSD 2.93 3.43 3.17 3.04 1.76 1.34 2.29 2.36 3.18 3.05 2.49 2,42 

-a*H 7 -M*li 8 ^Ali 9 4i4i io ^A| i ii 

F(ft) H(%) F(ft) H(%) F(%) H(%) F(%) H(%) F(%) IK*) 

•^3 98.3 97.4 99.1 97.7 100.1 98.7 98.1 97 

2. 

.8 99.4 98.3 

RSD 3.03 2.96 2.24 2.01 3.14 2.76 2.34 

97 

2. 87 3.34 3.07 

4 Hi 1 4 Hi 2 «1 Hi 3 «1 Hi 4 Hi Hi 5 Hi Hi 6 

F(%) H(%) F(%) H(%) F(%) H(%) F(%) H(%) F(%) H(%) F(%) H(%) 

97.1 95.4 97.4 96.3 98.3 97.5 109.4 98.6 99.9 98.8 98.9 98.3 

RSD 9.21 9.47 10.58 10.55 15.87 14.95 12.02 13.53 3.35 3.25 3.17 3.38 

[112] #7] S lH4 ̂  44 £ol, 1,000 mPa-s 4 ̂  ̂S.1- ̂  44^ 
4¥4 4^1 i 1 44 114 «l3ai 5 44 6-c- 4tfl3.^44(RSD)7l-4.0% °14°11 

4JL4^4. 444 1,000 mPa-s o]#$] 4^ 
44^# 4-§-4 til32.i 1 ifl*l 4-cr 4tflSlr44(RSD)7l-9.21 44 15.87%S 
3711 4^3 4W44°1 4^ 4 ̂  4534. #4 4^ ̂ jzj-oll 44, 
-£44^4 4444 4^4^- 4 §lHS#5.SE]ol-xlH4 4 ¥^41"^, 
1,000 mPa-s 4 44 4H# 4^- 44^ 4¥4 ̂  ^ 4W44 4 -T4^4^T 
444 "T- 5^°-4, 44^ 444444- 25°C°H4 -g-^ll ir 4.3%(w/w) 44 
13.0%(w/w)4 4^|£ 4 ZV4 A] j£ J,13J] 44^ o_^(Klucel-ELF/Ashland); 
4.3%(w/w) 44 8.7%(w/w)4 
4H44HS441"S^i(Klucel-LF/Ashland);4.3%(w/w) 44 13.0%(w/w)4 
4^-44HS-4444l"S-_$.i(HPMC 2910/Methocel); 5£^ 13.0%(w/w) 44 
21.7%(w/w)4 #4 4 44#4^(Kollidon 30/BASF)4 4444 444 4 
$1534. 

[113] <4^1 3> 4444 ̂ #4^-1-^ 4HS#SS444H7}4-ft-4 
4;§2] ^51 4^ 

[114] 4444 44 4444 4 4^5-45-5-444^-71- 444 44^ 51^44 
4 4 ̂  £ 4 4 4 44 4 20kN^-S 4^ 44 4 444. 4 444 44 



WO 2014/003305 

17 

PCT/KR2013/003734 

y§ £7]- sj £ 7 ifl *1 8 Kp-cr 5] <H 6> , % S.7> 7 Kp °1 H <H *1 ̂  3.^ ̂  
^ ̂  *117> 7fl *1 7~\ 4 °1 ^*11^ <2# ^ &4. ̂  £ *1 % 44^ 
a 12°ll 7l*flS|ol ^4. 

[115] [S. 12] 

3*11 4^1i 1 4^1 i 2 43 *H 3 •eAHl 4 €*H 5 €*li 6 
^S-^S-CKp) 7.1 8.6 10.7 8.1 11.9 7.5 

3*11 7 -H*H 8 ^Ali 9 10 11 

^^§51(Kp) 8.6 11.7 7.2 7.1 7.6 

3*11 Hi Hi 1 ; Hi 2 H]Hi 3 Hi Hi 4 Hi Hi 5 Hi Hi 6 

^5^£(Kp) 12.3 13.7 13.5 13.3 3.4 4.7 

[117] #71 S 12°IH ^ ̂  ̂o], 20 mPa-s ^1 ̂  ̂ £1-^ 4-g-^ 
^1 Hi 5 ^ til J7^1 6^1 ^£7f3.4 Kp ^ 4.7 KpS. W2|^®fl 

^S-l- 7>^-i: #7] ^ ̂^Hl rrfel-, ̂ ^2] 
^ ^ ̂ lH5.#5.5.Blol-^lH7> 3^\7] 

A-1^,20 mPa-s ^1 ̂ 2] ^S.# ̂  4-g-*H <=>> 7 Kp o]s$-$] 
^S.1- Ttir 4^*11*1111- ^ 9.1^ 

[118] 
dl-§-7>^ 

[119] £ 1HM1 s^}#^ §lHS.#5.S.Hlol-^lHl: H-f^Rr 2^1-^ M 
411^711 ^1^21 ojlHj-JE^AlaMt 

[120] SE^^l^l ^V°l 3.S-7K £1*1 go} 
W^61 #*1 ̂  ^ ̂ lH5.#5.S.Hlol-^ls 4^1^011 $X°] 
20 mPa-s tfl^l 1,000 mPa-s^l ^5.1-

^1 H5.#S5.El o}xl H *111- *112f ^ 9.M. 
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3^41 
1] sl ^ -g-7>^-?!: H2] ^, oj 2] ^5)-!- 5£^ 

ZI2] <*,o]S] 5£^ -g-pflsl-i-; ^ 
25°C°1H 20 mPa-s 1,000 mPa-sS] ^5.1- ^tNl" 
Sf-^Rr ^*ll«H 2^1*. 

[^ 2] *1111M1 &<H *1, ̂ 7l ^^-*)1 ̂  ̂ 1H-S-A]55.1 ̂ jj 

ol^^l 5-°lH ^^£1^ o]#$] 
^*11 2^1-. 

[^ 3] *1111M1 91°)*], #7] ^=*11 2Ag !-£ f-WHA] <§ A] 
^-tflS$^^>(RSD)7>4.0% °H°J ̂ *ll«H 2Agl-. 

[^4] *1111M1 91'°)*1, #7] <$$] 2Ag!-£ ^*11 ^ Bfl ^*11 
:^1". 

[% T-tfr 5] *1141M1 $X°)A\, ^-71 *11 ir ^ 3^ SL^-SKr ^*fl 
2Agir. 

[^ ̂  6] *115^1 91'°) *1, ^7l 2] ^ 7 Kp °1 #0] ̂  ̂  
2Agir. 

[^ ̂  7] *11 llMl &<H *1, #7] ^*11 2Ag 1-^r jit ̂*1 3--%-9l 
^*11 2^1-. 

[^ ̂ u- 8] si ^=*11 ^ -g-71-^^: O.S] <*, °] 2} ^sfir 5£^ 
% ^1H5.#5.5.E]O]-X1H, §l-g-7>^^ 

ZLS] <*, o] 2j -g-Tiflsl-1-# f-ff-csrRr ^^-1-# 
*H2csrRr ^711; 
^ ̂-^-117> -g-^FI Si ^ 25°C°1H 20 mPa-s ifl*l 1,000 mPa-s2} ^5.1 

#7] 4^1"# *H2*Kr 
^1;^ 
^7l 4^1-i: H-fr^ 4^-i: *112^- #7111-
S^BM, ̂ *)1*H^-S ̂ l-g-71-^^ O.S] ol2] 5£ir 

% ̂ 1H5.#5.5.E]O]-X1H, §l-g-7>^^ 
Z12] o]2] ^5fl- 5£^ -g-pfls|-i-i: H-fr^ ̂ *11^ 
2Agl-2] *11 

[^^^-9] *118^1 91°)*], 
#7] 4^1-# ̂  ^ ̂ 1-# *11 #711; 
#7} ^ ̂ -i-i ^7>*111- ^7HrH ^^^-i-i: *112:^ ^711; 
Til 

^7l Aj-7] Til^7111- Cl 



WO 2014/003305 

19 

PCT/KR2013/003734 

^*ll«H 7-^^. 
^ 10] *1181M1 $1<H *1, #7] ^^-*11 ̂  ̂ 1A] s ^ 

ol^^l 5-°lH ^Hs. <*]#$] SL^R 
*11 

[^ ̂ U- 11] *11 81M1 9X°)A\, #7} ^*11 l-^r f" W^ A] <§ A] 
^tflS$#^>(RSD)7>4.0% °NeJ T^H^. 

12] *1181M1 #7l M-^5] 7 Kp^l^o] 
13] *fl8lMl &M*1, #7l ^*ll«H 2^1-gr 5L*g<#x\3.-%-<& 

*11 
[^ 14] 7-1181J- ^ *1 *11 131J- ir °) ~ -& 1M1 vtys. *)lo_^. *11 

^*11. 


