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71^^* 6> 
£ ¥1- TrSfl^ Jil-sl^ 
^^^l *11 °11 $ °1 i}. 

*11371^ 
-H-lb^l^r -^-4i-cr ^7]^j 4B]] TZ\ oj- |f jsL^H 5} ̂ -|r iL^^i^(Clostridium 

botulinum)£] -#S] ̂ H] H -£1^ -*f|5.°ll -^°1-5) J^iS. 
*1*1-1- 1-^°1 

3] ®1] -^" 9;! "v 7c] A]~'c! (cervical dystonia), 9t l'] 'o1 tl( blepharospasm), 
uf9"1"Jcr(hyperhidrosis), A]-A] (strabismus), °] ^Hr^achalasia), "M -o1 

(neurogenic bladder), "lie"/] f! #Hurologic disease), ^-r"-^-(migraine) -"o1 -1 
^ §1] 4-g-S] 31 $M. o) £\ ^ ̂ .±^. ̂ ^1 ̂  ̂  

4-g-§>ji §1^ ^H^l JI 9X^ ^^^-^1(^)71-
$14. 
^ JL41- ^ JI^l S^l ^-i: 7^ES 

-g-7H ^-T- ^^-7>-g-7l ifl^H #^^1 

9.1^-E-S. Ojl- ^ ̂  1-^S.A-l ^5]-Till- %7}^± €-S-7> 9.M. 
«i7fl Jil-Sl^ aT ̂ f ^(albumin), ^5]-^(gellatin)°l 

4-g-^l^ 9~M. -g-7H ufl ^ 5£ir Sj*H 

1-^5] 7H^§H 2]«fl <g^v\-£r tfl^il^H 
^4. ne^M-, ^i- -fi-Eflsl ^:^^oi7l ̂ d\] ^6B o-5]j o] 
^ €*fl ^ #*113 91 #<$ 4 ^ ̂  ̂  °1 9.M. , ¥#5.^ -fr^W 

%S§^r£4L X\ 7] 7] ^ ̂51-71171-^^4. 
°14 *112009-0005963JlS 

#£°ll A\ ^71 # <£$ S§ S.O] ̂  iL^Sl ̂  ̂ ±, ̂  Hi ^ 1-Sl #yfl Ol H 
20 sT afl-^ S-#Sl^ ̂ Sl ̂ 1^ 711^1^ «> 9.M. 
^2^4,^71 01^ ^^-i: 
^1^1717H1^^-Sl7> $1^4. 

7l#^ a*Ml 
^ ̂  ̂ °1 3-^r°\} *\ 2] ^ 91$ ̂  °1 ^7l # 4 ̂ £l ̂  ii#Sl ̂  

4*11 ^ 
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44 4 ^ *11 *11 ir 4 4 5£^ 444 4 4 ^-44 4 4^4 44 4 4 
4444 44 44°-4, JI4444 S-444 4^4 444 444 
4444444 444 444- 44 S-444 4^4 44, 
4 4, 44 4 Jl44 ̂ 444 ̂  4 451 4 4 4 4 51 44 4 44 4 44 44 , 
44 4444 444 S-444 4^4 ̂ 44^444 44444-
444, 4 44 4 1) ^-44 4 ̂ •±^, 2) 44 44 4 H; 3) 44-$-4; 4 4) ^ T^-

45?4 4 44 s|-^-l-S 4444 4°-5-44 44 444 444 
S444 4444 444^444 4444. 
^4 £4 
4 444 44 S-444 4^4 444^444 S-444 4^4 ^-4, 44, 

^44 444 4 44 Ji4^444^^-444 4^4 444 444^4 
44 4 47144 4 4 4 4 4444. 
^4 ̂ 4# 4tb ̂ 4 IN 
4 444 44 S-444 4^4 444^444 4^4 44 444 S444 

l) ̂ -44 ̂  44i; 2) 44 #4 4 H; 4 3) 4 4 -$-4 4 4 444 4 4^4 4) 
4, 4 4^4 4 44 4445. 4444 4°-5.44 444 44 444 
3L444 44 44—5. 44. 
44 444 444 S-444 4^4 444^44 °-5. 4444 4 S-444 

s.^o] 44444 44 444 Ji444^ 44444 44 444 
44. l) ̂ -44 4 44i; 2) 44 44 4 H; 4 3) 4 4 -$-44 S444 ̂4 44 
444s4 4444 4444, 44 445. 4444 44£ 44 444 
JI4444 4444 444444,4444 44^-44 4 
444^444 44 444 Ji444^ ̂-444 4^4 444 444 ̂4 
444 4444 ̂ -4 444 5&4 44444. 
4 444 44 444^444 S444 S-444 4^4 #5.^444 

-S-44it (Clostridium botulinum)SL5L^-'&] 444 44 4 44. 4 444 44 
444S444 ̂ 444^444 4^4 444 444 44 44 
545-44 44 4 444 4,44 4 °-5. 4 44 3- 44 444 444 4 44. 
4 444 44 444^444 S444 S-444 4^4 S-444 
45-44 (Serotype) A, B, c, D, E, F, 4 GS 44 4 444 4 4 5.4 4 4 4 
44. S-444 4^4 4444 4 4444 444 45.44 (Serotype) A, B, C, 
D, E, F, G5. 4444. 5-4 45-444 ^-44 4 4^4 44^44444 
4JL44444 444444 444 444^-5.4 4444^44 4444, 
444 45.444 44 4444 44 4 4 444 451, 4444 44 
444 4 44 4^-5. 444 44. 
44, #5.^S444 S-444 44444 444 4^4444 444 4 
S-444 44i 4444 S-444 4444 444 M 4 S-J:44 
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4 4^4 ̂(Hemagglutinin) 4^4 4 «1 4 4444 4 
444 4f^lt ̂ 44^ *3444. 4 ^1 44 444^1 5f5]ir 
^-4^14 44i4 4f^]Sl- 4^44 4444 ̂  314 4444 ̂  ̂ Bfl-& 
5-4 ̂ 44 4 $14. 4f^]Sl- 4^44 44 ̂ 4°ll 44 ̂ -4^14 4^4 
44 °1 <3 44 44 44 4. 

[15] 4 4^°ll 44^-4^14 4^4 444^1*11^ ^4 4^47114 
44^. #5] #4 o] (Polysorbate)TT *] °1 44 Til 444 *11 S-4 4 4 5E4 
^1444°H4 4444 44°14. 4^#4°lH4 ̂ £.±r 

nffi] 4444 7l§°.S-45l#4olH20,40,60, 80 5E4 100<^1 
$14. 4 4^°ll 44 ̂ 4^14 4^4 ̂ I:?lS*ll*H^ °14 
444^1 Bl-S. ^-444. ̂ 7] 4^1 #4 ^4^14 44i 100 44 4 0.01 
44 2mgJ5-5. S44 4 $14. 471 ̂ 4 44 ̂  4, 44 °144 Jl4°H4£ 
^-4^14 4^4 44 °1 444 4^3444444 
$14. 

[16] 44, 4^47114 ^4<y ^40.^ =-^4 4^4T11S-4 
444°14 4444 ^1-^ 4^44 tfl44°i *>-§-€4. 471 
4 4-$-44 S-444 4^ 10044 4 0.01 44 lOmg^-5- S44 4 $14. 471 
^4 44 ̂ 4,44 °144 Jl4°114£ ^-4^4 4^4 Ir^o] 
°H 4 $7] 44 ̂ -4 4^3 4 4 44 1" 4 $14. 

[17] 4 4^°ll 44 S-444 4^4 ̂ 44^*11*11^ 71^4 dnsfr *H*H4-^. 
Till El SL^.3\- 44 #4 °1 H 4 °H ^7H 4 4 °-S-4 4) 4, 4 4^4 5£ir °1 £ 
4444 o| H. 44 SL444. 

[18] 4(sugar)4 al44(niacromoleclue)4 \!4<] (tlenaturation)4 JiLiL44 -ylP--''-
$j4. £ ̂ oll rrf^ 444^1 *H 444 4 $14 4°-S^ °H1 

*11444 44 °H4, H5j] (trehalose), 43.:5LiiLi(sucrose), 
4£-$L—(maltose), H^jS-SLi(fluctose), 4 s! 5^-$-—(lapinose), 4£-$-—(lactose), 
5E4 44S-$-i(glucose) 4°1 ^4. AJ-7] O. ^^ ̂  ̂ .± 10Q 0.1 
44 50mgJ5-S S44 4 $14. ^7l ^4 ^ -T", ^ °1^4 ul^r^l^S. 

lr^°l -rr4€ ^4 4 ̂3-71 ̂ >4 
$14. 

[19] 4 ̂ ^^(sugar alcohol)^ ^^o1-0! 4 ^4°114 5L&z}^ 
^4471JI, 4*^ 444^^1 -fr-g-4 4^-5. $14. ̂  4^°11 4^ 
^^4^7-11*11011 A}-g-^i ^ ̂  4 ta^Sir ololl *il^£lir 4^ 4^4, 
4°1 H4(cylodextrin), \'41 ihmannitol), ^(sorbitol), 
s"^14#(glycerol), 4 &^1-s(xylitol) 5£^ °114^(inositol) ^f^l $14. 4"7l 4 

ii#5l^ 4^ ioo 444 o.i 44 50mg^-S a4€ ̂  $14.471 
^4 44 ̂ 4,4^ °144 JI4°114£ 4^4 44°1 444 ̂ 4 
°>4 4 47144 ^-4 4^ 4 4 44 4 4 $14. 
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[20] °l^r 5}(ionic compound)-^ (salt) S'ITT (buffer) 

^--g-^4. £ <1 ̂  ̂ # ̂ 7H 2} ^ <& JI, 511- ^7H 7] JI -g-^ Oj 
nsiq-, ul^s.2] i^_o] 7] 

o]g- 5^-i-^: o]6\] *11^£]^ °HM-, 
°:! S]-L] ^iHs()dium chloride), ?! Hsodium phosphate), 

if (ammonium phosphate), % is\ ' 'f -Li] 1 f (magnes i u m sulfate), 
^-(sodium acetate), y\ ^M^-iHsodium lactate), 

-^4—^(sodium succinate), 5.5.S] ^(sodium propionate) S'ITT 
%k^k(potassium phosphate) -§-|r ^o1"7! °1£" if1a"ir^r 

^± 100-^^^-0.1 lOmgO-S ^ 9.M. <%7] ^ 
-fM€ 

[21] 
^ yfl<£1-^^ 7-11^^4. 

-g-^^-5-^-Bl s.^ 4^1- ̂  

4^|S ̂ 1^4. 4^11 ^ -g-<53Hl 
-g-^fl^l-ul •§"'s ?i2:(freeze drying) 0}^ -Qj-^-i; 7\ ̂  ^ ̂ -4i2] 
^^2:Til7-1171- 7-11^4. 

ik^2\ ^*11- M 
[22] ^ ̂  4 ol $ ^ ̂ , ZLZ\ 5L ZL7j\^ Tsts§ ̂  ̂  £ 4M1 ̂ l ̂#^1 

91^ ^*1 i^^^ ?A°14. o.&[M- £ ̂ £ o]§1-011 x\ 
7^151^ ^*H1#°11 %o] <>}t|5l- ^| 
7A °H , #*1 £ ̂ *1 i £ 1^ S] 711 *17} ^-3-, £ ̂  °] 
^Rr 7l# ^H-i: 7}$. *Hl?fl l±v^ Wl" 
^31^71 $\f§ Tll^Slir ig^oll ^^1€ 

[23] 
[24] <^*1 ojl 1> ^-1"^ ̂  ^?iS7-ll *11 Si *11^ 
[25] £1^31 ti#el^^4i^^?iS7-il7-ilir TJiiEl o_\i 

#Sl#ti110lH5l-, "% 5£^ ^ °^SL^r ^/5£ir 

[26] 
[27] (Jit- el ̂  ^ *1 ̂ ) 
[28] ^.1-21 ^Sl ^ #^21 7)4-G.£. 

^.1-21#^21 P>^LD50a^ 4-r-i *14^-5-
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30s °11-
^ -g-^S- -g-sfl ^ 2.5 LD50ILN §11 ^Rr Si ̂  34^121 

47oHl ^I-SH 24sl °1#°1 *1*H1 °11" ^-T- °lt- <?P3^01 *1^4^ 
°-^l, °11- °1-211^ a°11 *1^4^-1-5. 4-T-^ 

4^-#°l 50% lr^°l ^^-5- 5g7l-€ ^r 
$14. 

[29] 
[30] 
[31] 4^-21-^ol ^]Al^4. ̂  2 w>ol c^-o1!! ^Sl^°^2.8mL^ 

Z|zi- 7>«H <^7H 4.4mLf #|«H 1.45 mL°ll ^ ̂  
IS. ̂ 4. 14 4.4mLf ^21^°^ 1.45 mL°ll "4^r ^ 25. 

^4. °-S8Sl ul C^T}. ̂ 6B 3W-B1 
% <5]] 6^12] ^ ~r"7l]7}- 17~22g2] P}^i (CD1, °^A)°11 ^^44 104^14 
47cH 4^1^-0.1 mL^i 4^-3^ ̂ *14##^ Probit^ 
¥711 4-T-^LDso-ir^H ^71-1-^^^4. 

[32] 
[33] <^H 2> Jil-sl^^M o>^s|-*il2l ̂  
[34] (1) Tifl Hi i\l3l-#Sl#HflolE 2:^-2] 
[35] ^211 "t^^l^-l-sl^-^21 cpg^l^l 

#sl#tiflolE2l S^H1*1 I-i: ̂ 11"^ $l^r ^sMl t-

[36] a 1 
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[Table 1] 

44- 444 ̂ 4 30s S-4^ 

#4#44H 
20(mg/mL) 

S-i-44 
-''r j"-(unit/mL 
) 

4:4 4-4 (-^s.) 44#(%) 

2 100 - 0 

HSA (5mg/mL) 100 

L-44-^-4 (20mM) 100 

L-4^44 (50mM) 0 

4^44 (lOmM) 0 

4:4 s" (50mg/mL) 0 

s.ti] |f- (50mg/mL) 0 

r3S5.i (50mg/mL) 0 

4£-^-— (50mg/mL) 0 

[38] 4"4 4 ^4-5.^-4 Till El _$.\i4 H4 #4 O] E 204 HSA^l-
#4 #4 4 H 204 tfl 4 "i: ^ 9X$r 4:4 *115. 4 71-4 534". 

[39] 4-^s, 4:444 s 414 4 4-$-44 #4 #44^204 
^44 4 44-^-4 4 #4 #44^204 444 444 4^ ̂ -#4^ 
^•±$] 4:44 4^4. 

[40] 5 2i 30s S-4 4 44-^-4 4 H4 #44^204 444^^4444 
^-#4^ 4^4 4:44 44 44(44#(%))t- 44453^, a 34 604 S-4 
4 44-^-4 4 #4 #44^204 444^^4444 ̂ -#4^ 4^4 
444 44 44(44"l-(%))t- 44-4534-. 44 444 S-i-4^ ̂  44 
^41-44 ^#4^ 4^4 ̂ -54r ioo44/mL4534. 

[41] a 2 
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[Table 2] 

o -»- E] o_\i(mM) o -»-

1 5 10 25 50 75 100 

H20 
(mg/mL) 

0.1 100 100 80 100 100 100 100 
H20 
(mg/mL) 

0.5 100 100 80 100 100 100 100 H20 
(mg/mL) 

2.5 100 100 100 100 100 100 100 

H20 
(mg/mL) 

10 100 100 100 100 100 100 100 

H20 
(mg/mL) 

20 100 100 100 100 100 100 100 

H20 
(mg/mL) 

25 80 100 100 80 80 100 100 

53 
[Table 3] 

ic-rr O -»- ^1E] o_\i(mM) ic-rr O -»-

1 5 10 25 50 75 100 

H20 
(mg/mL) 

0.1 100 100 80 100 100 80 100 
H20 
(mg/mL) 

0.5 100 100 80 100 100 100 100 H20 
(mg/mL) 

2.5 100 100 100 80 100 100 100 

H20 
(mg/mL) 

10 0 40 0 100 100 100 40 

H20 
(mg/mL) 

20 0 80 80 100 - 100 60 

H20 
(mg/mL) 

25 0 0 0 0 80 - 0 

[44] 52^3^1 ̂ 41" °l-g-^M ^4, 25-75 mM2] 
TillT=)S_\)3i\- 0.1-2.5 mg/mL^l lf-e]#^11 °1 H 20-2] ^^-o] 7y^-
^ sH 7] ~ $ SLS. ̂  £] ̂ 4. 

[45] 
[46] 
[47] 52^ 3^ ¥§11 ^lHli\i3l-^5l#HflolE 20# ̂ ^^lS 

^^:b0.01-10mg,#el#w]lolH202l ^$\ 
^^^O.Ol-lmg^-S 7^4°1 

4-g-^ 30^ ^ x]^£]x] vc[^x\ 
^^•ir-n-^l'ir^r ^s^l t-5 44 ̂ "°1 °H, 

^± 100 -ft1?*, ^11H] _$.\i 3mg, #e]#tiflolH20 2mgl-
[48] a 4 
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[Table 4] 

*11 *114 ̂  30s 

^7} spgsMl Y 
4^-#(%) +^El 0_\i 

H20 
s T=f 

o]A>q-H 

s T=F 
^ELsLSL 

s. s s. s 

Y 
4^-#(%) +^El 0_\i 

H20 
- - - - - 0 

0.9mg - - - - 100 

- lOmM - - - 100 

- - 0.3mg - - 100 

- - - 40mg - 100 

0.9mg - - 40mg - 100 

- lOmM - 40mg - 100 

- lOmM 50mg - - 100 

0.9mg - 50mg - - 100 

- lOmM 50mg - 40mg 100 

^ 3 S-^ #ufl Ol ^d\] #, T$ °^SL^r ^ O] ^ ^ ^ 51 
^>41- %7}^t ^-T- 9±^ JL4-7> -fr^# ̂ 9llt ^r 

^1E] o_\i 2mg, o] H20 0.2mgl-
[52] 5 5 
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[Table 5] 

*11 *114 ^ 30s 

Jit-^ ^7} ̂ Pgs}-*11 -erl-et in o 
4^-#(%) 

JJ*1 

+^E] 0_\i 

H20 

o A 0.3mg 100 JJ*1 

+^E] 0_\i 

H20 

2.0mg 100 

JJ*1 

+^E] 0_\i 

H20 4.0mg 100 

50mg 100 

B5]lfS.i 0.3mg 100 

2.0mg 100 

40mg 100 

40mg 100 

0.06mg 0 

0.1 mg 100 

0.3mg 100 

0.6mg 100 

0.9mg 100 

1.2mg 100 

lOmg 100 
o]A>q-H 0.05mg 100 
s T=f f-oi^ 

sfir 
O.lOlmg 

[54] 3E5°11 0.1~50mg2] 

$1534. ^H<?] ̂ sMl2] f-^o] o] oj^o^ ^.6 
JL4-7> &5L, o] o]sfr<£ <£$•& ^Bfll- £^*1 
-E--5-]-/!] 

^•±+^ E] o^+^e] ̂  o] H20 +°JAJ^Bf+^3S5.i S^-2] 
*11 *114 100#^, ̂ E]^.\i 0.8mg, 

0.02mg, 0.05mg+ 
f-ol^^-o.ioimg), ̂ 3S5.i 4mg# Aj-g-^-^ji, 
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44i+4E] ^ o] H20+°^ 
444^44^1 ̂ 4°114 S-4^4 4^ 100 44,4^1_o\i0.2mg, 
4^44 °1H20 0.02mg, ^44—4 2mg, r3S5.i 4mg-|r 444^4. 

444, 441^444 44 444^44^1 ̂ 4°114 
oj-w.ni a5mg; a9mg 

[56] 5 6 
[Table 6] 

444^44^ ̂ 4 n 7]-(unit) 444^44^ ̂ 4 
04^ 
7} 

24 
q?\ 

44 
<*4 

84 
q?\ 

124 
<*4 

244 
<*4 

^-4^4 
441+4443444+ 
<^44^4 

0 0 

^-4^4 
^±+^} 3 -$-4+4s] 
°1 H20+444H4(^ 44 
Hf-)+435.^.i 

109(120 
) 

100(95) 80(95) 100(120 
) 

95 103 

[57] 
[58] a 6°T| 444 44 4°1; ^ ̂ ±t TJj]E] o_\i, o] E5 o]Ai-q-Ef-

5E4 °^44H4 4 r3£^.i S^-2] 444^4 4 °ll 4 4^34 3L4467fl4 
44^4 444 4 4534. 

[59] 4 4^4 ?;!"v^ 43 (cervical dystonia), 4w 3 4 blepharospasm), 
4 44(hyperhidrosis), 4 A1 (strabismus), °] 444(achalasia), 434 
44(neurogenic bladder), "lie"/] f! 4(urologic disease), 4 44(migraine) 4 -1 
4^4^- 444 4 $14. 



WO 2012/134240 PCT/KR2012/002418 
11 

#, # ^a oi£ 5^1-s °l^f-<H*l $O.S.^-B1 ^>M-
°1#4 ^1^ 

[^^2] *lli1Ml 9X°]*\, 
^±^ 4S,^^(serotype) A, B, C, D, E, F ^ 

GS °i^O_^.BI ^1^ 
[^^3] ^IlllMl &M*1, 

4f^lSl- frr^W 5£ir 
4^14 H-fr^Rr 4^1 ̂  31 SI ^1^ 

[^^J-4] *lli1Ml &M*1, 
s.^ 0] o] H 20, 40, 60, 80 5E^ 100 ir <H ~ 

[^^5] *lll1Ml 9X°]*\, 
100-^^^-0.01 3R1 2mg°-S 

5fsl ^ ̂  ?I^1 *11. 
[^^6] *lll1Ml &<H*1, 

TJllE] o_\i^ ti^sl^ 100 -fr^ 0.01 31*1 lOmg^-5-
sf-5]^ ̂ =*11 ̂  ̂  £^*11 *11. 

[^^7] *lll1Ml 91°)*], 
^-c- H 31 l=iS-—(trehalose), ^33L-SLi(sucrose), 
aTS-SLi(maltose), H^SiiLi(fluctose), sl^ 5^-SLi(lapinose), 
^-S-SLi(lactose) ^ (glucose)si °1^°:|^1 ̂  j^-sL^pE-] 

§>4 ojAj-o] of*)l^ ^^*11*11. 
[^^8] *lll1Ml 91°)*], 

100 -fr^O.l 31*1 50mg°-S af-Sl^ 

[^^9] *lll1Ml 91°)*i 
^ l^irL-lrxr A]-°] f t J* Dl) Vl(cylodextrin), *'!'L1 H(mannitol), 

^-(sorbitol), s-^ *|] -§-(glycerol), *}s H(xylitol) ^ 
°1 t*l#(inositol)5. ^l^-ol^l $o.5.^-Bl °1#°] 

[^U-10] *lll1Ml 
100 -fr^O.l 31*1 50mg°-S 

af-s] ̂  ̂=*11 ̂  ̂?is*ii *11. 
Pc^oMl] *miMl 
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°l^r S]-L] ^iHsodium chloride), 91 JiiT(sodium 
phosphate), Si if (ammonium phosphate), 

^(magnesium sulfate), °]-xl] Jl Jli r(sodium acetate), 
vl Hsodium lactate), Hsodium succinate), 
HSS]-8:^]:M-H^-(sodium propionate) ? 1 ̂ 1;7!;i r(potassium 
phosphate) 

[^U-12] *I1I1M1 &M*1, 
100 o-^^-o.l ^1*1 lOmg^-5-

5fsl ^ ̂  ?I^1 *11. 


