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2E olg o 2H =
—O} A Eoju] =

—obA Eofu] =

it tert-5-2 ol ~EHE

SRIL]-7F2T tert-F9 ol =HE=E

o ~H =
o ~H =

ert-#9 oxH=
tert-g o 2HE=
e o 2
e o 2

FR e 2-3-9d)-7}

/\1)\

F oE o AHE

(+)-[(4aRS,55R,8aSR)-5-(3-F 2 2-H o E] d)-5-3| EFA-SE}S| E2-F 5 -1-d |- FH-2-U -1 et

(+)-[(4aRS,5RS,8aSR)-5-(3-F 2 2-H D E] d)-5-3| EFA-SE}S| E2-F 5 -1-d |- F&-2-U-v| et
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[0232]

[0233]

[0234]

[0235]

[0236]
[0237]
[0238]

[0239]

[0240]

[0241]

[0242]
[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]
[0250]
[0251]
[0252]
[0253]
[0254]
[0255]
[0256]
[0257]

[0258]

ZIHSd 10-2011-0027817

(+)-(4aRS,5RS,8aSR)-5-(3-F 22~ Dol E] d)-5-3| EH A -S| E2-F 5 -1-7F2 544 tert-Fd ol =H|

=

(£)-[(4aRS,55R,8aSR)-5-(3-F 2 Z-H D E| d)-5-3| EFA-SES| E2-F 5d-1-4|-EE2ZHU4-L-v &2
(£)-[(4aRS,55R,8aSR)-5-(3-F 2~ ol E] d)-5-8| EH A =SB E2-F) 5l -1-d | -(4-v 2 -] o 2hxl-1-<d)
- gk

(£)-(4aRS,5RS,8aSR)-5-(3-F 2 Z-F ol E| d)-5-3| EFA|-FEB| EZ2-F| H5A-1-7I 2544 dE dz~gH2 o
(£)-(4aRS,58R,8aSR)-5-(3-ZF 2 Z-H ol E| d)-5-3| EFA|-ZEB| E2-F| 5U-1-7 254 old d~gHE
(£)-(4aRS,55R,8aSR)-5-3] =FA|-5-m-E Ll E| d-FE} 5| = 2-F| 5 U-1-F7t2 521 o€ o ~H =
(£)-(4aRS,5RS, 8aSR)-5-3] =5 A -5-m-E Lo B d-S B3| E2-F 51 -1-7F 2545 old o ~H =

shsr Vel SHERE 53 SuelmReEel g,

2 , d-E, ghEbEg, A s, EIRE e depplEeR FAE ToRNH
Aelg sht ol ike] Aol sheka] Vel ] AAE dAIH sHtEe] xFEo] AFErt.

F71e] AA|FH A, mGluR =EA = 28 97 FH = F 719 FH 9 7] 38 Vel dstEolt).
<g}sha] V>
R X _oH
T e
N X
s
R
A7) Aol A

= ¢ESs yEhlaL
R= A8 A 7Y A& dHzZA ol 23 el A

R 2854 @AY (3ke obde theha;

§, mE S olgel 4tk 94 Eb slErdr] Bb ErdsAslt gen A 9

a5t Vel AH) SRl B BYREl T,

A [(18,39)-3-(3-F 2 2-d o gl d)-3-3| =5 A]-

A4F [(1IR,3R)-3-(3-F 2 2-H o E| d)-3-3| == A -A| F 2 A |-oln| =

F-2-7tEE A

w

fH-olr|HE-4-712
SH-olvtE-4-712
41-[1,2, 4] E@o}E-
4H-[1,2 4] EF]o}=

2-rE - e-3-7h=

N-[(£)-(1R,3R)-3-

[(1S,39)-3-(3-F 2 2-Td Bl d)-3-3| =5 A - A ZF 282 | -0l =
B2 [(IR,3R)-3-(3-F22-HdolE|d)-3-3| =
A% [(18,39)-3-(3-F 2 2-d ol Bl d)-3-3| =5 A -A| E 2. 8 |-oln| =

3-7F2 522 [(1R,3R)-3-(3-F 2 2-T Bl d)-3-3| =5 A - A ZF 282 |-oln| =
-3-7F2 544 [(1S,39)-3-(3-F 2 2-H e d)-3-3| =
A% [(£)-(1R,3R)-3-(3-F 2 2-# ol Bl d)-3-3| =5 A -A| 2 8 |-olu| =

(3-F 2 R-sd e d)-3-8] =5 A -~
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[0259] Mz[1,3]0 % %-2-72 HA AL [(£)-(1R,3R)-3-(3-Z 2 2 o] E] d)-3-3| S=A|-A| Z 2 824 -ofw] =
[0260] 5-vlEl-v]ghdl-2-7k 2 840k [(£)-(1R,3R)-3-(3-F 22~ ol E] d)-3-3| =5 A - A ZF 28 ]|-o}n| =
[0261] T d-2-7k2 52450 [(£)-(1R,3R)-3-(3-FZ2-A ol E] d)-3-3| =X A -A| F 28 A |-o}n| =

[0262] A ZEFS-2-7F2 H A [(£)-(1R,3R)-3-(3-Z 2 2-FdelE]| d)-3-3| =ZA|- A F 23 A ]-o}n| =
[0263] 2 SAFSE-2-7k2 5440 [(£)-(1R,3R)-3-(3-Z R 2-H o B d)-3-3| =5 A|-A| ZF 2 8 |-ofmu] =
[0264] 2,5-0 " -F@-3-7t 25244 [(£)-(1R,3R)-3-(3-F 2 2-H o E] d)-3-3| =FA-A| F 2 & A |-o}n| =
[0265] (R, S)-El B8 E2-F@-3-7t2 542k [(£)-(1R,3R)-3-(3-Z R 2-A ol B d)-3-3| =5 A -A| F 28 |-oln] =
[0266] FA-3-7b2 222 ((IR,3R)-3-3] =2 A-3-n-E ol €] d-A| F 2821 )-o}v] =

[0267] FA-3-7h2 22 ((18,39)-3-3] =2 A-3-n-E ol €] -A| F 2820 )-ojv] =

[0268] FA-3-7h2 B A ((£)-(1R,3R)-3-3] =5 A -3-m-E Lol E] d-A Z 2 84 )-on] =

[0269] FA-2-7h2 222 ((IR,3R)-3-3] =2 A-3-n-E ol €] -A| F 2821 )-o}v] =

[0270] FRb-2-7F2 AR ((18,39)-3-3| =5 A -3-n-E Hol El d-A| 228 )-opr] =

[0271] Fh2-7h2 5 AR ((£)-(1R,3R)-3-3] = A -3-m-E L B - A SR ) -opn =

[0272] Ol A E-5-Th2 AR ((IR,3R)-3-3] =5 A)-3-n-E Lol ] d-A] F 282 )-o}v] =

[0273] o FAFE-S-TFE R ((18,39)-3-3] =5 A -3-m-E ol B d-A| S 2 &) -opu] =

[0274] O] & AHE-5-7} 284 4F ((£)-(1R,3R)-3-8] =5 A -3-n-E LA e d-A| F2 3 2)-ofv] =

[0275] 5-ule-g]ghxl-2-7k2 544 ((£)-(1R,3R)-3-3]| =5 A -3-n-E Lol El d-A| F =8 )-olv] =

[0276] 4H-[1,2,4] E&]obE-3-7k2 542k ((£)-(1R,3R)-3-3]| =5 A -3-n-E Lol El d-A F =34 )-olv]| =
[0277] -0l thE-4-7F2 544k ((£)-(1R,3R)-3-8] =FA-3-m-E Ll E| -2 SR ) -0l =

[0278] Bl E 28] £ 2-9) fh-4-7FE A ((£)-(IR,3R)-3-5] S B A -3-n-E Qo €] d-A| S 2 8 4 )-o}m] =

[0279] 1-o g 1H-0] v] T} -4-7h2 2 A4 ((£)-(1R,3R)-3-3] S = A|-3-n-E o ] J-A| F 284 ) o} m] =
[0280] (R,9)-Hl Ee}8] = 2-F@-2-7h2 522 ((£)-(IR,3R)-3-3] =% A|-3-n-E Lo e d-A| S 2 84 )-o}m| =
[0281] (R,S)-HEZHF] =2-FA-3-7t2 52 ((£)-(1R,3R)-3-3]| =5 A -3-m-E Lo E] J-A F 284 )-oln] =
[0282] FA-3-7b2 222 [(IR,3R)-3-(3-Z 2 2. 2-7 Dol B d)-3-3| =2 A]-A| Z R 84 ] -o}u] =

[0283] FR-3-7k2 B [(15,35)-3-(3-EF 2 2-5 Jol| €] )-3-3| S 2 A|-A| F 284 | -0} =

[0284] Fe-2-7F2 8251 [(1R,3R)-3-(3-Z 2. 2-d ol €] d)-3-3] =2 A]-A| F 28] 4] |-o}n] =

[0285] FPF-2-7t2E AL [(1S,39)-3-(3-ZFQ 2-F ol B d)-3-3| =2 A -A| F 2 8 A |-olu]| =

[0286] i-olm thE-4-7F 2524k [(£)-(IR,3R)-3-(3-FF 2 2-H Dol E] d)-3-3| =F5A-A| F 2 & A |-oln] =
[0287] N-[(15,35)-3-(3-F 22-3d ¥ d)-3-3| EFA-A S 2|3 4-H S F 2l =otn| =

[0288] N=[(IR,3R)-3-(3-F 2 2-3d ] d)-3-3| EFA-A S 2|3 4-H S F 2l =ohn| =

[0289] e d-2-7F 2525k [(15,39)-3-(3-F 22~ o E]d)-3-3| =5 A -A| F 2 84 | -oln] =

[0290] e H-2-7F 2 524} [(IR,3R)-3-(3-F 22~ o E] d)-3-3| =5 A|-A| F 284 |-olu] =

[0291] N-[(15,359)-3-(3-F 2 Z-A o ] d)-3-3| =5 A -A| S 28 |- 2R o] =

[0292] N-[(1R,3R)-3-(3-F 22~ E] d)-3-3| =5 A]-A| S 23 |- - o] =

[0293] Wz [1,3]0%E-2-7F 254 [(1S,39)-3-(3-F 2 2-H ol E] d)-3-3| =FA|-A| F 2 4] |-oln| =
[0294] 5-mE-9] g A -2-7F 2B A} [(18,35)-3-(3-F R Z-F dol B d)-3-8| == A|-A| F 23 2 |-o}n] =
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[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]

[0330]
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2-WE-Fgh-3-7} 2 B A2k [(18,39)-3-(3-F 22l E] d)-3-3| =FA-A| ZF 28 A ]-o}n| =

R -HEZS =2-FF-2-7t2 5242k [(IR,3R)-3-(3-Z Z2-F Dl E] d)-3-3| =ZA|-A| F 2 A ]-o}n| =

i

(S)-HEHS| =2-Fe-2-72 522k [(IR,3R)-3-(3-F ZZ-H Ll E]d)-3-3| =5 A-A| ZF 28 ]-o}n| =
o) EAME-5-7F2 B4 [(18,39)-3-(3-F R 2-¥ o €] d)-3-3| = FA-A| F R & A |-oln] =
5-vle-v]ghdl-2-7k 2 B4 [(IR,3R)-3-(3-F 2 2-¥ o E]d)-3-3| =5 A -A| F 28 |-oln] =
2-WE-Fgh-3-7}2 5 A2k [(1R,3R)-3-(3-F 22l E]d)-3-3| =5 A-A| ZF 28 ]-o}n| =
o] &AL E-5-7F 2 B4 [(IR,3R)-3-(3-F 2 R-¥ o €] d)-3-3] =5 A|-A| ZF 2 &) |-olu] =
5-2RR-F-2-7k2 1A [(IR,3R)-3-(3-F ZR-V ol B d)-3-3| =5 A|-A| ZF &2 82 |-olu] =
5-2 R E-F-2-7k2 B A [(18,35)-3-(3-F ZR-V o B d)-3-3| =5 A -A| F 282 ]-olu] =
(S)-HEHE| =2-Fe-3-72 522k [(IR,3R)-3-(3-FZZ-H Ll E]d)-3-3| =5 A-A| 28 ]-o}n| =
(R)-HEHE]| =2-F-3-72 522k [(IR,3R)-3-(3-FZZ-H Ll E]d)-3-3| =5 A-A| ZF 28 ]-o}n| =
N-[(15,38)-3-(3-F R 2~ ¥ d)-3-3| =FA-A| F R & |-o] A H ofu] =
N-[(IR,3R)-3-(3-F R 2~ e ¥ d)-3-3| =FA-A| F R |-o] A H ofn] =
3,5-0FF e 2-9 g d-2-7k2 8421 [(IR,3R)-3-(3-F R 2~ o E]d)-3-3| =5 A -A| F 2 &) 4 |-oln] =
3,5-0FF e 2-v g d-2-7k2 841 [(18,39)-3-(3-F 22~ o E]d)-3-3| =5 A -A| F R 8 A |-olw] =
6~ g~ d-2-7k2 5 A F [(18,35)-3-(3-F ZR-v ol B d)-3-3| =5 A|-A| S 2 82 ] -olu] =

6~ ey 2 d-2-7k =2 %221 [(IR,3R)-3-(3-F 2 Z-¥ o E]d)-3-3| =F A -A| F R A |-olm] =

5-FE -y d-2-7t2 524 [(1R,3R)-3-(3-F 2 2-H ol E] d)-3-3| == A]-A| F 28 A |-ojn] =
S-FE -y d-2-7F2 524 [(1S,39)-3-(3-F 2 2-H el g d)-3-3| == A]-A| F 28 A |-o}jn] =
6-FE2-vgd-2-7F 252 [(IR,3R)-3-(3-F 2 2-H ol €] d)-3-3| == A]-A| F 28 A |-o}jn] =
6-FE -y d-2-7F 2522 [(1S,39)-3-(3-F 2 2-H ol E] d)-3-3| == A]-A| F 23 A |-o}jn] =

5-FR2-1-vE-11-9 5-2-7}2 824k [(1R,3R)-3-(3-FZ2-¥ o] d)-3-3| 5 A -A| F 284 ]-olm =

5-F 2 2-1-wE-1H-9 E-2-7F 2544 [(1S,35)-3-(3-F 22~ E] d)-3-3| EFA|-A| F 28 A |-o}n| =

5-FRE-1-9]E-2-7}2 8441 [(IR,3R)-3-(3-F 2 2-7 ol €] d)-3-3| =ZA|-A| F 28] A |-o}u] =

5-FEE2-1-9 E-2-7F2 224k [(1S,39)-3-(3-F 2 2-Fdol | d)-3-3| =E A -A| F 284 |-olu| =
N-[(18,35)-3-(3-2 22~ ol Bl d)-3-3| =5 -A| 2 2 34 |-4-t] W D o} ] 1ol = o}m| =

-9 2-3-7k2 824k [(1S,39)-3-(3-F 2 2-# ol E] d)-3-3| ==X -A| F 28 4 | -0} =

N-[(1S,38)-3-(3-F R Z-A o B d)-3-3| =5 A|-A| S 2 A |-4-w & il =0} =

N-[(18,39)-3-(3-F 2 2-HdE] d)-3-3| EEA-A| F 2 A |-4-v e - Zoln =

_4

N-[(18,35)-3-(3-2 2 2-3 ol E] d)-3-3| =5 A -A 2 2 8 |-3-FF L 2-Hl 2ol =

N-[(18,35)-3-(3-2 22~ ol Bl d)-3-3| =5 -A | 22 3 |-2-o & - E 2ol =

N-[(1S,35)-3-(3-F 2 2-7 ol E] d)-3-3| =F A -A| E 284 ]-4-(2,5- T ™| FA] -3 D) -4-F - F-E] 2o}n] =
2-(2-MA G A - HA])-N-[(1S,35)-3-(3-F 22~ A E] 9)-3-3| EZA|-A| F 28| |-o}A| Eolm] =
N-[(18,35)-3-(3-2 22~ ol Bl d)-3-3| =5 -A| 2 2 34 | -2-3l| d-opA| Eolr] =

N-[(1S,38)-3-(3-F 22~ ol e d)-3-8| =5 A - A 22 F 2 |-3-(IH- E-4-)-Z 2] Zolr| =

2-wl2[1,3] 58 4-5-2-N-[(1S,39)-3-(3-F 2 2Z-FJ E] d)-3-3]| EZA]-A| F 23 A |-ol A Eo}n| =
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[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]

[0352]

[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]

[0365]
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N-[(15,35)-3-(3-F 2 2-H o E| d)-3-3| EEA|-A| 228 A | -2-H| FA| - L 2 3] Zoln| =

N-[(1S,39)-3-(3-F 2 2-H g d)-3-3| == - A Z 2 |-2-(2-FF

7929 d)-opH Eolr] =

5-3| EZA-1H-Q E-2-7F 2 B4 AL [(1S,39)-3-(3-F 2 E2-HH B d)-3-3| = ZA|-A| ZF 28 2] |-o}n| =

1-HE-1H-3] 2-2-7} 2 A2 [(1S,35)-3-(3-Z 2 2-FH| B d)-3-3| EE2A|-A| ZF2 &2 |-o}n| =

N-[(1S,35)-3-(3-F 2 2-HdoEl d)-3-3| == Ar]- A F2d A ]-g g z& &

N-[(1S,39)-3-(3-FZZ-d ol B d)-3-3] =5 A]-A|
5-F 2 Z-N-[(1S,39)-3-(3-F 2 Z-7dol €] d)-3-3]
N-[(1S,39)-3-(3-FZZ-d o B d)-3-3] =5 A]-A|
N-[(1S,39)-3-(3-FZZ-d o B d)-3-3] =5 A]-A|

4o =-N-[(18,35)-3-(3-F R 2~ o E] D )-3-3| =5 A - A F R g | -wl =ofr| =

4o =-5-F 2 2-N-[(15,39)-3-(3-F R 2-d d ol ] J)-3-3| =5 A]-A| &
3-opr| e-4-F 2 2-N-[(1S,35)-3-(3-F R 2~ ol B d)-3-3| =5 A -A &
3-oFm] =-N-[(18,39)-3-(3-F 2 2-Td o E] d)-3-3| =5 A - A Z 282

2-o}u| .=-N-[(1S,39)-3-(3-F 2 2-Hdd gl d)-3-3| ==

N-[(1S,38)-3-(3-F 2 2-#Hd g d)-3-3] == A|-A]
N-[(1S,3S)-3-(3-F 2 2-Hd g d)-3-3] == A|-A]

N-[(1S,3S)-3-(3-F 2 2-Hd g d)-3-3] == A|-A]

%isﬂ/\]

g d-2-7t2 B 24k [(18,359)-3-(3-F 2 2- ol E]d)-3-3] =2 A -A| F 23| A |-o}n| =

3-obu) -3 ghxl-2-7F 2 R Ak [(15,39)-3-(3-F R 27 o B d)-3-3| =5 A - A R A |-opn| =

60} :=-N-[(1S,39)-3-(3-Z 2 2- ol E] d)-3-3| = EA|-A| S 2 & 2]

|-ysgopr =

4-(4-opr| -l = dopr] i) -l 22F [(1R,3R)-3-(3-S 2 2-d| el B d)-3-3| =5 A - A S 2 &4 |-on| =

2,6-T)%2%-1,2,3,6-H Egs| = 2-7) g | d-4-7} 252241

A ]-opn =

N-[(1S,39)-3-(3-FZZ-d o B d)-3-3] =5 A]-A|
3-FRZEZ-N-[(18,39)-3-(3-F22-vdol g d)-3-3] =
N-[(1S,39)-3-(3-FZZ-d o B d)-3-3] =5 A]-A|
N-[(1S,39)-3-(3-FZZ-d o B d)-3-3] =5 A]-A|

5-H 2 W -N-[(1S,35)-3-(3-Z 2 2-7dol| ] d)-3-3| =& A]-

ol AT EA-1-7F2E AL [(18,39)-3-(3-F=2=-dd

o

-z Y- gd-2-7t2 822k [(1S,39)-3-(3-F 2 2-H o g d)-3-3| =ZA]-

N-[(1S,38)-3-(3-F 2 2-Hd g d)-3-3] == A|-A]

e d)-

%isﬂ/\l

- =

33| =

EA]-

xl-2-7t2 545 [(18,39)-3-(3-2 2 2-7do Bl d)-3-3| =5 A -A| 2

[(1S,39)-3-(3-FZ2-HdEd)-3-3| =2A]-A| F &2

|-2-mg-yagofr =

T d-2-7k2 542 [(15,39)-3-(3-2 2 2-H o B d)-3-3| =5 A-A1 2

¥ g opzl-4-7F 2225 [(1S,39)-3-(3-F R 2-dA ol €] d)-3-3| == A -A| &

N-[(1S,3S)-3-(3-F 2 2-Hd g d)-3-3] == A|-A]

LR

]-2-vg

o~
=

294 ])-opn) =



[0366]
[0367]
[0368]
[0369]
[0370]

[0371]

[0372]

[0373]

[0374]

[0375]
[0376]
[0377]
[0378]

[0379]

[0380]

[0381]

[0382]
[0383]

[0384]

[0385]

[0386]

[0387]
[0388]

[0389]

[0390]
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8
2-F22-N-[(15,39)-3-(3-F 2 2-H o B d)-3-3| ==X -A| F 2 A |-6-1| & - ZE o}n| =
6-F22-N-[(1S,39)-3-(3-F22-H gl d)-3-3| == -A| F2I A |-z o} =
-2 Z-N-[(15,39)-3-(3-Z22-H I E]d)-3-3| EE2A-A| Z 2 & A |-6-1| &l -0] AL FEl o} =

N-[(1S,39)-3-(3-ZF 2 2-7 o E] d)-3-3| ZE2AX|-A| ZF2 & 2 |-2-(4, 5-T| W] EA|-3-2 4-1,3-T] | =2 -o] Al %
F&-1-9)-obH| Eoju] =

1,4,5,6-H|Eg}s| = 2-A F 2 ety 2t E-3-7t 2544 [(1S,35)-3-(3-F 2 2-H g d)-3-3| =2 A]-A| F 2

Al-oln =
N-[(1S,35)-3-(3-F 2 2-H B d)-3-3| EFA|-A| F 2 |-3-(IH-U E-2-Y)-Z 23] o}H| =

6-[(15,359)-3-(3-F 2 2-ddE| d)-3-3| =EA- A ZF2d A7 2nnd |-y g d-2-7t 2524 o]AZ2d oA
H=

FED-6-7F2 54} [(1S,35)-3-(3-F 22~ o €] d)-3-3| =5 A -A| F 2 84 |-opn] =
S-mlE-o] HALE-4-7F2 AT [(15,39)-3-(3-F 2 2-d dol Bl d)-3-3| =5 A -A| F 28 A ]-olv] =
WEFT-3-7F2 5242 [(18,39)-3-(3-F R 2-F D E]d)-3-3| =FA-A| SR A |-oln] =

[(1S,39)-3-(3-2 R 2-F ol E] d)-3-3| =F A=A 23 |-2-(2-1]| F A -F] 5 A] ) -opA Eolm| = |
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[0424] <z}shA] IX>
o X _oH
li
[0425] R
[0426] 47 AelA, B2 R A7) Aeld ket 2ot
[0427] F7ke) AN GFEelA, E wEe R7E A7) AR vl 2a Reo] £4% Urhl: A7) Aold vle e #s)
2 IX9 ggES ATe.
[0428] sheha] VII, VIII 3 IXe] 83&e] del= &) steheso] 23
[0429] FA-3-7F2 524 [(1R,3R)-3-(3-F 2 2-H o E| d)-3-3| EFA-A| ZF 24 |-oln| =
[0430] FA-3-7F2 5 [(1S,39)-3-(3-F22-H o E] d)-3-3| EEA-A| 24 |-oln| =
[0431] F-2-7F2 544 [(IR,3R)-3-(3-F 22~ E]d)-3-3| EFA|-A| S 28 H |-oln] =
[0432] FA-2-7F2 5 [(1S,39)-3-(3-F 2 2-H o E| d)-3-3| EEA-A| ZF 24 |-oln| =
[0433] SH-ol W]t} E-4-7} 25244 [(IR,3R)-3-(3-ZZ2-H ol €] d)-3-3| =FA|-A| F 28 A |-o}u| =
[0434] SH-o]H| t}E-4-FF2E2 A [(15,39)-3-(3-F 2 2-Hdo Bl d)-3-3| =FA-A| F 282 |-oln =
[0435] 4H-[1,2,4]Eg]o}E-3-72 5242 [(1R,3R)-3-(3-F 2 2-M o E]d)-3-3| =FA|-A| F 22 |-oln =
[0436] 41-[1,2,4]Ego}E-3-7t2 524t [(1S,35)-3-(3-F 22~ o E] d)-3-3| =FA-A S 2 A |-oln| =
[0437] - E-F&-3-7F 2844 [(£)-(1R,3R)-3-(3-ER2Z-HdNEHd)-3-3| EFA-A| FZ2 A A ]-o}n =
[0438] N-[(£)-(IR,3R)-3-(3-F 223 do B d)-3-3| =5 A -A| 223 |-3 4-T & F e =-dl =ojr| =
[0439] Wlz[1,3]0%E&-2-7t2 8544 [(£)-(1R,3R)-3-(3-E R 2-F o g d)-3-3| EFA-A| S 2 A |-oln| =
[0440] 5 g -3] eh 2l -2-7h 2 B Ak [(£)-(1R,3R)-3-(3-F & 2| J ol €] d)-3-8] == A -A| 2 2. 8] 4 ]-o}u] =
[0441] A5 A2 2 H AN [(£)-(1R,3R)-3-(3-2 2 25 Dol B d)-3-3] =2 A -A| F 281 2] | -o}n] =
[0442] W2 FS-2-hZE AN [(+£)-(1R,3R)-3-(3-Z 2 -3 ol ] d)-3-3| S A|-A| Z 282 |-o}u] =
[0443] W22 A E-2-7FE B A [(£)-(1R,3R)-3-(3-2 2 2o dol| €] d)-3-8| =% A|-A| 2 2.8 2 ]-o}n| =
[0444] 2,5-C] W E-Fe-3-7k2 824} [(£)-(1R,3R)-3-(3-2 22~ Dol Bl d)-3-3] =2 A]-A| F R 84 ]-o}u] =
[0445] (R,S)-HIE&}3]| E2-F-3-7F2 824 [(£)-(1R,3R)-3-(3-F 2 E-H o E] H)-3-3| =FA|-A| S 23 |-o}n]| =
[0446] FR-3-7F2 544 ((IR,3R)-3-3| =5 A -3-n-E Ho Bl d- A 234 )-opn| =
[0447] FRE-3-7F2 544 ((1S,39)-3-3| =5 A -3-n-E Ho Bl d-A 234 )-opn| =
[0448] FRb-3-7F2 544 ((£)-(1R,3R)-3-3| =5A]-3-n-E ol E d-A| S 2 8 ) -0l =
[0449] Fb-2-72 544 ((IR,3R)-3-3| =5 A -3-n-EHo Bl d-A 234 )-opn| =
[0450] Fb-2-7F2 544 ((1S,39)-3-3| =5 A -3-n-E Ho Bl d-A 234 ) -opn| =
[0451] Fb-2-7t2 544 ((£)-(1R,3R)-3-3| =5A]-3-n-E ol E d-A| S 2 8 A ) -0l =
[0452] o] &AE-5-7k2 5202k (IR, 3R)-3-3]| =5 Al-3-n-E L B d-A| 2 282 )-oln| =
[0453] o] HALE-5-7F2 At ((18,39)-3-3| =5 A -3-n-= Dol F d-A| S 2 8 A )-oln| =
[0454] O] EALE-5-7F2 B A ((£)-(1R,3R)-3-3| EFA-3-m-E L H - A ZF 2 A )-oln =
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[0455] S5-wlE-s gpl-2-7F 2545 ((£)-(1R,3R)-3-3| EFA|-3-n-E L E| d-A| F 282 )-oln| =

[0456] 4H-[1,2,41 Eg]e}E-3-7t 2544 ((£)-(1R,3R)-3-3] =5 A -3-m-E ol E] d-A| 22 &2 )-o}n] =

[0457] SH-ol Mt} E-4-7F 2 544 ((£)-(1R,3R)-3-3] =5 A]-3-n-F o Bl d-A| 22 d)-oln| =

[0458] HEgs] = 2-9 g-4-7 25204 ((£)-(1R,3R)-3-3] =FA-3-n-E Dol ] d-A| F 28 A )-o}u] =

[0459] 1w e -1l W 0hE-4-7F 2 844 ((£)-(1R,3R)-3-3] =FA|-3-m-E Do E] d-A| F 2 & A )-oln] =

[0460] (R,9)-HEZHI EZ2-Fe-2-7l2 5244 ((£)-(1R,3R)-3-3| EEFA]-3-n-EH E| d-A|F 282 )-oln] =
[0461] (R,9)-HEZHI EZ2-Fe-3-7l2 5244 ((£)-(1R,3R)-3-3| EEFA]-3-n-EH E| d-A|F 282 )-oln] =
[0462] FH-3-7t2 524 [(1R,3R)-3-(3-FF L 2-H o E] d)-3-3| EFA|-A| F 28 A |-oln] =

[0463] FHA-3-7t2H5 A4 [(18,39)-3-(3-FF . 2-H o E] d)-3-3| =EFA|-A| F 28 A |-oln] =

[0464] FHA-2-7t2 524 [(1R,3R)-3-(3-FF L 2-H ol E] d)-3-3| EFA|-A| F 28 A |-oln] =

[0465] FF-2-7F2E A [(18,39)-3-(3-EF 2 2-d ol ] 9)-3-3| =ZA|-A| F 28] A | -o}u] =

[0466] 3H-o] v thF-4-7k 2824k [(£)-(IR,3R)-3-(3-ZF L 2-F ol E] d)-3-3| =& -A| F 28 4 |-o}u| =
[0467] N-[(18,35)-3-(3-2 2 2-3 ol E] )-3-3| =5 A -A 2284 ]-3 4-H ZF QL 2l =oln| =

[0468] N-[(1R,3R)-3-(3-F 2 2-F| ol E] )-3-3| =5 A -A | S 284 |-3 4-H ZF L 2l =olr| =

[0469] e d-2-7k2 84k [(1S,39)-3-(3-F22-F 9o E| d)-3-3| EE A -A| F 284 ]-olm| =

[0470] e d-2-7k2 844k [(1R,3R)-3-(3-FZ2-F Do E]d)-3-3| & A -A| F 284 ]-olm| =

[0471] N-[(1S,38)-3-(3-F 2 2-H o E]| d)-3-3| =2 A -A| ZF 232 |- ZEl o} =

[0472] N-[(1R,3R)-3-(3-F 2 2-F ol E] d)-3-3| =FA-A| E 2 I A |-z doln| =

[0473] HZ([1,3]85E-2-7F2 522 [(18,35)-3-(3-F 2 2-H ol €] d)-3-3| == A]-A| F 28 A |-o}jn] =
[0474] 5-rE-v) gk -2-7F 2 B4 [(18,35)-3-(3-F 2 2-H el €] d)-3-3| == A]-A| F 28 A |-o}n] =

[0475] 2-vE-F-3-7L2 B2k [(1S,39)-3-(3-F 2 2-F o] d)-3-3| =E A -A| F 28 4 -0l =

[0476] R)-HEHS| E2-F-2-7t 2522 [(IR,3R)-3-(3-FRZZ-H o Eld)-3-3| = FA|-A| F2 8 ]-oln| =
[0477] (S)-HEHS| E2-F-2-7t2 522 [(IR,3R)-3-(3-FRZZ-H o Eld)-3-3| = FA-A| F2 84 ]-oln| =
[0478] O] &AL E-5-7 2 B AL [(1S,35)-3-(3-F 22— ol E]d)-3-3] =2 A|-A| F 23 A |-o}n| =

[0479] 5-mel-3] 2} 71-2-7F 2 224 [(1R,3R)-3-(3-F 22— ol B d)-3-3] =2 A|-A| F 2 8 24 |-oln] =

[0480] - E-Fe-3-7l2 5244 [(IR,3R)-3-(3-F 22~ €] d)-3-3| =FA|-A| F 2 &4 |-o}n| =

[0481] O] & ALEZ-5-7F 2 EA A [(IR,3R)-3-(3-F 2 2-3| ol d)-3-3| =EA|-A| F 284l |-oln| =

[0482] 5-F22-FH-2-7t 22 A% [(IR,3R)-3-(3-Z 22—l €] d)-3-3| == A|-A| 28 A |-olm]| =

[0483] S-FREZ-FH-2-7F2 B [(18,35)-3-(3-F 2 2-H ol €] d)-3-3| == A]-A| F 28 A |-o}ju] =

[0484] (S)-HEHS| E2-F-3-7t 2522 [(IR,3R)-3-(3-FZ2Z-H o Eld)-3-3| = FA|-A| F2 84 ]-oln| =
[0485] R)-HEHS| E2-F-3-7t2 522 [(IR,3R)-3-(3-FZ2Z-H o E|d)-3-3| = FA|-A| F2 8 ]-oln| =
[0486] N-[(1S,39)-3-(3-F 2 2-H|Jol| E]d)-3-3| =2 A|-A| F 284 |-o] AL FTEo}u| =

[0487] N-[(1R,3R)-3-(3-F 2 2-H|J ol E]d)-3-3| =2 |- A F 28 A |-o] AL FZEo}u| =

[0488] 3,5-UZFF Q. 2-9]2|t-2-7} 2844k [(IR,3R)-3-(3-F 22~ dol €] d)-3-3| =FA|-A| F 28] A |-o}u] =
[0489] 3,5-UZFF Qe 2-v]2|tl-2-7} 2 844k [(1S,35)-3-(3-F 22~ dol €] d)-3-3| =FA|-A| F 28] A |-o}u] =
[0490] 6-rE-v] 2| d-2-7} 2 522k [(18,35)-3-(3-F 2 2-H ol €] d)-3-3| == A]-A| F 28 A |-o}u] =
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[0491] 6-rE-v] 2| d-2-7} 2 524k [(1R,3R)-3-(3-F 2 2-H ol €] d)-3-3| == A]-A| F 28 A |-o}n] =

[0492] S-FE -y d-2-7F2 524 [(IR,3R)-3-(3-F 2 2-H ol E] d)-3-3| == A]-A| F 28 A |-o}jn] =

[0493] S-FE -y d-2-7F 2544 [(1S,39)-3-(3-F 2 2-H ol E] d)-3-3| == A]-A| F 2 8 A |-o}n] =

[0494] 6-FEZ2-vgd-2-7F 252 [(IR,3R)-3-(3-F 2 2-H ol E] d)-3-3| == A]-A| F 28 A |-o}jn] =

[0495] 6-FE -y g d-2-7F 2524 [(1S,39)-3-(3-F 2 2-H ol €] d)-3-3| == A]-A| F 2 3 A |-o}jn] =

[0496] 5-FR2-1-vE-11-9 5-2-7}2 824k [(1R,3R)-3-(3-FZ2-¥ ol €] d)-3-3| 5 A -A| F 284 ]-olm =
[0497] S-FR2-1-vE-11-9 E-2-7k2 824 [(1S,35)-3-(3-F 2 2-¥ ol E] d)-3-3| =5 A -A| F 284 ]-olm =
[0498] 5-FE2-1-9] E-2-7k2 224k [(1R,3R)-3-(3-F 2 2-Fdol el d)-3-3| =E A -A| F 284 -0l =

[0499] 5-FRE-1-9E-2-7}2 824 [(1S,35)-3-(3-F 2 2-7 ol €] d)-3-3| =ZA|-A| F 28] A |-o}u] =

[0500] N-[(18,35)-3-(3-2 22~ ol Bl d)-3-3| =5 A -A| 2 2 34 |-4-t] W D o} ] 1ol = ofm| =

[0501] -9 2-3-7k2 824k [(1S,39)-3-(3-F 2 2-7 ol E] d)-3-3| ==X -A| F 284 | -0l =

[0502] N-[(1S,38)-3-(3-F R Z-A o B d)-3-3| =5 A -A| S 2 A |-4-w & -l =0} =

[0503] N-[(1S,38)-3-(3-F =2~ o B d)-3-3| =5 A -A| S 2 I A |-4-w & il =0} =

[0504] N-[(18,35)-3-(3-2 2 2-3 ol E] d)-3-3| =5 A -A S 2 8 |-3-FF L 2-1l =olm =

[0505] N-[(18,35)-3-(3-F 22~ ol Bl d)-3-3| =5 -A| 22 34 |-2-o F - E 2ol =

[0506] N-[(1S,35)-3-(3-F 22~ ol €] d)-3-3| =F A -A| E 284 ]-4-(2,5- T ™| FA] -3 D) -4-F - F-E] 2o}n] =
[0507] 2-(2-MA G A - EA)-N-[(1S,39)-3-(3-F 2 2~ Do E] 9)-3-3| =FA|-A| F 28 A |-o} | Eoju] =

[0508] N-[(18,35)-3-(3-2 22~ ol Bl d)-3-3| =5 A -A| 2 2 34 | -2-3| d-opA| Eolm] =

[0509] N-[(1S,38)-3-(3-F 2 2-H ol e d)-3-3| =5 A A 22 F 2 |-3-(IH- E-4-)-Z 2y Zolr| =

[0510] 2-MZ[1,3] 5] &E-5-U-N-[(1S,39)-3-(3-FZZ2-9 d o E] d)-3-3| = EA|-A| F 28 A | -0} 4 Eoju] =
[0511] N-[(18,35)-3-(3-2 2 2-3 ol E] d)-3-3| =5 A -A| S 2 3 4 | -2- 3| 54 - L 2 9] Zofr]| =

[0512] N-[(1S,38)-3-(3-F 22~ ol d)-3-3| =E5A- A 22 2 |-2-(2-FF L 2-3d ) -opA Eofr| =

[0513] 5-3| EEA-1-QE-2-7k 2 B A4k [(1S,35)-3-(3-F 2 2-¥ ol E] d)-3-3| 5 A -A| F 284 ]-olu =
[0514] - E-11-3] 2-2-7}2 522k [(18,35)-3-(3-F 2 2-H el €] d)-3-3| == A]-A| F 2 8 A |-o}ju] =

[0515] N-[(18,35)-3-(3-2 22~ ol el d)-3-3| =5 -A | 22 |-H g =&t v o 2H=

[0516] N-[(1S,39)-3-(3-F 2 2-A el Bl d)-3-3| == A -A| S 28 A |-2-(2-E g EF L 2| EA -7 d ) -opA| Eofr] =
[0517] 5-F R &-N-[(18,39)-3-(3-F 2 Z-H el €] d)-3-3 EFA-A| S22 ]-2-3| EF A -l Zoju] =

[0518] N-[(18,35)-3-(3-F 2 2-3 ol E] d)-3-3| =5 A -A| S 2 84 |-4-3| =5 4] -l = o] =

[0519] N-[(18,35)-3-(3-2 2 2-3 ol E] d)-3-3| =5 A -A S 2 8 4 | -2-3| =5 A -l = ol =

[0520] 4=0bH] 1e-N=-[(18,39)-3-(3-F 2 Z-H d o E] ) -3-3| = F A|-A| F R 3 A |-yl 2ol =

[0521] 4=opH] 1e-5-F 2 Z-N-[(1S,35)-3-(3-F 2 2-7 o B d)-3-8| =FA|-A| F 2 3 | -2-v| Z A -l =olm| =
[0522] 3-ob] -4 F 2 2-N-[(1S,35)-3-(3-F ZZ-Hd o E] ) -3-3| = FA|-A| F R 3 A |-l 2ol =

[0523] 3-obm] =-N-[(18,39)-3-(3-F 2 2-T d o E] J)-3-3| =5 A - A Z 28| |-4-v -l =olm] =

[0524] 2-0bH] 1=-N-[(18,39)-3-(3-F 2 Z-dl ol E] d)-3-3| =5 A]-A| S 2 A |- ARl of] =

[0525] N-[(1S,38)-3-(3-F 22~ ol d)-3-3| =5 A -A| S 2 |-4-3| =5 A -3-v| HA]-wll Zolr| =

[0526] N-[(18,35)-3-(3-2 2 2-3 ol E] d)-3-3| =5 A -A 2 28 |-2-5F L 2-1l ol =



[0527]
[0528]
[0529]
[0530]
[0531]

[0532]

[0533]
[0534]
[0535]
[0536]
[0537]
[0538]
[0539]
[0540]
[0541]
[0542]
[0543]
[0544]
[0545]
[0546]
[0547]
[0548]
[0549]
[0550]

[0551]
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N-[(1S,38)-3-(3-F 22~ dol Bl d)-3-s| =5 A A 22 dd |-4-r s 2 d-wl =olr =

g d-2-7F2 B 24 [(18,35)-3-(3-F 2 2- ol E]d)-3-3] =2 A -A| F 23 A |-o}n| =

3-obu) -3 ghl-2-7F 2 R Ak [(15,39)-3-(3-F R 2-F ol E] d)-3-3| =5 A - A R A |-opn| =
6-oFr] :=-N-[(15,35)-3-(3-F 22~ ol el d)-3-s| =F A A 228 d |-y mElopr =
4-(4-opr) -l 2 Yo o) -l 24F [(IR,3R)-3-(3-F 2 2-¥ Dol €] d)-3-3| EFA-A| ZF 2 A |-o}u] =

2,6-0524-1,2,3,6-H Egs| =2-g] glu|d-4-7} 2524 [(1S,359)-3-(3-F 22~ B d)-3-3| EFA-A| S 2
& Al ]-ofn =

N-[(1S,35)-3-(3-F 2 2-¥ el el d)-3-3| =5 A -A| S 2 & |-o] Ay AR o] =
-FRZ-N-[(15,39)-3-(3-F 2 2Z-H A El d)-3-3| =EA|-A| Z 2 A |-dll Zo}n| =
N-[(18,35)-3-(3-F 2 2-F o E] d)-3-3| =2 A]-A| F 2 &2 -2, 3-U v EA| -l 2o} =
s

N-[(1S,3S)-3-(3-F 2 2-H o E| d)-3-3| == -A| F 2 |-4-=

N-[(18,35)-3-(3-2 22~ ol Bl d)-3-3| =5 -A | 22 34 |-2-v| e -Y A&l o} =

A AP-2-7k2 B2 [(18,39)-3-(3-F 2 2-3 o Bl d)-3-3| == A -A| F 28 A | -0l =

92 tpzl-4-7k 2225 [(18,39)-3-(3-F 2 2-3d o Bl d)-3-3| == A -A] F 28 A | -0l =
N-[(18,35)-3-(3-2 22~ ol el d)-3-3| =5 -A 228 |-2-vd s opd - g obr| =

N-[(18,38)-3-(3-F22-H ol e d)-3-s| =FA A S2dd |4-Eg S F e 2rd-Yador =

2-F2E-N-[(1S,39)-3-(3-F 2 2-H Do ] d)-3-3| =F A - A F 28 A |-0] Y]

2-F R 2-N-[(18,39)-3-(3-F 2 Z-ddel €] d)-3-3| =5 A -A| 22 |-6-wd - ARl o} =

6-F = 2-N-[(1S,39)-3-(3-F 2 Z-dl B d)-3-3| =5 A -A| Z 2 A |- AR o} =

2-F R 2-N-[(18,39)-3-(3-F 2 Z-¥ el E] d)-3-3| =5 A -A| Z 2 |-6-vd-o] Ay IR 0w =

N-[(1S,35)-3-(3-F 2 2-H N E] 9 )-3-3| =FA|-A| F 2N |-2-(4,5-T ¥ EA]-3-F-4-1,3-H] 3| = 2-0o]| AHl %
F-1-d)-olA Eoluj =

1456ﬂEﬂlﬁi*]§-ﬂ4ﬂ*ﬁﬂ‘%§i [(1S,39)-3-(3-F 2 2-Fdd E]|d)-3-3]| =2 A]-A| Z 23]

o].u] =
N-[(1S,35)-3-(3-F 2 2-H B d)-3-3| EFA|- A F 2 I |-3-(IH-U E-2-Y)-Z 23] o}H| =

6-[(15,39)-3-(3-F 2 2-HdE| d)-3-3| =EA- A ZF2 A7 28w d |- g d-2-7t 2224 o]AZ2d oA
H=

FED-6-7F2 54} [(1S,35)-3-(3-F 22~ o €] d)-3-3| EEA|-A| F 2 84 |-opu] =

5w El-o] AL E -4~ 2 5 A} [(1S,35)-3-(3-F 2 2-A o E] d)-3-3| =5 A -A| F 28 |-oln] =
W2 -3-7F 2 52420 [(18,39)-3-(3-F R 29 €] d)-3-3| = FA-A| F 2 & A |-oln] =
N-[(1S,38)-3-(3-F R 23 e B d)-3-3| =FA|-A| F R 8 |-2-(2- ¥ FA] -2 55 2] )-opA| Eofu] =,

el 54 AAddA, d-kg, tEuEs, dAEAE, E7E EE dEhEeR 7" TRt
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AelE s okl Aol dheka] VIL, VIIT 2 IX9] A7) dAR dAH 3g&Eo xgEo] Aledr).
wrkE AAdelA, dEZFES} 23E SER|=ERIES] x3Eo] AlTHT.

F7ke] AAldel A, A-w5, hEn w9 QlEpgES 2FE SEREREQIES] ZgE] AFHM, 1 o=
= SEl =R Ed ~E W (Stalevo; SE3AF)Q F3Eo| ATt

F71e] AA el A, mGluR Z2AA &= nGluRs @A o SE|=R2RIE (dE 59, 43 =FA-4-n-EHdEd
- BB E R0 E-1-72 844 HE o] A 2)o]t},

Webd, B owge d-wa, steuwst, MAeAs, BAE, dEbE, nEragd, segds, Seve
%, 2UUB, 2T, olEred St dfes 3 sht oyt 48 = SA -4 BYY-SEE s -
QE-1-7h= A Y o sH2e] £EES EFH

mGluR (53], mGluRs) Z=AA9] F7ke] ool = WO 2004/014881] o]l 55} 2
of Aeojxl 35t 19] sghzo] 2sm, o] Aol 9d o5 FH e 2ol E@%B}.

2o Z1AE vkl 2 mGluR ZE A= 17F mGluR (53], mGluRs)olA dAst A=
23 A8)S Yebd ¢ Aok ol AT delA, A& Bl Axd A3 A FF
9] PLC-AZHE oy (dE &9, nGluRs) A, o1& E°] =& [L. P. Daggett et al., Neuropharm. Vol.
34, pages 871-886 (1995)1, [P. J. Flor et al., J. Neurochem. Vol. 67, pages 58-63 (1996)]¢ w&} &%

A FE ATW G 55 A5 A2 2487, £ [1. Knoepfel et al., Eur. J. Pharmacol. Vol.
288, pages 389-392 (1994)], [L. P. Daggett et al., Neuropharm. Vol. 67, pages 58-63 (1996)] % o|&
el A8g¥ FawdAEd ZIAE vke}d o] &EA %E Ol AlE EATFO|E ZHFE (turnover) AEo] of
AER AAE=A S8 A 22 gge AARE ol &ete] SHE = vk, A7 mGluR 0]-534 e 4
WAL = 53] Al5,521,2975 ¢ ZIAHo k. dHe] AEE AAE nGluRbaE EEsE AT AE
AN F8A, &sAl (01]# So], ZREo]E E AxRYo|E) S= AEU Ca % A5 oA, mi
a5A (A& B°], SFEVOIE e F2FYolE) Fx o|xAE E2Ho]E A3kgo] Ao iz ¢F 1 nM
WA ok 50 pMe] IC50 & et

2ol 71AE vkl 22 nGluR 28A (ol 71AE wie} 2e X3 e ds AEDe
W #EE ool A5, o4 e e Ao f&attt. AW TF Y &F
&AM FFAAEA L] A Fololtt.  #XIEwWe] EAL thFsh, z1H( , 7
#4aZ(bradykinesia), —‘%%%%%(aklnesm) P%_Sg e 1]-/‘1] Foll, AMA %%Xé, Ao g A3t Foll, 1A
(& 5o, 7197404, AW, 3%
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of AFE AFEe Ad ARL, oF Sof @7 AT WAL F Sz FdE & Ak S a7
1 4 am. R S94S 9@ 475 Alown ahan, 47
1

Aeld 4+ e olald Aol

v

A, welel JlAE kb 2 aGliR 2AA (AR wlel pe 2@ m
28 24 Wl BT APelA FAT & At

A A A s

B dzae] g4 QoA 159 ol el V17 ok 19 18] Fojeta, A@adt. A@e AHgoR A7
A (5, E49 715 SAbeE dehiE SUbE ). Fol 71 AR 8 FARA #akE A
Fatgial, 23S v 2 EAst

A AAS 98 e AE

® A3 HAAN, FYAE uie E3 W WY R RS volol & BaHS AN Holth, miro] wabw,
AT AAE AAHYo] ZH7bsaA FohA =% sorai,

@ Ao R 7w (ddd, dAHE)E
oF

s E% = <
=, dF Eo U Wl B oFe e ‘%k% Fo7 3

BE Ao didl, ZFA|H (Placebo) thxto] & T},

@ vlojE HrielA, whaE HriERE S 2 Al ade] vheAdes #eo dv. AU (false
positive) & oF7|ste] HIolH & EGAI7IE 47 adte] 7hede A1 AAA agalor gk (dE &, A¥
2 L (AAd, 4T Fo] HES IhaAs tEAR, 43 MAUES dTekES AARH. g

l ] -
s A= Alde] AR Gl AlFdeh= o] 23 5 gl

A 10 QIZF FhAo A, R ETrel 23t SstE A (MEA nGluRs HEHAD 9 dsolids ay H|rt

H

AFE, - =HAg (A-E3k 800 WA 1000 mg/d; L A= JMWE2Ed, 2IiUE £ L&
W TS WS) QS e, T AR R $F9 LIDE ¢+ PD Al Uik ol W, ZEAIE 2T,
Het(parallel-group) FY A AFAt. SFHAR EE IFHE AE 1¢€ 23] (50 WA Hd] 300 mg/I=
AAE) F7F Qo R A Tt 314 F29] A (HF AdF 61.14], o4 48.4%) F 157l 3E
A (25 WA 150 mg, 149 23])E Fota, 16We] ZHAIRE Foigity, REE X7t 1699 AA 7|3
Aol

H 7}

12 8% ¥gE, d-23oldT a9E SAHS] 94 Z-% I AT FF EFoldT = (Lang-Fahn
Activities of Daily Living Dyskinesia Scale; LFADLDS), ¥ &-3}71<&55 7 (anti-parkinsonian) &35 9

3 23t w71 ¥y AZ(Unified Parkinson Disease Rating Scale; UPDRS) HE II1I1o]t}. wv|AAZA &
TF9]2% ZX(Abnormal Involuntary Movement Scale) & UPDRS ¥E 1V &% 32-332 23} a5 WHETH

A3t

=Moo 2 HE A16Y7bA]2] LFADLDS W3l ZA]Re o
S AAFERSlaL, o]i= AIMS (5.31; p<0.001) % UPDRS &7l
% wRBAGE. UPIRS HE TTAE el 2e Aw
98 An A9 2o FANEFFE ARE WalAl
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(1.165 p=0.01) A 9] 7|EHo =R E ] W3}
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EH3
MPTP 90| (n=6)94 33E A9 7 87 5=
1200 -
1000
M
Yo 2 800
=2 ]
%m ~ 600
400 '\\
s\%
200 4 -~
B \\
~
0 r--~-R
i T T 1 b 1
0 1 120 240 360 1440
A-=3 FAL
Al zE (&)
- A Smghkg+ 4-=3  ~O= A 25mgkg + 4-=%
--A 125mg/kg + 4-=3¢
A R Tmax (A7) Cmax (ng/ml) AUC 24X13} (ng-A13H/ml)
A Smg/kg + 2-=3 5307 42695 481= 1249
A 25 mglkg + 4-=5 36%1.1 267.5+46.1 3025 662.1
A 125 mgke+ A-E5 22304 1289.0£303.3 10708 = 2489.9

Tmax, Cmax 2 AUC 247 g€ H# + SEM.22 Yy},
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