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g, 0O.72molD0COCO0DDOOOOOOOO3LOODDOO
ocoooooO0oO0ooOoooooooOD0v70 me, 0.79 molO
gooboool1ombOCOO0OO0OOOC10O0O0O0O0OO0O00O
gbobooobob1riooboob0oboboobion g
NOOOO2x300mOOO0OO0OO0O00O02 x 300 ml000O0O
ooobooOoooobOooooobOO0OOooonas7? gdoes
000000000000 0000000O0* NMR(CDCI,

2H), 7.44(d, J=9 Hz, 2H), 8.33(d, J=9 Hz, 2H).
0000000000000 00O0DO0Oao
00000000000 00000D0100 g, 0.43 molO OO OO
g, 1.30mol0 00050 ¢g000000040000000000000
002L00000000000000000400050000000
00000000000 00000000000000000000a0
0001L000000000000000000000300 mLO 020
mOOOD0DO0D000D0D0000D0D0000D0000D0D000ooooan
0000000000000123.69g0890 000000000000
000000000000 00000O00™ NMR (CDCls, 400 MHz):6.
06(s, 2H), 7-42(d, J=9 Hz, 2H), 8.30(d, J=9 Hz, 2H).'3C NMR (CDCl;, 100 MHz): 15
5.1, 151.0, 146.0, 125.8, 125.7, 121.9, 33.5.
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oooooos0g9, 0OM49molDC0CCO0DOD1I3L000O0OODOOODODDDOOOOTYO g,
0.29molD0000COCODODDOOOOOOOODOe6OMOOOOODOOOOODODORD
goobOooooobooobcilmobvyoboobooOOoO0oOooOoOOO0OO0OO0ObOOOOO0ODbODOOOO
gboboooooboobgbobosegi820 0o goooobooooobobobao
uybooboooooouobooboaobaan

oooooao
gboobooooooobobobooooboobobobooooboboboon
gbooood
oooobooooooobOocoooboooooobobOoooobooOooobooooo
e A I A I N O I G 7

g, 0,19 molJ 00 0D0O0O0000D00O080 g, 0.38molJ 00000000 OOS550030
0000000000000 D00O0O000D00O0O000D0D0O0O000O0O0O0O0O0O0DO 100
D0D0O000O0sS0mI0000000000000000000000043 g0 7500
0000000000 NMR (CDCly, 400 MHz):1.25(s, 9H), 5.88(s, 2H), 7.40(d, J=
9 Hz, 2H), 8.29(d, J=9 Hz, 2H).3C NMR (CDCl;, 100 MHz): 177.0, 155.3, 151.6, 14
5.8, 125.6, 121.9, 83.1, 39.1, 27.0.

gbobooobooobtbegbgoboboooobobobobobbooboobobobao
gbooboooboooooboooag

ooooOD0ODDO0OO0O0O00024 g, 0.4 molD0000O0O0O0OO0OCOCO100mMO00000
ooooOoODbOOO0O00O0O0ooooooOobDDbObOO0OO018.6mL, 0.2 mIDDOOO0O0O0O0O0O
ocooo0i10mL, O.15molD0O0COODDOOOODOOOODOOODODDOOOOOOD
ugbdoooooobouobobobooboooobuoboboboobooobouobobobaa
oooboooooobooooboobolloombOOO0OO0OO0ODOOOOOODOOOODDODOO
oooooooooobDboog20 g, 67 mmolDO000O0O0DOCOOODDO10 mL, 0.15 mol
ugboobooooobooboboboobooboobobooboooboboobobooonoals
oooobooooooboooooboooooooboooooboooooboboooobooo
gboboooooogogobogscomb0oogobDiINoODODO3Ix100mMOOoooono?2

x 100 L0 0000000000000 000000000000000000000
00000300 mO0000000001¢g0500000000000000000000
0050 psid000000150000000000000000000000000000
00000000000 00000500,00,000000000000000000
0000000000000000000000004:100000000000000
00000O00000000000000000000015¢9g0680000000000
0000790810 O *H NMR (CDCl5, 400 MHz):1.21(s, 9H),1.3-1.5(m, 10H), 2.32(s, 2
H), 3.26(s, 2H), 5.33(m, 1H), 5.73(s, 2H). *3C NMR (CDCl;, 100 MHz): 21.7, 26.2,

27.3, 34.3, 38.2, 39.2, 80.6, 155.9, 176.8, 178.0. MS(ESI) m/z 328.36(M-H)~, 33

0.32(M+H)*, 352.33(M+Na)*.

ooooao
000000e000000000000D000D000D000000000000000
ooooooo

000000000000 00000000000000000000
00000000060 mMO00D000000000001.39 g, 10mmol0 000000
000.81 g, 10 mol0 0000000000000 0000000000000000O
ODO01.2mL, 11 mmol0 000 0000000000300 000000010000000
000000000000 000000000000001000000000000000
0o0O0o00000O0o,00,00000000000000000000000002.4

0097000 000000000000000M NMR(CDCIS): 1.93(d, 3H), 6.55(q, 1H)
, 7.42(d, 2H), 8.28(d, 2H).

00000 0O0000000000000000000000000000

000015 mO00000000000000000000000000000000O0.5
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g, 2mmol0 00000000159, 4.4mmol0000000002400000000
00000000000 0000000000000000.500wv0O00000000,
000000000000 000000,00,00000000000000000000
0000000000000 0000000095:500000000000000000
000000000 00.45 9084000000 NMR (CDCl5, 400 MHz):1.55(d, J=5.6
Hz, 3H), 2.07(s,3H), 6.78(q, J=5.6 Hz, 1H), 7.36(d, J=9.6 Hz, 2H), 8.22(d, J=9.6
Hz, 2H).

0000000000 eO00O00O00O000000000000000000000000
0Do0o00oO00oo0000

00000000020 mO0000000000633mg, 3.7mmol0 000000000
0o0o01.03mL, 74mmol0 00 0C00C0O0CO0DCO0OCOO0OCOO0COO0COOCOO0OO0.93mL, 7.
Ammol0 00 O00O00DOD0DODOODODODOODOODDOOODOOOODOOODOOOODO010m
L000e 000000000000 O0DOO0OOO0OOO0OOO0OO0O0OD0O0O0O00001g, 3.7 mm
ol 0000000000000 000D00D00D0N0N00NOs300000000noNonon
D1000000020mMO0000000000000000000000000003 x1
onmO0O000D000D000D00000000,00000000000000000000
0000000000000 000000000000000000004:100000
0000000000 000000000000700 mgd 63000000 H NMR (CDClg,
400 MHz):1.27-1.6(m, 10H), 1.55(d, 3H), 2.08(s, 3H), 2.38(s, 2H), 3.25(m, 2H),

5.31(t, 1H), 6.81(q, 1H). MS(ESI) m/z 302.22(M+H)*.0 05 mOCO0CO0C0O0C00O0
000.5N00000,0000000000000000000000000000000
0000000000

oooooo

ooooo
D00DO00O0eO00O00O00O00O00O00O00O00O000000000000000000
0000000000000

0000000000000 O0eO000000O00000000000000

D60 mO0O0D0,00,000000002.0g, 9.4mmol000000000001.21 g,
9.9mmol0 0 0000000000000 000000001.99 g, 9.9 nmolD 0O OO
0000000000003 000000000000000000000000002
x 100 L0 0 0000000000000 00000000000000000000
000000000000 0000000000000000000000000000
oooooo
0000000000 eO00O00O00O00O00O00O00O00O00O00O000000000
0000000000000 0
ooo0O0O00,00,0000000001.70g, 9.9 mol0 0000000000000
002.76mL, 19.8mmol0 000000000 2.51mL, 19.8 mmol0 D000 ODD0O0O0O
0000003000000000000000,00,000000000000000
00000000000 00000000000000005000000000000
00000000000000000000000000000,00,000000000
0000000000000 0000000000000000000000,00,00
S50 000000000000000000003.78¢9g0900200000000000
IH NMR (CDClg, 400 MHz):3 1.48-1.35(m, 10H), 2.30(s, 2H), 3.24(d, J=7.2 Hz, 2H),
5.58(t, J=6.8 Hz, 1H), 6.85(s, 1H), 7.50-7.33(m, 8H), 7.93(d, J=7.2 Hz, 2H).
0000000000 eO00O00O00O00O000000000000000000000
00000000000 O00O0000
0D40mO00,00,0000000e0000000000000000000000O
0000000000000 0000000001.89 g, 4.6mol0 000000000
770 0000002.07g, 9.2mmol0 0 0000000400.78 g, 9.2 mmol0 0000
000000000000 00000000000000000001000000000
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(80) JP 4216713 B2 2009.1.28

000000, 00,00000000000000000000000,00,00000
0000000000000 00000000000000000000000.1000
00000000000 0000000960 mgd490 00000 H NMR (CDCl5, 400 MHz
):8 1.58-1.35(m, 10H), 2.34(s, 2H), 3.26(dd, J=6.8, 0.8 Hz, 2H), 5.38(t, J=6.8 H
z, 1H), 7.46-7.26(m, 5H), 7.63-7.55(m, 3H), 7.89(s, 1H), 8.08(dd, J=8.8, 1.2 Hz,
2H) .
ooooo
D00DO00O0eO00O00O00O00O00O00O00O00000000000000000000
0000000000
0000000000000 000000000000000000000000000¢0
0000000000000 0000000000000300mgdOO00O00 NMR (CD
Cls, 400 MHz):3 1.41(m, 10H), 2.19(s, 3H), 2.33(s, 2H), 3.27(dd,J=6.6, 1.6 Hz, 2
H), 5.36(t, J=6.6 Hz, 1H), 7.40(m, 3H), 7.52(m, 2H), 7.63(s, 1H).
ooooo
0D00DO00O0e00O00O00O00O00O00O0000000000000000000000
0000000000
0000000000000 O00O0000000000000000000000000¢0
0000000000 000000000000005mgd00 000 NMR (CDCl,, 4
00 MHz):3 1.44(m, 10H), 1.62(d, J=5.6 Hz, 3H), 2.34(s, 2H), 3.24(d,J=6.8 Hz, 2H)
, 5.28(t, J=6.8 Hz, 1H), 7.06(q, J=5.6 Hz, 1H), 7.44(m, 2H), 7.56(m, 1H), 8.03(d
d, J=8.4, 1.6 Hz, 2H).

ugbodaod
ooooboooooobooooobooooooobooooobooooobooboooobooo
gbobooobooooobobobonb
gboboooooboobooboboooboobooboaoanb
ocoo,00,0150mMl00000C0C0OC0ODODDOO110.69, 100 mmolCOODOOOOOO
oooo0ODODOO0O00D0O0O0O0o0o0Oo0DODgb0,006.3mL, 50molD0DD0O0OO0O00O0O0O0O
cooobObOoOoO0oO0oo20000000DO0OO0O0OO0OO0OOOOO,00,0000000000
gooboboodgoboodooobozgoooodoooodd,on o0oooodd
oobOoooobooocooobobooboooobooooboooOooboDbObooOoil110000
0000000000000 D000017.0908700 0000000000000 NMR

(CDCl5):8 1.91(m, 1H),2.14(m, 1H), 2.89(m, 2H), 3.04(m, 2H), 5.16(S, 1H), 7.35-7
.28(m, 3H), 7.46(m, 2H).

0000000000000 0000000000000O000ON0ONONoONoNoonoon
Dooooooao

000000000000 00000000000000004.0g, 20.4 mmol0 OO0
00030000000000000000001.6M00015.3 mL, 24.4 mmold O O
000003000300 0000000000000000000000000000000
2.45g, 20.4mmol0 00000300 0000000000000000000000000
0000000000000 ,00000000000000000000000000
000000000, 0000000000000000,00,00000000000
0000000000000 000000000200000000000000000
000000000000 0O000000000002.63 9071000000 NMR (CD
Clg, 400 MHz):5 1.97(m, 2H),2.23(dd, J=4.0 Hz, 1H), 2.43(dd, J=13.6, 10.2 Hz, 1H
), 2.77(m, 4H), 3.02(d, J=13.6 Hz, 1H), 4.07(m, 1H), 7.44-7.13(m, 8H), 8.02(dd,
J=8.4 Hz, 2H).
Dooooooao
Dooooooo
Dooooooao
Dooooooao

oooooOooooboooobooooooobooooooDao

ooooboe:apopi1oeomODooobDoOOoOooboooooooooan
Ooo0oooOO0o00oOoOooooobooooDoDo2.509, 7.9mmolDO0ODODOO
O0D4.1¢9, 10.3mmolOO000D0DOOOO0ODOOOOOODODODDOGO

O 0Oooo
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(81) JP 4216713 B2 2009.1.28

050 0000000000000000000000000000000000000
0000000000000 00000000000000000000000,000
00000000000 ,00000000000000000000000000000
DO00oO00O002000000000000000000000000000000000
000D00000D01.329¢0740000 00 NMR (CDCls, 400 MHz):8 2.90(dd, J=14.
4, 7.0 Hz, 1H), 3.20(dd, J=14.4, 4.0 Hz, 1H),3.70(d, J=6.8 Hz, 1H), 5.35(m, 1H),
7.28-7.11(m, 5H), 7.53(m, 2H), 7.65(m, 1H), 7.93(d, J=7.2 Hz, 2H).
0000000000000 O00O00O00O000000000000000000000
0000000000000 O00O000000
0000000000000 000000000000000000000000000¢0
0000000000000 0000000000000000181 mg0O00O000HN
MR (CDCl5, 400 MHz):& 1.45-1.29(m, 10H), 2.24(d, J=13.6 Hz, 1H), 2.28(d,J=13.6 H
z, 1H), 3.22(m, 4H), 5.26(t, J=6.6 Hz, 1H), 7.16(t, J=5.6 Hz, 1H), 7.33-7.25(m,
5H), 7.40(m, 2H), 7.57(m, 1H), 8.02(m, 2H).
ooooo
00000000 @O00000000O00D)O0000O00ON0ONooonoooonao
0000000000000 O00O00000000
0000000000000 O00O00000000000000000000000000
00000000000000000000000009 mgdOO00O0O2H NMR (CDCl,
, 400 MHz):3 0.88-0.90(m, 6H), 1.16-1.29(m, 10H), 2.06(m, 1H), 2.16(m, 2H), 2.26
(m, 2H), 3.08(d, J=6.8 Hz, 2H), 3.19(m, 2H), 5.22(t, J=6.8 Hz, 1H), 6.93(t, J=6
Hz, 1H), 7.31-7.23(m, 5H).
ooooo
000000eO00O00O00O00O00O00O00O00O00O00O0000000000000
0000000000
0000000000000 O000000000000000000000000000
000000000000 000000000000240 mgd 00000 H NMR (CDClg,
400 MHz):8 0.99(t, J=7.6 Hz, 3H), 1.52-1.38(m, 12H), 1.89(m, 2H), 2.31(s, 2H),
3.24(m, 2H), 5.34(t, J=6.6 Hz, 1H), 6.70(t, J=5.6 Hz, 1H), 7.42(m, 2H), 7.56(m,
1H), 8.04(m, 2H).

gbooad
uybdbdbaebbgoboboboboboooboboboboboboobouobobobada
ooooooaod
gobooooooogoobgobobobooooboboboboboooobuobobao
ugboooooobooboobobooboboooboboboboobooooobobobaa
0000000000000 00D00042mgd 000000 NMR (CDCl;, 400 MHz):5 O

.95(m, 3H), 1.52-1.31(m, 12H), 1.72(m, 2H), 2.02(s, 3H), 2.27(s, 2H), 3.20(s, 2H
), 6.67(t, J=5.6 Hz, 1H).

0ooooon
000O000e0000000000000000000000000000000000
0000000000

0000000000000 000000000000000000000000000
0000000210 mgd 00000 NMR (CDCl,, 400 MHz):8 0.93(m, 6H), 1.37-1.76
(m, 16H), 2.30(m, 4H), 3.23(m, 2H), 5.25(0 0 00O, 1H). 6.73(m, 1H).MS(ESI) m/z
356.45(M-H)™*.

oooooao
000O00O0e0000000000000000000000000000000000
00000000000

00000000000 00000000000000000000000
00000O00O00O000000000000000000000000000.549, 2m
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molDO OO0 00000069, 4mmol0 00000400030 000000000 0O0O0OO
ooboooobooboobobuoboobo48omgu 7200 obcoocooDoboboboOoog
gboboooooooonon

googad

dddotdotobooobbobbbbbbbbbbb bbb oo ooUooogua
gboooz2ombo0ooboobooboboooobooboboboooooooboonb
S5lg, 1.5mmol000000000O0DO0O0OO0.54 g, 3mmold DO OO O5000240 0
gogogoooooooobbobbb bbb oo oooooooao
ooobobOooobzccboo,0b0,00oo0oboooo4000O0,00,00000000
go0o0boo0obob0o0obobo0obboobbooobo.3d9go20 OO TH NMR (CD
1., 400 MHz):1.16(t, J=7.6 Hz, 3H), 1.61(d, J=5.6 Hz, 3H), 2.41(q, J=7.6 Hz, 2H
, 6.84(q, J=5.6 Hz, 1H), 7.39(d, J=9.2 Hz, 2H), 8.28(d, J=9.2 Hz, 2H).
bbbt 00bobOobobO0obO0oobobOobobobooboboooonon
goooooooooan

doooo3ombOO0O0o0OooDooOono1e0 mg, 2.76 mmolD OO OO ODOODOO
77 mL, 5.5mmolD 0 000D0CCOOODOOOODOOO.71 mL, 5.5 mmolO
gododooooooobobob oo ooooooooao
oo00D1omOdO0O0Dc00D0O0O0OO0DDODODOO0DDO0ODDODODOODDODODOODDODO0OD
OO0O0doo.39 g, 1.4mmol000D0OCOO0ODODO3UIOODOOOODDODOO
gbz2omiboooobooboobobooooboobobobonoos3x 10
mL[] oooobooooooooo,0bo00000b00000obobo0oooooan
ad gogoooooobobbbbbiwnoooobbbbbobboboboooooao
00190 mgd 440 0O OO O *H NMR (CDCl5, 400 MHz): 1.09(t, J=7.6 Hz, 3H), 1.36-1
.54(m, 10H), 1.44(d, J=5.6 Hz, 3H), 2.28(s, 2H), 2.31(q, J=7.6 Hz, 2H), 3.22(s,
2H), 6.67(q, J=5.6 Hz, 1H). MS(ESI) m/z 316.25(M+H)*.

obooboo

O000Do 000000 D0ODODO0D0O0000OD0D0OD0D0O0O00U0oUoooooooooaon
gooooon

o000 ObOObO0O0O0O0U000000ooouoooboboobobobobobb
gbod4onm00b0ob0oobocobobob0obo0oobooboboboooooboao
g, 4.5mmol0 0000000139, 6.7mmol0 000 00O0ODO0O0OOQ00DO 240 0
goooooobobobbibbotb oo ooooobooao
0ouo,0b0,00o0o0obooo04obbOOb0,00,000000000000000
goboooDboobbodboo46 gu360000OOD TH NMR (CDCl3, 400 MHz):0.
95(t, J=7.6 Hz, 3H), 1.61(d, J=5.6 Hz, 3H),1.67(m, 2H), 2.41(t, J=7.6 Hz, 2H), 6
.84(q, J=5.6 Hz), 7.39(d, J=9.2 Hz, 2H), 8.28(d, J=9.2 Hz, 2H).MS(ESI) m/z 298.2
8 (M+H)™.

goooooo0oboe 0000000000000 0000000000 ooooo
goooooooobbbonb

oooooOOoO0oOo3onm000ob0DbDOO0OO0OO0Ds’30mg, 3.1 mmolJ 00O O0OODOODO
0g0oo.89mL, 6.4mmolD 00 000DO0O0OO0OOODODODODODODODOOODODOO.83 mL, 6.
0 goooooboobbob b oo oooooooaon
IonmDO0O0Do O00OD0OODOOOOO0OODODOODOOODOO
0.46 g, 1.6 molD0 000000 ODOODOODOODOOOODOS30
gpiooooogoz2ml000d00dbobooboooobonb
xlomOOOOOooooOoOOooooooo, , 0000000000
gboboooooobooboboooobooboobobwwbonob
godad 0000000000070 mgd210 00 000 1*H NMR (CD30D, 400 MHZ):
.95(t, J=7.6 Hz, 3H), 1.32-1.58(m, 10H), 1.42(d, J=5.6 Hz, 3H),1.67(m, 2H), 2.2
4(s, 2H), 2.30(t, J=7.6 Hz, 2H), 3.24(s, 2H), 6.74(q, J=5.6 Hz, 1H).MS(ESI) m/z

ODOoooooovOOoOoDoDoOooooogaog
o000 ooQg oo

OooOoo0oood
OO0 ooooggogao
OO0 ooogoodg
O Ooo0oooao

100

DOoooo0oQgooao
oorOoO0oo
Oooooooo

mmo 10
00

OoOoo0oodg
OoOoo0oo0oood
O Ooooo
OoOoo0ooodg
Oo0Oo0ood
OO0Oo0ooodg
O woogo

O
O
O
O

O Oooo

L= J [ Y Y B
O 0Ooo0oo0ooao
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330.28 (M+H)™*.

0O00sSmOO0O0O0000000000.5N00000,0100000000000000
0000000000000 000000000000

0oooooo

oooooo

000000 0000000000000 D00O00O0D00O000D0O000000000
00o0O00oO0oo00oOooOoao

0000000000000 000000000000000000000000000A0
00000070 mgd210000 0000 TH NMR (CD30D, 400 MHz):1.12(t, J=7.2 Hz, 3
H), 1.14(d, J=7.2 Hz, 3H), 1.32-1.58 (m, 10H), 1.44(d, J=5.6 Hz, 3H), 2.28(s, 2H
), 2.56(m, 1H), 3.25(m, 2H), 6.73(qg, J=5.6 Hz, 1H)_MS(ESI) m/z 330.30 (M+H)™*.
O00sSmOO0O0O0000000000.5N00000,0100000000000000
0000000000000 000000000000d

0oooooo

oooooo

000000 0000000000000 D00O0O0O0D00O000D0O0O0D00O0000O0
ooooooao

0000000000000 000000000000000000000000000A0
00000080 mgd 3600000000 NMR (CDCl;, 400 MHz):1.13(s, 9H), 1.32-1
.58 (m, 10H), 1.41(d, J=5.6 Hz, 3H), 2.27(s, 2H), 3.25(m, 2H), 5.41(t, 1H), 6.73
(q, J=5.6 Hz, 1H).MS(ESI) m/z 344.20 (M+H)™.
O00sSmOO0O0O0000000000.5N00000,0100000000000000
0000000000000 000000000000d

0oooooo

0oooooo

000000 0000000000000 D00O0O00D000000000000000
0ooooooooo

000000000000 0000000000000000000000000000A0
0000000000000 00000000000000000000000212 mgd
3800000000 7YH NMR (CD30D, 400 MHz):0.99(m, 6H), 1.32-1.58 (m, 10H), 1.88(
m, 1H), 2.08(s, 3H), 2.38(s, 2H), 3.25(s, 2H), 6.52(q, J=4.4 Hz, 1H).MS(ESI) m/z
330.30 (M+H)*.

oooooo

000000e 0000000000000 DO0O00O0DO0D0O0D0O0OO0DO0O0O0DOO0O00
0o00O000O00O0ooOn

000000000000 0000000000000000000000000000
0000000000000 0000000D00000D000D00D0D00D0O00DO0ODnaO
000000000000 0190 mgd 440 000 0000 *H NMR (CDL0D, 400 MHz):0.90
(d, J=6.6 Hz, 3H), 0.91(d, J=6.6 Hz, 3H), 0.98(t, J=7.6 Hz, 3H), 1.32-1.58 (m, 1

OH), 1.83(m, 1H), 2.18(s, 2H), 2.28(q, J=7.6 Hz, 2H), 3.25(s, 2H), 6.52(d, J=4.4
Hz, 1H).MS(ESI) m/z 344.34 (M+H)™.

O

Oo0Ooo0oodg
A
O 0OoOooog
O oOoooo

0

O Ooooo

O

O
Dod000OCOO0OO0O0OOOOOODOOOODODOOOOODOOOODDOOO
ooooood
ooooobooooooooooboboooooboboooobboooobooboog
oooooOooooobooooooboooobobooobobboooobooo
OD0D0009 mgd360 0000000 NMR (CD30D, 400 MHz):1.12(t, J=7

.6 Hz, 3H), 1.13(d, J=6.6 Hz, 3H), 1.14(d, J=6.6 Hz, 3H), 1.32-1.58 (m, 10H), 1.
87(m, 2H), 2.22(m, 1H), 2.42(s, 2H), 2.46(t, J=7.6 Hz, 2H), 3.44(m, 2H), 6.78(d,
J=4.8 Hz, 1H).MS(ESI) m/z 358.30 (M+H)™.
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o OO0OO0OO0OO0OO0ODODOCOOODODOOOOODODOOOODOOOOODOOOOO

0000000000000 O00000000000000000000000
0000000000 000000000000000000000000000
000000009 mgd3600 000000 NMR (CD50D, 400 MHZz):0.95(d,
J=7.2 Hz, 3H), 0.97(d, J=7.2 Hz, 3H), 1.05(d, J=6.6 Hz, 3H), 1.06(d, J=6.6 Hz,

3H), 1.32-1.58 (m, 10H), 1.98(m, 1H), 2.24(s, 2H), 2.45(m, 1H), 3.24(m, 2H), 6.4
2(d, J=4.8 Hz, 1H).MS(ESI) m/z 358.27 (M+H)*.

guo

O

O
O
ooobooooooon
O
O
O

Oddo 000000 oo0ob oo oo buoboooooooo
gooooad
gooboobooobooobooobtoobbouooDboooDboobboo
gddodoododoooooooooobooobooboobooooooooo
godooboobooouoboooobooboDboooDoOoi1omgOODo0ooDbooo Iy
NMR (CD5OD, 400 MHz): 0.98(d, J=6.6 Hz, 3H), 0.99(d, J=6.6 Hz, 3H), 1.19(s, 9H)
, 1.32-1.58 (m, 10H), 2.08(m, 1H), 2.28(s, 2H), 3.21(m, 2H), 6.49(d, 1H).MS(ESI)
m/z 372.31 (M+H)™.

O

O Ooogooo
O 0Ooo0oooo

g

O
O
O
O
O
O

cO0O0O0O0O0ODOOOO0OODODOOOODOOOOOOOOOODODOOOODOO
gbooooao

ugbobdooboooooouobobobdoboooooboboboboooo
goooocoooooooooobobooooboocooboboboooobooo
gbobooboobooooobobobobooobooDbgb109 mgh 40000

1H NMR (CD50OD, 400 MHz):1.18(d, J=7.2 Hz, 6H), 1.32-1.58 (m, 10H), 2.4
2(m, 1H), 2.28(s, 2H), 3.45(s, 2H), 6.99(d, J=4.8 Hz, 1H), 7.76(m, 2H), 7.92(m,
1H), 8.26(m, 2H).MS(ESI) m/z 392.22 (M+H)™.
0DO0o0o0oo
0000D0e 000000000000 O0OOO0O0OOO0O0OO0O0O0O0O0O00O0O00000

O
O
oooooooooaon
O
O

oooooogan
05.76 g, 41.5 mmolOd 0 0 OO

gobooogooboobooboobds3
uoboooobooboboobooao

O

O
oooo0OD0ODOO0OO000000D005 99, 41.5mol0000000OCODDOOOOOOODO

O

O

O

goilooooooobOocooooboooooboooan

ooo,0oo 000000000

000000000000 D0O000S8.79g094000000000000000000
NMR(CDCl, 400 MHz): 2.05(s, 3H), 4.81(m, 1H), 4.95(d, J=2 Hz, 1H), 7.42(d, J=9.
2 Hz, 2H), 8.28(d, J=9.2 Hz, 2H).

ooao
ooo
ooo
ooao
ooo
28(d,
ooo
ogoao
ooo
O 240
ooao

od
od
o
od
od
J=9.
o
gd
od
o
od

a
O
4
a
O
2
a
a
0
0
a

oooooooOO0oO00O0oO0oooooooDoDoDoDOoOoooOooooao
go0oo0obO0oo0o0oooDooDooDobOOobobooooos.7g, 39mmolOO OO
MOOOOOOOoOoOOoOoOoOoOoOoOoDOoODoDooooo1e000ooooooao
dooooooOO0OO0OO0oO0O0oi10goloOOOO0OO0OO0OOODOOOOUOOOOOD
O O O *H NMR(CDCl5, 400 MHz): 2.10(s, 6H), 7.42(d, J=9.2 Hz, 2H), 8.
Hz, 2H).
jogoooOooO0oUUUOUOUOUUOoOoOOoODOoODODUOUOUUOOOUOUOoOoOOOo
ogooznmOO0OO0DO000DO0000O0OO0OO0OO0OO0DO0ODO0ODO0DO0O0OOOooooOoOoOao
00.5g, 1.93mmol0 D0 0O0D0OODOO1.0g, 3. 13 mmolO OO0 OO OOO
goddooooooooobouoobooboobooboboboooooon
oooUooooo20U00, 00, 00000000400 00,00,0000
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0000000000000 00000000000000227 mg0500000002HN
MR (CDClg, 400 MHz):1.90(s, 6H), 2.07 (s,3H), 7.28(d, J=9.2 Hz, 2H), 8.28(d, J=9
.2 Hz, 2H).

0000000000 eO00O00O0000000000000000000000000
0000000000000 0

00000000030 mO0000000000257 mg, 1.5mmol0 000000000
0000.46mL, 3.3mmol0 00 0000000000000 OO0COOOOOO0.38 mL, 3

mmol0 0 00 0000000000000 000D0ON000DO0O0010mO0O0a 0
0000000000000 0000000000000000000O0.23 g, 0.8 mmol
000000000000 0300000000000000000010m00000
0000000000000 00000000O03x10mO0000000000000
00000,0000000000000000000000000000000000
0O00O000004:1000000000000000000000000000 40 mgd
160 00 000 *H NMR (CD50D, 400 MHz):1.32-1.58(m, 10H), 1.80(s, 6H), 2.02(s, 3H

), 2.27(s, 2H), 3.30(s, 2H). MS(ESI) m/z 316.21(M+H)™*.

oooooo
0D00000eO00O00O00O00O00O0O0O00O0O0OO0O0O0OO0O0O0O0O0OO0OO0O0C
Do0oDo00oO00O00O0oOon

000000000000 0O0000000000000000000000000000
0005mgd500000000 ™ NMR (CD50D, 400 MHz): 0.99(t, J=7.6 Hz, 3H), 1.3
2-1.58(m, 10H), 1.60(m, 2H), 1.85(s, 6H), 2.22(t, J=7.6 Hz, 2H), 2.27(s, 2H), 3.
20(s, 2H). MS(ESI) m/z 344.24(M+H)*, 366.30(M+Na)™.

oooooo
000000eO00O00O00O00O00O00O00O00O00O00O0000000000000
DO00oO0000O00O000000

0000000000000 O000000000000000000000000000
00000109 mgd 430 00 0000 0 H NMR (CDZ0D, 400 MHz): 1.19(d, J=7.2 Hz, 6
H), 1.32-1.58(m, 10H), 1.82(s, 6H), 2.38(s, 2H), 3.25(s, 2H). MS(ESI) m/z 344.22
(M+H)*, 366.24(M+Na)™.

ooooon
00000O0eO00O00O00O00O00O00O00O00O00O000000000000000
0000000000000

0000000000000 O000000000000000000000000000
00000170 mgd 580 00 0000 O *H NMR (CDClg, 400 MHz): 1.32-1.58(m, 10H),
1.95(s, 6H), 2.30(s, 2H), 3.20(d,J=6.8, 2H), 5.41(t,J=6.8 Hz, 1H), 7.40(m, 2H),
7.52(m, 1H), 7.98(m, 2H). MS(ESI) m/z 400.29(M+Na)*.

oooooQ
D00DO000eO00O00O00O00O00O00O00O0000000000000000000
0000000000000

0000000000 e00O0000O000000000000000000000000
Doooooooooon

000000000150 mMO0000000001.71 g, 10 mmol0 000000000
0003.06mL, 2 mol0 00 0000000000000 00000001.4mL, 11 m

ml0 0000000000000 000000000000000N020000000
000010 mMOC0C0C0000C0D0O0D0C0D0O0D0O00O0D0DO0O0OO0O0DO01.27mL, 11 m
ml0 000000000000 O00000000eO0OO0O000000000D010000
00030mO000000000000000000000000003 x 20 md00
0000000000000 ,00000000000000000000000000
0000000000000 O00O000000001:400000000000002.37 g
077000000 * NMR (CDCl, 400 MHz):5 1.04(d, J=6.4 Hz, 3H), 1.06(d, J=6.4 H
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z, 3H), 1.36-1.53(m, 10H), 2.15(m, 1H), 2.34(s, 2H), 3.24(m, 2H), 5.39(t, 1H), 6
.32(d, J=5.6 Hz, 1H). MS(ESI) m/z 306.34(M+H)™.

0000000000 000000000000000O00000000000000
000000000000 D0O00O00
00000000000 028 mg, 0.8 mmold 000000000 OOCOOOODOOO
0000000000000000158 pL, 1.0l mmol0 000000000637 mg, 5.
2mmol0 0000000048000 000000000000000000000000
00000000000 000000000000050mgd1400 0000 *H NMR (CDg
OD, 400 MHz): & 1.07(d, J=6.8 Hz, 3H), 1.09(d, J=6.8 Hz, 3H), 1.32-1.58(m, 10H),
2.19(m, 1H), 2.26(s, 2H), 3.23(m, 2H), 6.78(d, J=4.8 Hz, 1H), 7.58(m, 1H), 8.39
(d, J=6.4 Hz, 1H), 8.76(d, J=4.4 Hz, 1H), 9.10(s, 1H). MS(ESI) m/z 393.42(M+H)™.
Do0o0o0a0
000000« 000000000000 O0O0O0O0O0O0O0O0O0O0O00O0O00000000
0000000000000 000000000
0000000000000 0eO00O000000000000000000000000
000000000000 O0O00O0O00
00000000000 00001.029, 3.34mol0 000000000000 0O0
00000075 mg, 3.67mmol0 000000000300 0000000000000
0038 pwl, 3.67mmol000000(COO00OD0OO)IO00ON(@OO)I0O0O0O0
00000000000001000000000000001000000000000

o,0o,000000000000C0CO0O0DOO0O0O0O0O0OODOOOOODDOODOGO?00

g

D000000000000000000820 mgd 620 000 OO *H NMR(CDCl5, 40

0 MHz): & 1.03(d, J=6.4 Hz, 3H), 1.05(d, J=6.4 Hz, 3H), 1.36-1.53(m, 10H), 2.13(
m, 1H), 2.35(s, 2H), 3.22(m, 2H), 5.11(s, 2H), 5.49(t, 1H), 6.32(d, J=4.8 Hz, 1H
), 7.34(m, 5H). MS(ESI) m/z 396.24(M+H)™.

0o
0o
0o
0o
0o
0o
1,

0o
0o

, 3.

od
oo
go

0000000000000 O00O0O00O0O0O0O0O0oOd

O00014mOo0.2ml0 0000000000000 O0C0COS8MOOCODOOOI10
0001 mOO0OO00O0O00O0O00O0O00O0O00O0S501000100000000000
DO20mO00000000000003x80mMOO0000000000000
80 MO0 OD0O0O0D0DO0D0DDODODDOODONOODODONONDONOODOOOOOONOOOOOn
000000000000 0O000O000000000000000O00H NMR(CDC
400 MHz): 1.30(t, 6H), 1.61(s, 3H), 3.57(q, 4H), 8.62(s, 1H).0 025 mLO O O
000000000000 0O000O000O0000000000000000000
00000O000000000 NMR(D,0, 400 MHZ): & 0.98(t, 6H), 1.28(s, 3H)
22(q, 2H), 3.47(q, 2H).

000000000000 O0O0O0O00O0O00O0O00O0O00000000000000
0000000000000 O00D0DO00O0O00O0OoOoOoOooOoooan
0000000000200 mg, 0.5l mmol0 000000000000 114 mg, 0.76

mmolD 00 O0O0OCOOO10O0000O0O0O0OO0OOOOOODDDODOOOOOOOOOODOO

000300mg, 1.02mmol0 00 0000020mO000000000000000000 40
00180 0000000000000 00000000000000000000000
000000000000 0O00O00O000010000000000000000000
0000100 mgd 370 0 0 O O O MS(ESI) m/z 522.34(M+H) ™.

0000000000 eO00O00O00O00O00O00O00O00O00O00000000000
0000000000000 O00O00O00O00O00O0Ond

000000200 mg, 0.3 mmolD 00050 0000(@0O0)I00000000000
D160 0000000000000000000000000000000000000
0000000000098 mgd 600 00000 *H NMR(CDCl,, 400 MHz): & 0.97(d, J=6

.8 Hz, 6H), 1.19(t, J=6.4 Hz, 3H), 1.21(t, J=6.4 Hz, 3H), 1.32-1.58(m, 10H), 1.5

1(s,

3H), 2.06(m, 1H), 2.30(s, 2H), 3.23(m, 2H), 3.46(m, 2H), 3.56(m, 2H), 5.30(
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t, 1H, NH), 6.59(d, J=4.8 Hz, 1H). MS(ESI) m/z 432.24(M+H)™*.

Do0o0o0Q

000000e 000000000000 O0O00O0O0O0O0O00O0O000O00000000
0000000000000 O00O0O00O0O00O0OOoaO

0000000000000 0000000O00000000000000000000
000000000O0000000000000000000000 * NMR(CDCl;, 400
MHz): & 0.97(d, J=6.8 Hz, 6H), 1.44(s, 3H), 1.45(s, 3H), 1.32-1.58(m, 10H), 2.05
(m, 1H), 2.30(s, 2H), 3.23(m, 2H), 5.50(t, 1H, NH), 6.58(d, J=4.8 Hz, 1H). MS(ES
1) m/z 373.48(M+H)™.

gbooboog
ubodbdobae000obobobobOoOo0ooboboboboboooboobobobao
uboooooobobao

ooobOooooboocooooooooboooooboon
oooooDoDOoO0oOoOoOoooooooooDO9. 1 mL, 1000molCOO0O0ODDOOOOOO
coooooOoi10mL, 100 molD O OODODOOOOOOOOOOOOODODDOOOOOO
oooo0ODe6.4mL, SOmMolOOO0O0OODODOOOODODOOOODOOOODO3COOO00O0O0O
go3ooooooobooooooooooostcooobogoooboocoooboonodd
cooooooooooooo,0o0,000000000O000O0DO00O00O00116 gd 100
000000000000 D000D000000000000000O00O0OM NMR(CDCI,

, 400 MHz):3 1.057(d, J=7.2 Hz, 3H), 1.059(d, J=7.2 Hz, 3H), 1.80(m, 1H), 1.97-2
.08(m, 2H), 2.82(m, 4H), 4.00(d, J=5.2 Hz, 1H).

0000000000000 0000eO00000000000000000000000
00

00000000000 005mMO000000004g, 24.7mmol0 0000000
00000000000 001.6M, 18.5MI, 29.6 mmolJ D000 0000000040
000000000000 D0200000000000000000000
D1omOO000O00000000002.7mL, 29.6 mol0 0000000
0000000000020 0000160000000000000000
000000000000000000000000000000,00 ,0
0000000000000 O0O0D0O0O0O0O0O0O0O0O0O0O0O0O0O00O0O00O
0050000000000 0000000000005908000000000000
1H NMR(CDCl;, 400 MHz): & 0.96(d, J=7.2 Hz, 3H), 1.11(d, J=6.8 Hz, 3H), 1.17(d,
J=6.8 Hz, 3H), 1.42-1.52(m, 2H), 1.76(m, 1H), 1.87-1.95(m, 2H), 2.04(m, 2H), 2.6
2(m, 4H), 2.94(m, 2H), 4.03(d, J=5.2 Hz, 1H).

000000000000 O0O0O0O0O0O0O0O00O0O0O0O0OO0O0O0O0OoOO
000000000270 mO0000000005.0g, 21.4mmol0 00000000000
030mO0000@O0,),00000000000000000000000000
0000002000000 0000000000000000000000000000
000000000000 00000O0000001000000000000000000
00000000000002.8909100 0000 NMR (CDCl;, 400 MHz): & 0.91(t
J=7.2 Hz, 3H), 1.09(d, J=7.2 Hz, 3H), 1.10(d, J=7.2 Hz, 3H), 1.35-1.46(m, 4H),
.75(m, 1H), 2.80(m, 1H), 3.45(d, J=5/2 Hz, 1H), 4.29(m, 1H).
0000000000000 O000O00O0O000O000000000000000000
O

000000000000 O0O000O01.1g, 7.6 mmol0 0000000000000
0O0O0O0O01,84 g, 9.2mmol0 0000000000000 O0O0O0O0O00O0O00O0O0
0000O0001.12g, 9.2mmol0 0 0000000000000 D01000000000
40000001000 0000000000000000000000,00,00000
000000000000 000000000000000000000300000000
000000000000 0O00D0O0029¢085000000000000000000%

O oOoooo
O 0Ooo0oooao
O 0Ooo0ooao
O Ooo0oooao
O oOoooo
O 0Ooo0ooo0oao
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H NMR (CDCl, 400 MHz): & 0.99(t, J=7.6 Hz,3H), 1.12(d, J=6.8 Hz, 3H), 1.18(d, J
=6.8 Hz, 3H), 1.51(m, 2H), 1.84(m, 2H), 2.82(m, 1H),5.17(m, 1H), 7.42(d, J=6.8 H

z, 2H), 8.25(d, J=6.8 Hz, 2H).

000000000 0000000000000 0000000000000000
0ooo00O00O00o0O000
0000000020mMO0000000000820mg, 4.8mmol0 0000000000
001.35mL, 9.6 mmol0 0 0000000000000 0O00O00O00O01.22mL, 9.
molD 0000000000000 O00D02000000000000000000000
0D10mO000000001g, 3.2mol000000000000000006000
0000000000100 0000020mO00000000000000000000
00000003 x10mO00000000000000000, 000000000
000000000000 000000000000000000000000000
-0 0000000000000 0000000000000000O0N0OONOoOooool

A OO oOooOoo Ogogo-

4000000000000 780 mgd 720 000 0 O *H NMR (CDCl, 400 MHz): & 0.91(
t, J=7.2 Hz,3H), 1.04(d, J=6.8 Hz, 3H), 1.12(d, J=6.8 Hz, 3H), 1.36-1.53(m, 12H)
, 1.74(m, 2H), 2.33(s, 2H),2.78(m, 1H), 3.22(m, 2H), 5.11(m, 1H), 5.48(t, 1H, NH

). MS(ESI) m/z 342.24(M+H)™".

oooo
oooo
oooo
oooo
oooo
6 mmolOd

O

OoOoOOoooooNODODOoOoooooooooogoao
Oooo0ooood Ooooooooogooao

OoOo0oo0ogoao
I I [y B

0

OO0 oooogdg
Oooooogdg
Oooooooogdg

O
O

100
320.

5

ooobooOb0eoO0O0bOOO0OO0oO0OOOOOOODODOOOODOOOODODOOOn
ooooooooooao
ocoDD20mO00O0000D0C0OO780mg, 2.3 mmol00000O0ODODODOOO

Odle00OO0OO0oooboOooooooboboooobooboooboDbOooOog91 mg, 4.

O
O
OO0O0o0001.039g, 4.6 mmol0 0000000030386 mg, 4.6 mmold OO
O
O

00000005038 mg, 4.6mmol0 0000000000000 OODO0O

000800000000 1000000000000000DD0D00DNDO0OD0DDDOSL,OD0
,000000000000D0000D0000D0D000D0D0D0000D0000D079 mgd 11
000000 NMR (CDCls, 400 MHz): 0.94(t, J=7.2 Hz, 3H), 1.153(d, J=7.2 Hz, 3
H), 1.150(d, J=7.2 Hz, 3H), 1.32-1.58(m, 12H), 1.74 (m, 2H), 2.28(s, 2H), 2.56(m
, 1H), 3.23(m, 2H), 5.27(t, J=6.8 Hz, NH), 6.71(t, J=5.6 Hz, 1H).MS(ESI) m/z 358
.30 (M+H)™.

mLO

g
g
O
g
g
O
g
g

gooao
oooo

U0a
aood
ooao
ogoo

I [ o [

gooano
ooono

gooo
goaoaao
godda
gooo

O
O

g
a
O
g

goo.sS5NOO0OO0OO0O0g0oo0obOOoOOocOooooOoooan
ooooooooao

gbooooboboboboboooobgobobo
gobooooad
oooooOocooobooooboooooooooan
oo

1.0g, 3.3mmol0 0000009 mO0ODODODOOOOOO1I0OMmMOOD0ODO
oooooooOoOoooOooOOoOoOoobOboooobOoOoOoobobObOooobooooooan
oooooODOOOO0OO0oOo@oooDoooDoH)oOoOoooogosomooDDoDDOOO

Oooooooo
Doooooo
24(M+H) .

oo
ood
od
od
394
od
od

oooo
ooogo
ooago
0 442 p
mg, 1.4
ooago
ooago

gboboooooobooboboobooboooooboboboobooo
OCooo0ODDOOO0OO0O0O0O00ovYeo mgh 720 0 O O O O MSCESEH) m/

000da
oooo
oooo
L, 4.76
mmol O
240 0 O
oooo

g
a

gbooooboboboboboooobobobo
uoboooooooad

0760 mg, 2.38 mmolO O OO OO 394 mg, 1.4 mmolO O
mmol0 0 0O O0O0OOODDOOODODODOOODODOODODDOO

g
u
O

ocopooDOo442p L, 476 mmolCO0D0D0D0OO0O0O0OOO
gbooooboboboboobooooobaobobad
oooooOocoooboooboilcocooooooooan
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0000000000 00560 mgd 630 00000 H NMR(CDCl,, 400 MHZ): & 0.94(d,
J=6.8 Hz,3H), 0.96(d, J=6.8 Hz,3H), 1.15(d, J=7.2 Hz, 3H), 1.17(d, J=7.2 Hz, 3H)
, 1.32-1.58(m, 10H), 2.01(m, 1H), 2.19(s, 2H), 2.55(m, 1H), 3.18(m, 2H), 3.67(s,
3H), 5.33(t, 1H), 6.56(d, J=4.8 Hz, 1H). MS(ESI) m/z 372.38(M+H)*.

ugboogood
oobooodotobeOO0oO0ob0obOOOO0OOoOOOOOODOOOOODOOOODOOO
gbooboooooooboboboboo
ubdbdbae00obgoboboboboooboboboboboooboobobobaa
OoOo0OO0OD0ODDO0OO0OO0O0O000150 mg, 0.38mmol0 00000018 mOODDOOOOOO
gz2mbooogoooboobogobobotbooooboobobobooooobobonb
gcgooODOOOOODOOODODOODODDODOD@UOOOODODOHY)ODDDOOOOO 300
ugbdoooooobouobobobooboooobuoboboboobooobouobobobaa
05000000000000000000000098 mgh 640 0 0 00O O *H NMR(CDCI,

, 400 MHz): & 1.02(d, J=6.4 Hz,3H), 1.03(d, J=6.4 Hz,3H), 1.32-1.52(m, 10H), 2.1
a(m, 1H), 2.27(s, 2H), 3.17(m, 2H), 3.62(s, 3H), 5.40(t, 1H), 6.81(d, J=4.8 Hz,
1H), 7.40(m 2H), 7.54(m 1H), 8.12(m 2H). MS(ESI) m/z 406.29(M+H)™*.

00000

0000O0000e 00000000000 O0O0OO0O0O00OO0O0O0O0OOO0O0O00O000
0000000000000 O00O0O00O0O00O0O00O0O000000
0000000000000 O00O0O00O0O000O000O000000000000000
DoooOoooooo

40 M000000000000000O000000000001.729, 5 mmold 00O
0000000O000O00001.249g, 6mol0 0000000000000 00O0O0O.
g, 6mmol0 00000000000 20mO00000000000002004000
0000000000000 O0O0O0OO0O0O0OO0O0O0O0O0O0O0O0OO0O0O0OO0ONOoOoOoooon
.04 g, 6mmol0 0000000000 000.49g, 10mmol0 00000030 mO000
0000002202500160000000000000000000100mO00000
0.5MIOD0O00DO0O02x100mOIO000002x100mMOO000000000000
000@O0O0,)0000000000000000000000000000A40 mL
000000220250 020000000000000000000000004 mLO
00000025 pymMI 00000000 OOOO0OOOODOOOOODOOOOOOOODOO
0000250 x21.2mm, 5ymd0000018000010000500000000006
o00O000O00D0O00.050000000020mO0002000000000000000

e o e N Y [ O Y i [

0000000000000 0000000000000001.7g0700000000
00000 O0MSESI) m/z 397.02, 399.01(M+H)™.

0000000000000 O0O00O000000000000000000000000
0000000000000 0000000000000000000000000
0000000000 000000200mg, 0.50 mmol0 0 0000000000000
000141 p L, 1.00 mmol0 0000000000000 00129 mL, 1.01 mmold O O
00000000000 00000001500000000000000000a 000
0000000000000 00000000000000000000 144 mg, 0.51 m

ml0 0000000000000 700000@O000000000)00000000
000000000000 0000000000000000000000000000
000,00 ,0000000000000000000000000000000000
000000092 mgd OO0 MH NMR(CDZ0D, 400 MHz): & 1.10(m, 6H), 1.46-1.25(m, 1
3H), 2.20(m, 2H), 2.48(m, 1H), 2.84(m, 1H), 3.06(m, 1H), 3.17(m, 1H), 4.36(m, 1H
), 6.67(q, J=5.6 Hz, 1H), 7.17(d, J=2.0, 8.0 Hz, 2H), 7.42(dd, J=2.0, 8.0 Hz, 2H
).
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ooooooogd
ooooooooboooobooo

Q

g, 8. 14 mmolD 0 O0ODODODOOOOO
ooooOoooobooooobooboo
gbobooooobooboboboo
gboobobooobooboboobooao
oooboooooboocoooooboooao

OoonNOd
OO0oono

JP 4216713 B2 2009.1.28

ooooocoooobooooobooo

gboilomboboboO0oooobobobobobooboboboboonn

6.13 g, 16.29 mmolD O O O O 450 O
ooooocoooboooooboog
gboboobobooooboobob2.5 gd

oobiocoooooooobood
000O0001.2g05200000071

(CbCl5, 400 ,MHz): 1.21-1.99(m, 6H), 1.62(d, J=5.6 Hz,3H), 2.61(m, 1H), 6.
5.6 Hz, 1H), 7.41(dt, J=6.8, 2.4 Hz, 2H), 8.29(dt, J=6.8, 2.4 Hz, 2H).

J=

u
O
g
u

ubdbtdbo0bobobobaoboogd
ooobooooobooogd

ugbobooboooboobobooaodoa

gcoooDoOOoO01lomO0OO0DOCOCODODDOOOOOA150 mg, 0.94 mmolO OO OO

OCoo0oo0OO0OO0O000O0.26 mL, 1.88 mmolO

mL, 1.8 mmolO D OO O DODOOOOOOO15000

Y Ooooooaog

0000000000000 O00O00O00OO0d
L4 mmol0 0 0000000000000 0000000O0O01.50
0000000000000 O0,00,000000000000
000000000000 000000000000000000
000000000000 0000000000300000000
130 g0 480 0 0200 000000000000 000000% NMR(CDCl;, 400 MHz
& 0.90(m, 6H), 1.70(m, 8H),1.46(d, J=5.6 Hz, 3H), 1.66(m, 1H), 2.15(m, 1H), 2

gbooboaoobodaao
oooobooogoao
gboboboboao

O0Oo00o.24
mLO O 0O a

0 267 mg,

ooooaod
opoooad
opDooao
oooooooad

OoOoooood
Oo0Oo0ood
OO0Oo0oood
Ooo0oo0oQgow

.33(m, 2H), 2.53(m, 1H), 3.12(m, 1H), 3.29(m, 1H), 5.08(t, J=6.0 Hz, 1H), 6.79(m

O 0Oooo
OO oo
O 0Oooo

oo oooooogoogooooe

150 0

- 5 1.07(d, J=6.8 Hz), 1.21(m, 6H),

1H).

g
u
O

od
dbalO0O0O0O0O0OO0OO0ODOODODODODOO
obooboooooogoan
ugbooboooouobuobobobaood

gbobooz20om0O0obobOobOoObOOO
ugbooboooboobobobooogans.
coooooOosomiOOO0OCOOOD?2.78

oo bobOobOobwwbooboooboodg

u
O
g

0000000100 0000000000
000000000000000007.9
TH NMR(CDCl5, 400 MHz): & 1.12(d, J=6.

1H), 6.24(d, J=4.8 Hz, 1H), 7.42(d, J=9.

O

g
u

otdboooobobobobaoaood

gboboooooboobobobobog
oooobooogovooOOoOooooOobooOooao

1H), 7.42(m, 2H), 8.28(m, 2H).
000000000 0eO00O00O00O00O0000
0000000000000000000
000000000000 0000000000000000000000000000
051000000200 00000000000000000000000000 NMR(
CDCl, 400 MHz): & 0.89(m, 12H), 1.17(m, 8H),1.65(m, 1H), 2.02(m, 1H), 2.16(m, 1
H), 2.33(m, 2H), 2.56(m, 1H), 3.13(m, 1H), 3.30(m, 1H), 5.00(m, 1H), 6.57-6.56(m

gbobooboooobooboboboo
ugboobodooooboobobooaoda

0004.06 g, 29 nmolD0 00 00O
0g,29mmol0 0000000000
mL, 32 mmol0 0000000000
000000000O00000000
00000000000 000,00,
glloo0 0000000000000
6 Hz,3H), 1.13(d, J=6.6 Hz,3H), 2.
2 Hz, 2H), 8.28(d, J=9.2 Hz, 2H).
0O00000000O00000000

000000000000 00000
000000 NMR(CDCl5, 400 MHZ)

2.18(m, 1H), 2.26(m, 1H), 6.60(d, J=5.2 Hz,

gbooboboooboobooboobooao
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1H).
00
00
00
00

ood
UbdoOO0OO0OO0OO0OO0ODOCOOODOOOOODODOOOODOOOOODODOOOO
obooooognon

o booboobooboboboobobobobobooooobobobada

O Oooo

0000000 0oo0ooDo0oUoUoDOoo0U0Uo0Do0D0oO0U0UO0DODoOU0O0oU0oDOoOOoOooUOoDoOOOd
0000000 o0oUoU0UoDOoo0U01lD0Do0D0U0oOooDoOUOOosc D00 UUDOoOd
0000000 NMR(CDCl5, 400 MHz): & 1.15(d, J=3.2 Hz, 3H), 1.16(d, J=3.2 H
z, 3H), 2.30(m, 1H), 6.87(d, J=4.4 Hz, 1H), 7.42(dd, J=7.2, 2.0 Hz, 2H),7.48(t,
J=7.6 Hz, 2H), 7.62(t, J=7.6 Hz, 1H), 8.09(dd, J=8.0, 1.0 Hz, 2H), 8.27(dd, J=7.
2, 2.0 Hz, 2H).

000000000 De 000000 OO0DDDOOOO0ODODOOODODDOOOODDODOO
Joooooooooooooooo
JodooodUoo0ooDoOoUoUo0ooO0UU0DoDoOU0O0OUDOoOOoDO0UOUDDoODOoOOUDOoOOO
0580 0000020000000000000000000000000000 ™ NMR(
CDCl5, 400 MHz): &6 0.87(m, 6H), 1.05(m, 6H),1.16(m, 2H), 1.64(m, 1H), 2.17(m, 2H
),02.32(m, 2H), 3.12(m, 1H), 3.29(m, 1H), 5.01(br s, 1H), 6.82(m, 1H), 7.44(m,
2H), 7.57(, 1H), 8.05(, 2H).

OoooooogogoQg-

goboooo
goooooooobb oo oooooooooobboobod
gooooooboobobobbtbotoooooooodogdguoooooobobobobo
goboooobooobooobooboboobboooboo
ooboboooogooz20mb000000O0O0ODODODOODOOS.0g9, 26.01 mmolO OO
0o0o0ooo0oDooDooDOobOoo0oo0o0ooDooDOoo0DOde.2s g, 26.01 mmolO OO OO O 00O
0000000 oo0OoD10.9mL, 78.03mmol0 0000000 O0ODOODOODOOOOAOOO
g3000000b0b0b040000000000000000002100000000003
godoogd3xl100mO000D0O0O0OD0ODOODODDODOODDODODOODDODOODODDODOODDOOO
T A B A B A Sy 2 o | R R R W
O000O0O00O0DOOOYH NMR(CDCl;, 400 MHZ):3 2.49(s, 3H), 5.27(s, 2H), 7.38(m,
5H).
gooooobbbob bbbt oooooooao
goobool1ombODbOCOO0055mO00CO000D00CO0O0O0DODODOA4.74 g, 21.74
mmolD 00 OO0OO0OOO0OL,00000,077mg, 0.7 molDDOOOO000O00400000
goooooboobobb bt ooooooboobobboobooo
ooooooooobOoooooooo,ob ,0000bOO0O0O0O0bODbODOOoOoO0obOonOO
004.59g000000H NMR(CDCl;, 400 MHz): & 2.28(s, 3H), 3.90(s, 1H), 4.82(s,
1H), 5.26(m, 2H), 7.37(m, 5H).
gooooooboboboob bbb uoooooobobbobbbboboo
goboboooboooon
ooDooosomlD0O000000ODO0ODODOOODO®6.884g, 4245 mmolD OO ODOODO
ooooooosoml0000O0D0O0OO0O0ODODOO0OA4.50 g, 21.22 mmolO OO O O OO O
gooooobooobooobooos0obnDoooboooboooDbooboboo
goobobooooobooocooooboboooobooooobooooooboooL,b0000
gooooodooo,0o0, ,g0o0o000oooocooobooooooocoooboonodd
gooobooboooboooDbo0oboDboobDboUobtoo2w000DbOoUobDbOoO
O00O0O002.6 g0000O?H NMR (CDCl;, 400 MHzZ): & 2.48(s, 3H), 5.27(s, 1H), 7.
37(br.s, 5H).
gooooooboboboob bbb uoooooobobbobbbboboo

oooooao
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ocosomOO00O00O0O0OOODOODOZ2.69, 10.922mmolD000C0D0ODODOO0OOS
mgOOOoOoooODoOooooboooooooooooobobowwooooooooon
000000000000 01.62 90000 NMR (CDCl5, 400 MHz): & 2.41(

coooooOoOoOooOoosom0OODODOOOOOO1.62 g, 11.10 mmolO O

oco00112py LO0O0O00OO0OCCOODODDOOOOO2MO006.1 mL, 12.2 mmol
goboobgo3otbooooouoblmooboboboboooobobobo
oooooodgesmOOOoOobooOOoOy8sODOOO0OOoOoooOOooooDOO,O0n

20314 g, 12.2mmol0 000000020 mMO0CC0O0OD1I0000000000CO0DO

780 O
o
ao
OO
767

10000000.1NODD0D0C030MOD0O0DON0OO0DON0OO0ON0ODOODOOOO
00 00000000003 x50mO0000000000000000
00 0,00,000000000000000000000000000
00 000000000 0O000005000000000000000
mgO] 1H NMR (CD50D, 400 MHz): & 2.09(s, 3H), 4.34(s, 2H).
0000000000000 O00O0O00O0O000O00O0O00O0Oonan
000000000000 0O000O000000000000000

O0Oooooog
OoOoo0oooog
O0Ooo0oooa.o

OoopoDooO0oO0oo0ogye7r mg, 5.9mmol0 000 00000C0OODODOO
Oo0DoD0OO0O000O00oo0o0s.9mmelD000O0O0O0O0O0OCODODODDOO
ooooboooooboooboooobobooooboooooobooooao
0000000000000 00510 mgd 00 O *H NMR (CD30D, 400 MHz):

OOoo0oo0oood
O O o
O OO
O O O

5 1.58-1.30(m, 10H), 2.18(s, 3H), 2.35(s, 2H), 3.17(d, J=6.8 Hz, 2H), 4.80(s, 2
H), 5.11(s, 2H),5.44 (t, J=6.8 Hz, 1H), 7.36(m, 5H).

0000000000000 O000000000000000000000000000
000000000000 0000000000000000000000000000
000000020 m000000000000510mg, 1.41 mmol0 D 00000000
050059 mg0 0000000000000 00000000010000000000
000000000000 0O000000000000000000000000000
00000105 mgd O OO *H NMR (CD50D, 400 MHz): & 1.52-1.36(m, 10H), 2.16(s, 3H
), 2.27(s, 2H), 3.22(s, 2H), 4.86(s, 2H).

O

O 0Ooo0oooo

~
[72]

7= B I [ Iy o B [ o

2.

0oooo
000000000000 000000000000000000000000000
0000000000 000O000000

000000000000 103 pL, 1mmol0 00000000171 mg, 1 mmold O O
0000009 pl, 1moll 0000000 O0D100MO0C00C00C0000C0O0
000000000400000000000000000000000009000
0000000 NMR (CDClg, 400 ,MHz): & 1.34-1.62(m, 12H), 1.71(m, 4H), 1.94
, 3H), 1.96(s, 3H), 2.26(s, 2H), 2.98(m, 4H), 3.38(d, J=6 Hz, 2H), 4.90(s, 1H)
5.20(s,br, 2H), 8.64(t, J=6 Hz, 1H). MS (ESI) m/z 252.35 (M-H)".

00000

0000000000000 00000000000000000N0NOo0Noooooan
0000000000000 000000000000000
00000000000000108 pL, 1mmol0 00000000171 mg, 1 mmolO
000000009 plL, 1moll 0000000 OD0100MO0C00CO00O0C0OO
60 00000000000000000000000900000000000HNM
(CDCl, 400 ,MHz): & 1.34-1.62(m, 12H), 1.71(m, 4H), 1.94(s, 3H), 2.24(s, 2H),
81(t, J=7.6 Hz, 2H), 2.99(m, 4H), 3.31(d, J=6.4 Hz, 2H), 4.23(t, J=7.6 Hz, 2H)

, 5.17(s,br, 2H), 8.64(t, J=6.4 Hz, 1H). MS (ESI) m/z 280.34 (M-H)".
Do0o0o0a0
0000000000000 0000000000000000000000000000
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000000000 O0000O0000000
000000000000 00000000000124p L, 1mmol00O00O000O

171 mg, 1 mmol0 0000000009 pL, 1mmol0 00000000010 mLO

000000000160 0000000000000000000000090000
000000 NMR (CDClg, 400 ,MHZ): & 1.29-1.60(m, 12H), 1.72(m, 4H), 1.79
J=7.6 Hz, 2H), 2.24(s, 2H),2.49(t, J=7.6 Hz, 2H), 2.55(t, J=7.6 Hz, 2H), 2.9
4H), 3.24(d, J=6.8 Hz, 2H), 3.63(s, 3H), 5.06(s,br, 2H), 7.93(s, br, 1H). M

oooao
gboooogobobobooogobobobobooooboboboboooDogono
gboooobooboboooobobobobooooobooboboobooooboonn

O0DDODO0O0000000D0202 mg, 1mmolD0000000O0DO0O171 mg, 1 mmolOd O
oopoDooOo99 L, 1mmolCO0D0D0O0O0O0O0OO1IOMOCOCODDODOODODODOODON

60 00000000000000000000000900000000000H NMR
(CDCl5, 400 ,MHz): & 1.28(t, J=7.2 Hz, 6H), 1.38-1.64(m, 12H), 1.75(m, 4H), 1.96

(s,

OO0 oooooogoooogog s
Ooooooooooodg

O

3H), 2.23(s, 2H),2.99(m, 4H), 3.24(d, J=5.2 Hz, 2H), 4.20(q, J=7.2 Hz, 4H),

.35(s,br, 2H), 7.79(t, J=5.2 Hz, 1H). MS (ESI) m/z 354.38 (M-H)".

OO
od
ood

ooooboooooboooboooobobooooboooooobooooao
gbooooobooboobooboobooooobooboboo
ugbdoobooooobobobobouoboobobobooad
ocooob1comOOOO0OOOOOODD11.1 mL, 0.1 molO
O5.6mL, O.1lmolOOO0OOODOOOODOOOODOODODODO

6

O

2

O

O

oooao
ooono

OoOoooood
OoOoo0oo0oood

OO0 ooogooge

oo0e6.4m, 0OO5mI00O0CC0OODODOOOOOOOOOOODODDOGO
le0OO0O0O0oO0ooOoOO0oOoOooobOoOoomMOobooooboboooobooo
gbobogzxs8ombooogobogobobobooooobDobobobooan
coooooO0oO0i1NOO0OO0ODOOODODODOODOOoOoOo3mOoooDDOD@OO
oH)oooooooooooooo4DOO0DO0O0DO0DO0DO0OOODODOODODDDODDODOOOO
S, 0O, ,00000000000000D0O0S5.19g038 0000000000000
000000000000 00000OM NMR(CDCI,, 400 MHz):8 1.55(s, 3H), 4.

O
O
O
O

400

Ooo0oogooodgao
OOoo0oooodgao

03(m, 4H).

od
go
ao
od
oo

oooobOoooobobcaoeO0b0ObOOCOO0OO0ODODOOOOODODOOOODOOOODOO
gboooogoboboobooogobuobobobooooboboboboooobognon
gbooon

ooooobOooobobooooobobbtca0b0bOOO0OOOoOOOOOODODOOOODOO
oooobOoooobooOooobooboboOoooDbDObo1g, 2.53mmol00D0O00OO0ODOGe67

3mg, 5. 1mmolD 0 C000DO557 mg 2.53mmolC 0 C0000O0OO0O0O0OOOO709 pL, 5.1
mmol0 00 O0O0O0COCOODODOOO1000000CC00DODOOO0O0O0OOOOODODOODO

Ooo0oooogod
O 0Ooo0ooo

oooobOoooobooocoooboboooobooOooboilsco0ooooooooan
0000000000000 0S510 mgd 4100 0 0 0O O MS(ESI) m/z 492.40 (M+HM).
bbbt obO0oboooboboboboooobobobobooooboonn
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151 LAFLARALYSTREEEIZDONT

LA ML ALy 7 ZJEWGERE (Restless Legs Syndrome : UL T RLS &%) I, 1685 4=(Z Thomas Willis
WZ X0 ZDIFEDRFN DAL, & Dk 1945 47,1960 4E(Z Karl Axel EkKbom (2 X U Trestless legs syndrome |
PLTHESNEHERTHSD D, RLS IIFRREARDREEICERT 2 L B2 b, MK (EICH
) ICAELDRRAREEICED PTREZEHN Lo RAEHONEKREET H, £/, ki
O FIEWRIZATRE U CREIR H o0 JE I 70 DU D B = AR B ETER), AR A%, BE LISk
ZDBRIpDIFEA R REFE T LAOND, 29 LIZHzE) LTz < 22 D MEROA R 722 BoE BRI TR
RHNCHEAE L, ABRSCHEIR 21515 5 & & 0 BB OB BRSO R IRIEIR 2 5f 2 2 BE N <, 1990 4=
W27 AU Ty MR A S 0 & 7R o TERR S U7 BEIR [ 55 [E R /5 FH O o TR 5 o —
IS TN D, AFITBW T, 2002 FFIZHRE S vie TEIRFE S O XIS E1ER T A 74 )
TIIREARRESE & L Cfbit T\ b,

RLS DAHRIZOWNWTHD &, Bk TIXEERA 2 KFBGHAIZ LY A1 0K 5~10%7% RLS 12
BELTVA ERESNTVD P, —F, AT TIARBE R EAHE OB L2, I
AT DHLT= 3,000~4,000 44 O/ 22 A 2 6, FPN RLS AFTERIZ 1~5% & HEE ST 5 %9,
WK TIT O T2 RIFFRA O —>TdH % Hening 512 L 0 2004 F 2K [E 23,052 44 D46k BHE
BRGE U CEME S NZRAETIE, 1AM 1 EILLE RLS OERZ /R BEOEIGIL, SkBE
BIRD 96% Th o7 Z ENHESN TN D, EHIZ, LEAEMIZ 2 B RLS OJEkZ R34 BFEH 7
N—TD 9L, 88.4%IX[1HNDMEIRIEEZFF 2 TEH Y, £72 43.4%DEHFNZ OHEBE TR IS
& 72 DIERIFMEIRFE S C, WICHIOARRE (27.0%), RWTHEA (21.4%) THDH ERIELTND
9, 20X ITHCKOMA TIERLS IC X 2 A& T2 2 BEOEIR LA, Allen 12X 2HCKkD
16,202 4 x4 & LIZff&ETH, TRRICAT 5 REEE O TRAD R S AR E B T2 BEOE
B 19% Th -7 Y,

INHOFEERID, RLSITEEZE O QOL IZKEREEL RIFTHEETH LR L, AEE
BT 2R OIK X W ATRE R R O/ 72 S B FHEBRITIRRIZCE > TV D BFI T TN Th
LHEEZLND,

72¥%, RLS OZWrAEUEL, 1995 4FIZ[EEE RLS #fF9E 7 /L— = (the International Restless Legs
Syndrome Study Group) (Z & ¥ 4 B O FLHEDER S LTV 5, 2002 4121%, RLS fF[H] (The Restless
Legs Syndrome Foundation) & [E RLS BFE 7 /L — 752 L 50— 27 2 a v FIC L 0 W i EN i
EEN, BUEZ OUEMMNELEHEhTWS D,
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EFE RLS WAL — 712 L0, MBS TWS RLS D 4 SOBWEET TRRO LB T, T3

TOHRER - L7z & X RLS LB ind,

1 EZEID L7 &0 S FROLBCR IR Z2 TR O REEFI > T, & D WITERFER R
Lo THRZ A,

2. TORFIREN, LEHZ LT, BIHICR-TVESTZ0 LTWDIRRETHAE D, HDH W
IES S,

3. TOREEEIXEENC L > ThET D,

4. TORFEENAFRLV AT - KENCHES 2,

™

RLS DIRFEIZ OV TIE, 2004 4212 RLS MH CRE) 22 BI R Iz RLSTER T /L= U X L8
ZIEINTEY, RLS ZIRME, Frgeth X OVEFRIEIIMEIC A L, JEROWREBION L TERER
HEE S D FMREA RN LTS Y RLSTAET LY XATIE, RARI VT I=X &% —
BPGK & U TLESHT TW A28, IERSCIRRBIZ Ko T, IR Fo0oxy U7 B e U ilAl
FEAA REHEOER A =X L DRI DR 2T 5 Z LRI TV D,

TRFBHGERE AR (2009 4 11 A) 128\ C, AN CTIXRLSTAEHEAIE LT, RNV TI=X T
boror=ma—iL, 77 IXFY =LK FIFURNEKRBIN TN, AFBTIERLS (2% L
T A AT 28ANT e <, EEBLS CIE BRI OmEIAMERIC X 2B EZ 1T I 5 2500
W ThH-oTz, ZD%, KETIZ 201144 HICHALF =5 Hren (LUF, ASP8s2s &
KFLT D) 600mg BEAY, AFTIL 2010 4F 1 AIZT T I % Y — 3l 2 BfE LT 5,

152 ASP8825 M 7R 74 —ILRUBKRFEZTo-HENER

ARIEDIEMWANL T I B TN F 0%, KE Pfizer AR L 7238AICTH 5, FLTADAED
BT EMEAE OB L LT, R 90 LU EDE Lk TAR SN TWS Y, ERICRE VT
X MLDOHLTANAIETH 372 W B FRD LW T AN AR O FIE (IR SBALRAE
ETe) ITXT DI TANAIE OOFRPRE] 22306 - 215 & LT, 2006 4= 7 A 12 B IR 56 &G
SNTWD, HNRAXRT U OIEYFREIC OV TIE, FEAXHRE I TWDED, BOKGEFEOUILD
NRIYEPNREVTENREISAMBNTNS O, F72, SR b T > A R—Z —OFFIZ K 5
WE R AT T ORI ORI FRD S, ERICE » TG EEEN L CHEHT 2R R
DLV E WD EEENBH SMIE TN D, HAR T T IE MR ORT > T 7 A AFE
THENKFIEI N T BT X% LD 00 7 2= MIFEA LTI T LA T DFEANE T
STENTHNE L, RMREE OEBEEZIEI T 5 Z L2k Y, BEMEMRO T T A RE LW T
D ENFERERAETF CTHLEEZLNATNDS Y, ZDIF), H AR F TN GABA D
N MR ONGABA | T v AR— 2 —DIEMAL PN L » GABA #HRIEREA TTHESH S L EZ BN
Tn3 9,

TR F %, RLS DR Z2A LTS, RLS x5 & LR R TZ OIRB RN
HESN TS OO 7=, RLSTHEBET AT XATIE, HARUFUIRARI LT I=2 bR
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AHE, KE XenoPort #:1Z KV, T AR F o OIEYENRE FOR G EZRT D H TR S
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THALE 2RICAFET 2 MR EIRER D DREBIIICWI S Hu, RN CE ISR M iFE 2 0 773
NRUFANEBRIND LRI STV D, EEE, IBERERTRINSNEBIZ T AN F i
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1.5.3.1 FERRKRARBROZE

15311 REBEICEYT HHE

ASP8825 i D Bk K OB 71k, i it E iz >k, 20 =] A & v Xenoport
t, o sEZek < b SR 07 2 7 7 A RS TRE A B LT

ASP8825 J D22 iEMERERIC OV TR, Rk 15 4F 6 H 3 HATESKER IS 0603001 - [ 22 E Mk
BRATA BT A OUGEIZ DWW T IO 9 4F 5 A 28 A AHIEERE 422 75 DR 3E K OV i o
HZEMNRRT A BT A 20N TY [THESE, REMRGFRER, IR & OVl L)
z, 2 = 7 & v A CPs Ui, ASPes2s ST RIMRIFABR DAL, 36 7 M ZE T
HHZENHERINTTD, 6FEHDY 7 A MM ZRE LT,

ASP8825 TzlixsEAl & LTH%ET 5 2 L & L, 2 7 & v ARG R E TROB &
XenoPort #Li2 CRAAA L7z, £7z, SiEfl (EINERRAB) o Bk OB koMt 20 +
B 7R L, SERIOREICOW T, B LR, ERAA T LT, RYIR
frakBr, PRIARABR, IR R OV AR GREE, WmEE, Seis) % 2qff = A v L
ASP8825 AT R MIRAFABRDFER, 36 MHMLZE CTH D Z LR S NT=T=0, 36 EHH DAL
MM 2 fE LT,

1.5.3.1.2 FEHEHER

EINIZIT 25 N AR BAME S 2 LIRS, RIRASEEIEER & U TAREO B FEZ AR, 1
FTFX XNV T AR—Z =TT DB A Lo, F7o, R LT,
R 13456 A 21 AAFEIREREE 902 75 2B T A K Z 4 12250 Ty (ICH A KZ
AV STA) ITHERLL Ta Ty Ny 7 U —alBra 30 L7, ZOREE, AT 250 mg/kg LA O HE]
OG- TT > h ORI U TIHEER 2R Uiz, Bl S, T AAXrFro
FEPAMERNCEEDS S HMRIHIER &£ B A bivlc, AL, LIERKL ORI L CTRELE 225
VERZ RS ehhoTz,

72¥5, 20114 10 A WRfRiCld, RLS OEGKTHE 2 B8 U M3~ 5B 7 /L DS HESL STV 7R
Wiz, ARIOAGEHGEICHTZ Y, RLS OIERICKT 2 AR O OIFHERBY TH D H /3=
F U OERZE TIXKRET L T2, LinL, A3 F o d RLS IZxHT 21BN EN T T &
RETRO “HERLERBR 2 500 < O OBRRER O THER SN T VD Z b, AT
RLS (2K T DB R EHET 2 L BBIFCE B2, 22T, IR F U OHEMER
\ZB B AFE RS, KD RLS 15T D ERMFICOWTEZR LT,

1.5.3.1.3 RIR, Hfa, KH, HEHDHER

ASRD I BHRE 2 B 5 0N T D 72001, TGRS M OFEEERRAR 25 L C, Flix 03l
RERBRZ FEHE L7-, Invivo iRBROEMWFE L L CIXT v B ROV A2 L, ASP8825 % HhikFN &
OO L2 ZORMPBEBELZAET DL ZLICED, SAFT_SA T T 40 KOSy E)RE
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DGR ABF L=, £72, “C-ASP8825 kA& H L= L X DT v MIBIT 5 uEED
MEATR, 7y FRUP B BRI EOIR, UL OBk 5 2 L2k b,
SRR ORI R ORI A AT LT, E512, 7 PROWMCEI 520, JRUE
B R B ORESIEE R OERE L, ZhoOBMEL £ oM TONET 17 4 —1 0
FLLE M OMESRZH NS Lz, £72, B M O e N HESROFEZ V7= in vitro 3805k % 5506 L,
AIEDOWIERECRHFER IOV T L7z, TORRE, REOBRAWINMIIRFTHY, W
BITEBRNTEZRT 7 —BIZ L o THNITMKR DR ZZ T, AR LTe NS F 3 72 3k
MENREZ R~ L, £& L TRPICHEIN SN D Z 0 RrEnTz, 7 v MO VR 5 ASP8s25 d
FEhEIX e FOZIUZHALIL TEB Y, I b 0EMEIIAIEO LML M3 5 LTt/
WHEThDHEEZ LN,

1.5.3.1.4 HM4AER

ARIOIERRICBIT D22+ 57201, HEE G EERER, KERG R, &is
FEMERRER, 28 AUJFMERRBR M OVE SR SE L TR BRI, FDA 3RS M RBRIE T A % > 28 5\ T ICH
A RTANTHEILL THERE L, RPTREEMERERIL OECD A K7 A U ZiE-> THEM L7,

ARIEOHFERBR T 0 77 5T, D TR ARZ B ~5REEE 0% 5 U CEMERT R 2 3 L
Too ARIITHR Uz —fEMERT UL, TSR F o 0RMIERICBEE L- B2 bR AIEH)
DR T ThoTo, BMERE TIET v N TORBEREED AL, Wb 7 v MOFFRA
ThH 50, BHEVED S HERE R R Th o 7-, AR ATIERR T, BRI 522K
OWE « BRI 2 WITHT A RICK L TRERA LN Z & X0, (HREXUIITIRO ATREM D & 5 i A
F O FL Ol N~OFEGIXEEIC T & &l Lz, Invitro BSHEMERER CIXYL iR 55 53 2
LAY, invivo BIGEMERER TIET R TRIETH 7= 2 LD, b MNERIE ClIEEztEo
VA7 OREIXRWEBZZOND, RIEITT v b OIS AR TR MR 5/ IR %6 A= 28 % H9n
ST, FEOIEIIA AR F o DREEIZL>THROOLNTEY, FAEMFIIA AR F o
ERIEREEZ Z DAL,

FMERBR T OB RIE, P AL F U BEOB AN LD L, WG 1 H R
FH 600 mg OG- E LA 2B G5ETRO LN TRY, BRARICEIT 2% &R L HERBRof
Hi7- NOAEL TOIRBEEA I L TH —EDOLBWBGFHNTND Z &0 b, KRIEDOMKH&E
IZBWTIde M CEEREWEMZRBLT 5 Rl L& 2 i,

LSRR, REOBKMSA L, FrENREE 72 2 aTREMEITE W &l S,

1.5.3.2 BREKRABROEE

AHKNE, XenoPort #1:726 7 A7 7 AR ASIZEA SN HHILEMTH Y, VA 10 48
H 11 BAHESERE 739 5 (MHE T HEM S A B3RS OBRKRBR T — % OB IOV T ) KDY
A H AT ESSE 672 =5 (IAMERGIRT — 2 25210 A D ERICEE T & R ERIZOWTY) (I
HEfL L C, XenoPort #1723 K [E CTIHEHE L7255 N FHELEGEER [XP053] 27V »v v 7 klgaln e L
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T, ENTT Y v 7EBRE ST 5 2 & CHSMERRBR A 2 B AR NIOMET ST v v
ST K D BRIR BRI G A LR LTz,

E NS DBIFEEIEIAR DT T, AHIDRANC RLS BE TG SN7= 0%, WAV 1| FE bk 5
[XP021] TH 5., AL, RLS BFIKT HARKOFMIER LM ERTFT 20T, 7
YHELMET TR RRR W v 2 =L iRk bR S MR TRl ST, AREBRO M
7% « JAHIE, Garcia-Borreguero 5 7% RLS B A B2 F2ki L 7= 4 /3~ F > (Neurontin®) D
RARBR OO EN S, BEIASLF UM EEL2E L% 6~12 pgimL &% E L, RLS 24
HY 72 & 5 0> AR OFERISIE RN FAR ML R EE 2 4R C& 2 K 9, /1% 5 RplZ A9 600 mg %,
S HIZEEE LR ATIC 1200 mg @ 1 H 1800 mg 23 4% 5- X7z, B 5-#IMIE, [FIERIZ Garcia-Borreguero
BINFEM L I= TSR F o OERFBROBGEZ B E 2 77 BRIk L THEREPBIETE S
WM E LT 2 MMARE STz, 5l &V CTfpsh e I AL EGASR [XP045] TiX, RLS &z %t
GUIAH 600 LY 1200 mg D 1 A 1 Bl R DA, L2tk OHBICHEZ RETT 27207
VEIMET T R RS ik R F T EE RN E i ST, G, AN 1A AR
[XP021] L [AIEE, 2R E &hiz, 260 2RO D, 1[811200mg, 1 H 1 (7], 2 &M
F5-TIE, ARMEOFHEEE (IRLS 2 27 OWEZEEK NICCI ITHESS VAR F—F) T
AEICERD BRI RSN, 1200 mg LA EO & A& (1800 mg) TOHOH 72 5 FITFEH L7z
Motz 72k, 1 H 1800 mg OF5-Tlix, 1 H 1200 mg O FEHIZ L~ TEREME D F O OFEBLHN
L7z,

PLEORER A E 2, XenoPort £/ FDA & Wik L, WESME N AHEGRER [XP053] & LT
7= B & 1200 mg BEIC 600 mg BEA BN L, 12 8RR G0OT X 27 72 RAR _EER
HEM R A Ehu 52 & & leoTe,

—Ji, TAT T AMBRARHTIE, ZhoORWEZEE 2, AARAKOSNEANZI T 5 AA]
DIRpENHE N ORI ER S 2 3, 7V v 0 VRIS X DT — 2 OF I ATREME A 3t L,
Fri ] I A I 2 1T o T, ARTRB R ORE R A E %,
AFINC BT D AR % 2007 47 H X BAtA L 7=,

15321 sakE (I | .

KA OBERBFEIC R LT, MNTATBOR A EIER R SR A LT, Rammen il
I [ N i (LT, ez s n) Ak ] A e siE L,

GSCLiaeesy [
T2y = () ROT7V v 73 B (ERE NI FEERER) Gl (R) ORI
gy ||
. Ot S,

s |
-_J LOBERER, BRT =4Sy r—v () cov i, Clilill- -\ <,
@ | [HeliSelle  [HelARG-TEZcyNE YNSRI S (e
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# o AakeEERsr) G (2 cowv ik, O T - . <
12PN, c SNTHEREHR,

ARIGBRAHR ORER AW E 2, AHTIXE NI FE SR [CL-OOOS], #5505 [CL-0005]
OB SRR ERE 2 R L Lo BB [CL-0012] 0Bl L, FEhL 7=,

1.5.3.2.2 ERNE I HLEEEER (CL-0003: T v U TR ER)

RLS EZ xR L Lic 7 7 Ax R EE MBI EER CTH Y, A5 600, 900, 1200 mg X
X7 7R %Z 12 MG L& & OFIMERNLEMEZ R Lz, 72k, ARBRIL, s ClIIE
[FERD T A o THEM S T WA 1N AHLEGABR [XP053] ZxfG b Lic7 U v o 7ilre L
THEN L7z,

AR T, BB L LTI ToBEICHERTTY 78R % LEM&EL L, 0%, W
WHIE LTI U XA MME_HER F TT X TORFRGRITIIAR 600 mg %, 77 B ARFECIT T Z
AR %E 3 HREES L, 4 HE2BHAA 600, 900, 1200mg Xix7' 7Rz 11 & 4 HE (R
OREWMILAT 12 /) #5 L, 122 OG54 THIC, W & LT X ToRAR 55
(ZIEAFI600mg 2, 77 B REECIZ T 78R Z2 1 EBKREG L, SOICHBIZREE LT, +3To
BEICHERT T 78R %2 1 HBEERE L, RABEL2IT-o7-,

FEFHMIEE TH D=2 T A N D EABIERFD IRLS A 2 7 Z(LE&OFEEIL, 77+
AREE, 600 mg #f, 900 mg #E KON 1200 mg BET, FNF4-8.96, -11.10, -10.28 K (*-11.38 T >
Too 7TV REHIKTT DAEE 5HED IRLS A 27 B{bED%E (KRAIRE-77 2R 1%, 600 mg
¥, 900 mg ¥, 1200 mg #¥C, FhZFN-2.14, -1.32 K (-2.42 TH Y, Williams D% & Ll Ok
£, 1200 mg BED 7T 2 RBECX T D EEENFERD vz (P=0.011), 900 mg #ED 7T B REEIZ
R DM bR o7, Williams OZEIEII AT » 7 X7 o FATHY, Z0H
600 mg # & 7 7Jzﬂ<%$@ﬁaﬁo>@anz WL SEHE S 7R o 723, 600 mg BT IRLS A =2 7 2 b &lT
1200 mg Bt & [FIFEECTH - 72, RBIKAEMERB TH 5 ERRIC X 2 8Ea20EREE (ICGH) R OEH
(2 L DAIEAIEREM (PCGI) TiX, ICGI TOARZNER, PCGl TOABEL HIZ, T XTOARHK
B GHECT T R ARBEITR T D LG B LTz,

HEFRORBEIL, 77 AR, 600 mg £, 900 mg A K (81200 mg £ T, 241 71.6% (83/116
Bi), 76.7% (92/120 f51), 84.0% (100/119 f5]) J%1*85.1% (97/114 f5l) T -7, HELRAEFR
HHWVITEEDHERERITRD SN2, WTNDORFFRGERETORRRN T T v RET
ORBIF LY 5%LL E@WEEELE, BEENSEWVIEICAS &, IR (17.2%, 19.2%, 26.9% K&
0 32.5% : 77 &ARKE, 600mg ¥, 900 mg #f K OF 1200 mg HETORIR, LITFEER), FEitkd
FU (6.9%, 25.0%, 25.2%% () 28.9%), EIATHAK (13.8%, 21.7%, 14.3%K O 14.9%) K O
JREEHENN (3.4%, 5.0%, 10.1%&% 05.3%) ToH -7z,

DEDZ D, 77 B REEHI L CTEBPEDFED DAL= AR O 551X 1200 mg DA T
Ho7oh, AHI600, 900, 1200 mg TV TN H RLS IZx L THABITH S Z EAVREnTz, iz,
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HEFRE UCHIE, BB X O8RS RICKE LTGRO OASR, VTR LEES S
BEOIER T B = & MRS NI,

1.5.3.2.3 @BHE NI FALLEERER (XP053 : J'1) v ¥ U I X RAER)

RLSBEEZ G L L2 7B AR T 7 ML EHE MR ILEGEBR TH v, A%4l 600, 1200 mg
XIE7 7R E 12 BEEE LT & X ORI R LML B Lo, RRBRIE, ENTER L
7Y v 7B [CL-0003] DTV v FHEHBRTH 5,

ARBRCIE, WL LTT o F MM HE R F TAAIRGRIZIIAK 600 mg &, 7T B ARHE
WZIX7 78 R%E 3 G L, 4 HE2 D 600, 1200mg X7 7 vR%2 11 E 4 B (GRIFEY
OEHHNLAF 12 8/0) #5 L, 12 HOEG4& TH%IC, Ws & U TR 5B
600mg %, 7T RAREHZIIZT 7R E 1HMES L,

AR T O EEIMNE B I, SEBIRIFON—2F A kT 5 IRLS 2 =2 72 L& L ICGl ®
HENETOD 1200mg AL 77 B REEOKESTH Y, 25 & H\ 72 600 mg B & 77w REED g
XFEIREHEEE CTh o 72,

FEEHlTE H Td % 1200 mg BEDN—A T A AT 2 B BLERF O IRLS 2 27 D 2L (F
ZIE) 13-13.0 T, T AREET-98 Th o7z, ZILEOTREER H FHMHEDFE13-3.5 [95%Cl : -5.6
~-1.3] (P=0.0015, ANCOVA) T& v, 1200 mg #: COZALEIL T 7 BRI HEANFEIZKRE o
2o E£72, ICGI TOARIZHIE, 1200 mg BT 77.5%, 7T B REET 448%TH -7, F v Xl
4.287 [95%CI : 2.338~7.861] (P<0.0001, &= <2 T ¢ v Z[EUF4HT) TV, 1200 mg #ECOH
NRIZT T BRI EEICE DS T2,

BIVKEHEIE B Td % 600 mg BEDR— 2 T A T DI MELE D IRLS 2 =2 7 D2k &I
-138 Th o7z (FT7 AR ; -9.8), BLEDOTHEF A VEMEDAEIT-4.3 [95%CI : -6.4~-2.3]

(P<0.0001, ANCOVA) Th 1V, 600mg #ECOEILEIXT T ERBECLENBRICKE o7, &
72, ICGlI TOH%ZHH1E 600 mg #ET 72.8% CTh > 7= (77 & REE;44.8%) , A4~ X Lbi 3.322[95%Cl :
1.841~5.992] (P<0.0001, = YA 7 1 v 7 [Elfa#r) THY, 600 mg FETOARLRILIT T AR
IZH_FEICE T,

HEEROREBFIL, 77 2AHREE, 600mg # KON 1200 mg £ T, ZE4 79.2% (76/96 ),
87.0% (100/115 f5i) KX 84.7% (94/111 i) T ~7=, EELAEELIL, 77 AR 161, 600
mg B2 BITH Y, 1200 mg BETIEA BN -T2, 77 B AR & Ll U CARFIE 58 TR Ic
HOENTZAEEES (77 vREEE DRBROEN 5% L) 1%, FEEDE W (5.2%, 10.4%K% O
24.3% : 77 & AREE, 600 mg A& TN 1200 mg BECOREBLR, LUFREER), IR (2.1%, 21.7%& O
18.0%) , BHJW (8.3%, 14.8% % 1N 13.5%), HWNFLMEE (2.1%, 4.3% &% U} 8.1%) K OF AGERY: (2.1%,
78% K% N 1.8%) Thol-, AEFZOREIL, L BREIFTEETH ST,

LB Z &5, AHI600 mg T8 1200 mg 1%, WL h RLS ICH L THITH S Z L AVRE
Nz, i, AFBEGREOFEERESLE LT, HEtEo v, IR, 5H & Vo R ORER A
PN < BTy, EDIFE A SITREUIFEEOIEIRTH D Z L AR I,

10
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1.5.3.2.4 EREHHEEHE [CL-0005]

RLS i x5 & LI-EROEMEGHBCTH Y, A% 52 ARG Lz & & OFHERD
LRV E R LTz,

AFRER T, AKI600mg & 3 A5 L (liEH), =% 52 8% T 1200mg 2 EAMELE L
THRE L7z, 723, 1200mg % 12 &G LR R TOIRA 5 TH Y, LEMICHEN 2V
AlF, 1500mg £ THEAREE Lz, — 77, 2RI H DY, AFOFEBEMESSLEZLN
DRI ER (O F v, BIRE) CRES 556, HERE, BHEAOENRE) 0%
FHNHEOERSEZ T 25A5120%, 12 FkRERNC 900 mg £ THEET 2 Z L & FREL L7, 52
WHEOELG-O%, HO600mg 2 7 HE#EE L (), S OICEEBUER 281229 572D 0%El
S A LEMERE Lo, #5075, RREIMABELCLA LR, YREROKESE LT,

FHEFHMEEE Th D IRLS R = 7 ITMkRAIZIHD (B8) L, N—R T A T D Rofb Bl
D IRLS Zfbi (CE¥IE) 13-16.25 & K& B4R L7z, RIKGHEEE ThH 5 ICGIHIZ L DA%
iIm<, T1.3%ThHHo7-,

HEHELORERBRIL 96.2% (175182 4]) ThHh-o7-. ZDHH, FHEN WU LTH-1-HE
FRIT, FEMED F 0 46.2% (84/182 f51]), AR 41.2% (75/182 f5i]), &HLMHEEZE 30.2% (55/182 f4i)),
M7 U7 F 2k AR —E 0 15.9% (29/182 1), i b R EEHE NN 9.9% (18/182 1)) , {#Fit 8.2%

(15/182 f51]), HHEIK 7.7% (14/182 B)), #Hm 7.1% (13/182 ), AFEREREUEN 6.6% (12/182
Bl), R RO 6.6% (12/182 fil), NEEASPLEL 5.5% (101182 %), 77 => -7/ K7
VAT =7 —EHM55% (10/182 ) D 12 FLHTho7-, T 12 FLITWT ISR T H
LETHY, EEOHEFRIIBOONRhoT-, HEICE-TEERAEEFRGL, VI NEL
BICTH Y, BRI E OBEMIIEE SN 720, R G BIHAE K A TEF B AR
HILTWDZ ENnD, RBREREGRTL Y U U BERFIEL CWerEEERE W EZ X b, £
72, LIS O EE ARG ERTGN 2 RO LN, W HIRRIK E ORI GE S,
BERFRC LV IBBREOREICE - 72JERT 9.9% (18/182 ) ThH YV, IRBREOWERZ ICHES
ZIZE VRGP IR S TEGNT o 1o, IRBRIEOHEZIToTERIZ4HITH Y, HERIC
B G HIEICE S TEBNIGRD 20070, 7ok, B GIC X 220 R OMEI-CHEBUER LR D H i
o7,

PLE, AANL 600 mg 226 GBI L, 1 HEAHEZ 1200mg & L TEHHERS LIZGAIZED
THEGERO 22 B IMED RO B, BHIERET 5 Z LIck 2L LOMBEIX b2 L b IR
HaEGF 2 E R T EE 2 b,

1.5.3.25 EYHERETRAER
1.5.3.25.1 BHfEEEEEZXNRE LE-EREDERERITHKER [CL-0012]

B RERRTE B K IS BB ICAH 2 AR G- LTz & & DTSN F o OHRY BRI KIF
TEMREDIB R OREMEZ TS LT, TOMRE, MR SN TF LD Crae AUC KTty 13
EHERE DR MR L THIR S D VITER L, MR EAT B TIRET ERRTO t, (X FE T

11
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150.7 K & feD TR o T, WA F U OB VT 7 v ZATBHEEEOK TICHEFE L TR T L7z,
BRI CORBNEE G % DAL F 2 OIRMBREIZIX, TN F R L RIS, BHED
K TIRTE LI 3B AR N T A — X OZLRRD B TR Y, AF S BEHEREORIEIC X 2 &
HNMEEEZ L, £70, MEENTEE TIXIEENTREOERND D O RIIMHD TRETH 5
N, 3~A R OB TG SN2 A OKPLENRE SN D Z LRI N, HEHZ L 25
NEAEFLRT, BHEREES COMIRE, MKEITEE COBIRLOMF 2 72— O T
bole, AEFROREL, MRENTBE CTHAONIEER (PHE) Z2RIBETHY, KK
DRENEITRE RFRBITRD b e ho Tz,

153252 ERNBEFOFZEREHER [CL-0014]

AENOIHED BRI KT REORELRFTT D720, RN A B ZE xHRIZAH] 1200 mg % 22
JERF ST RBICR NG L & & O MmER B AR F U REOEYENIES 2X2 7 0 A4 — 13—
B THRET LT,

AHN R OFE LT & ZOMBER T AL F o OB ITBEFORE N LN, Z2EH
P GATx T 2 RIE AL HHED Coax 1359 40%, AUC s (35 41%5 <, GMR @ 90%Cl X\ 31t 0.8
~1.25 DHFIFASN ThH o7z, tp 1TEEZEE GO TR0, MRTint KT MRT o5 [ B HZ 5D F5 13
RREN -T2, GMR D 90%CI (FW 974 0.8~1.25 DFIFHN TH -7, £72, BIEEGFFD thax
(X ZEHE IR 5 He~ TR 15%IE R L 7=,

1.5.3.3 aE#Ez (GG e

7V Yy R TH D EWNE W AE SR [CL-0003] DOfEEZ/SFT, 7V v x4
AR T o DA 11 AR ELEGAER [XP053] DAHE & LG 21T o TR, 7V v ¥ 7 DAL
ELESTIANAtRE P s BH Bil [EIMERET R RN i
LWE) & Lz, ZomEiag e, BT AHMBEEL LT, OF Y v VU SRRy
M, @WEET—2 "y r— (B) ORYUM, @FELCODEEE - SRLOME - AR ()
DEBPEZ DN THRE LT,

Ty DL TR O YoV TCE, B shegihcs <, T
s 8 JI(JJ . |
.
I, - o= ch o7z, 27, [
- N e | | ]
... £ |
I CE .
I - T h o7,

BT — &8y r— (R) OZUMIC-VWTE, BHsnsEricsu <, T
& N ]

k=113

12
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rogrchor. £, || TR
. I - L C o
TR LTV DA - SRR O - R (B) OZMHIc->V T

4 _

) ’

LOERTHH- T,

1534 BRET—2/1\viF—o

AHFEICBT DR T — 2 Ry r =R 1.5-2 (TR d B0 TH Y, WS I FEEGAER
[XP053] 27V vy 7xBilBre L, ENTT Y v 73 B e LCHE IR L EABR
[CL-0003] #%EEd 2 Z &2k, WARARRBREAEE B AN LT,

pEhfe, AIMEROLRMICET 27 —2 "y r—Y %%k 1.5-1, % 1.5-2 LUK 1.5-3 1T
L7z,
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BEX B
EAR: - XP072/CL-0001 R (AN, FA) B 535
- XP073/CL-0002 AN (AARN) &5 RER

« XP044  BHOPBRHAR

- XP0B5 < A/NT L AR

- XP067 W EAEHBGERER (F7udt)
- XP068 HEMHHAAEHMERER (L AFT )

+ CL-0012 - XP069 & H B HEI B 53R
R R IR e G el - XP078 QT =RfliztER
- CL-0014 - XP066 EHERERE EE o AR
RO EMFAR - XP086 Al LR

=14 < XP021 5 11 FHELIGABR
= 1118 (PSG /T A—& %5 Te) (77 &R, 1800 mg)

< XP045 5 |1 FHLLIGERBR
JE - BSOS RRER
(%R, 600, 1200 mg)

- CL-0003
EANREER e - XP081 i Il #H thife ek
(T oo THR) (7Z k7R, 600, 1200, 1800, 2400 mg)
AN ——
e oo ma) T XPOB3 5 1| FER: B (A
. J (7Z %R, 1200, 1800 mg)

« XP053 5 I #A LG ERER
(T DU IRRAER)
(%R, 600, 1200 mg)

% 111 48

- CL-0005 =
EH# 55 < XP052 5 11 A0 Ehissakh
(900~1500 mg) (FF &R, 1200 mg)

- XP055 i 5 kbR
(600~1800 mg)

< XP060 5 LI #H A > F o Ak BR
(75 &R, 1200 mg)

1.5-2 BEERT—R/\ur—

14
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=151 EYENEICET SRR T —2/1\v s —2

i A SR o> FiE [ P i A e RS G R TR
AN Z XIS L | - REORERKRFEE [CL-0014] - 55 | fHHE A 558 [XP072/CL-0001]
L 7= i PR a5 < 5 | MR 5Bk [XPO73/CL-0002]

- BEOZEMFREE [XP044]

< AT L ARER [XP065]

- B EH R GERER [XP069]

- QT #lkER [XP078]
FER7p B R E | - BHREREERE AR & LK ihiER | - BHEREEERE AR L LRy EiiER

K5 L LTz RRIARR
B

AR [CL-0012]

PR [XP066]

KRB & iR

- WM EERBRRR (F7axtEy)

U7 R AR R B [XP067]
- SR EAERBRGTRER ATV V)

[XP068]

RIF L8 2 AT L B - BUAI AR [XP086]

7= W R B

RLS i Zxt4 & | - 7V v 7B [CL-0003] < 35 1 fHEREREER [XPO081]

U 7= BGR 50R - R E38R [CL-0005] - B 1 AEIE R ERER [XP083]
Ty Uy IxgERER [ XP053]

%= 1.5-2 ANEICEAT IBEKT—2/\vr—2
i A B oD AR PN R R WS G R 5

TR THERL
AR

- 7y v 7B [CL-0003]

< 55 11 MR EREGABR [XPO081]
TV D kg [XP053]
- 55 1 AR Ll ER R [XP052]

Z oo " EEMR
Frifge kiR

< 3 1 fHERERERER [XP021]

< 55 1 AR LREGRER [XP045]

< 55 11 FRIEERELERER [ XPO83]

< NFE A T T o 23 BR [XP060]

B 4 5B - B8 538 [CL-0005] - BIPE 5 3BR [XP055]
% 1.5-3 ZeHICETIBRERT—2/1\vr—
[ PN g R A VS AR ER

7w 7B [CL-0003]
- B 5B [CL-0005]

< %5 1 fH b B ER [XP021]

- 55 1 FH L ERE R [XP045]

< 55 11 FH LR ESSER  [XPO081]

< 55 11 FREEERERVERAER [XP083]

- 7V Vv gEkER [XP053]
< %5 1 fHEL#ERER [XP052]

- B 538 [XP055]

RLS B 281 2 ZaEaF i o EH 255

15
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154 $HEERUERAM
1541 B AT
D 75t RABO_EERBMLERRICE >TRLS ICHT 2AMMAYPFTEIEEZLON

% RLSBEFITH S,

7TV BT H HENE W AREEGER [CL-0003] TIE, FEFMIEH T 5 ikl
BIEDR—AT A B DIRLS A 2 7 L& OEIL, 7 7 & R EE-8.96, A7 600 mg #£-11.10,
900 mg #¥-10.28 } (% 1200 mg #£-11.38 TH Y, 77 B REEICK 95 1200 mg BEDOA B ek EN R
oz, SHIT, MEDEZEMEZER L TR WERN BT, 600mg#ETH 77 Rt
Zxt LB R S v7e, E£72, RIKEHEE B Th 2 kBl O ICGI OFZHRIE, 78R
T 44.8%, 77 600 mg A 65.8%, 900 mg f¥ 52.9% K% U} 1200 mg & 62.8% T ¥, 77w REEHIRS
LTI R TORAFECTHEIZE N 2T,

Ty T TG T o HUEANE N AL RGABR [XP053] i, FEFHEEE Th D Rl
BREOR—AT A NHO IRLS A a7 Z{LEOFLHEIX, 77 EARRE-9.8, A4 600 mg #£-13.8
S OY 1200 mg #£-13.0 TH Y, 77 BARBECKT 2D 600 mg K O 1200 mg #EOH B/ UGEN O
bz,

@ FHIHFEHLED RLS DEFEEHES 5,

7V w7 [CL-0003] (2450 2 EIKEHIEE H © SF-36v2 O T IROFE A #HliCiX, A&
#1200 mg BED 7 T 2 ARBECK T 2 6 B2 W ENRD LT,

TV U TG [XP053] TIXFIWKFHEEHE & LT, RMEBIEROR—RT 4 L nbD
WH41 B RLS IR A 2 7 O LB EZ T2, N— AT A LIRS OH > T BE D
EeER1%, A 1200 mg £ 91.8%, 600 mg &f 90.1% K% N7 T & AREE 90.3% Td> - 7=, kBRI D
¥ 1 B RLS &9 A 2 7 DAL BEOFK G HERFE1E, 1200 mg #E & 77 £ AR & ORFIT-0.9, 600 mg
LT T7ERELOMT-09 THY, KABOEFEA I TIIWNTNG T 7 B RBIZEAGEIZ®K
=L,

@ AFIERNEEZRET S,

7 v Y 7R [CL-0003] IZHW\ T, EIREHEIEE & LT v Y " — JIEIRE R 2 L 5T
MiaiTolc, BEBEERFOR—ZA T4 U NEOEF AT OELEOELHEIL, ThEth, 77
¥ AREE-1.5, AF 600 mg #£-2.5, 900 mg #£-1.7 K11 1200 mg #-23 TH Y, 7T RBIIKT 5
RABEDOBENEIIZRD SN - T278, 7T BRI LTI T OARAIRE CHUAEA I S A
DROH BTz, 7227 T, MERKEE T 7 BRI RT 2 A% 1200 mg #, 900 mg # K& Y
600 mg B CH B RENRD v,

TV P g [XP053] 2B W, FIKEHEEE & U CHEIRICBE T 2 A 21T o 7=,
BACBEREOREIR 7 > 77— h OKTH B2\ T, AHK| 1200 mg #£ &% O 600 mg #EX 77 & AR BRIt
L CHERUWENRBD bV, 77 BARBECHA, AHI 1200 mg # K% O 600 mg A%, BERGRY 72 IE
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IROE KO H FOIFEIENE <, RLS JERD B - 725 M5 M O RLS SEIRIC K 5 & O FER RIS/
p7p<, RLSHERICE D 1 &MY » ORERRF NG -T2, By Y X — IR A 361 X 53l ©
1T, RMEBEROR—ZT A b OFE) 1 A PRFEEER I OZL EORA RO biviz, 21k
BOEGREMZEIL, AK 1200 mg #EE 77 AREE ORFITT-9.8, 600mg L 77 EREEE OT
-7.6 TH Y, 1200 mg #£ & O 600 mg #EDOEALEIL T 7 B ARBIC AR THEISHEAD L,

F7, WS N AHEGER [XP021] 128\ T, AFIO B G- BHEIRIC KX T 8% PSG I LY
FEAMG L 72, ASK 1800 mg £ 5-HEIX 7T 7 ARG R B TR T ERRER O, FaMERR IR o H5m,
WEAR EX P 34 DIER:, FEARBERE 1 o%fE, MEIRZIR O b, Rkt 7 EERe ] O B5HE, REEE]
oW, HEIRERE 1 ~A o 72 B OB & Vo T2 HEIR X T A —Z 2% L CTHBEREENGED 5
iz, 51T, REBEERHLT 7 2R GRHZ T PLM, PLMSA K& T PLMSW O [RI#3 A &
A LTRY, RFIOFEIZ L EROEOSENED DI,

@ XE|LEE QOL #HET 5,

TV 7GR [XP053] (2B W T, mEBIEEIRFDORX—AT A 250 RLS-QOL A =7
DEALETIE, TRTORFFETA 2T OUGED B, A 1200 mg M O 600 mg #EX 77 &
RHICH A B REENRD b,

7V vy 7B [CL-0003] Ti¥, RLS-QOL KON MOS sleep scale Z5i2 L 25Tl 7 &R
BT DARFIBEO BRI I R SN o7z, Lo, 1FEA DA TRABEN 7 7 2 REEC
U CHIEMICECEE RIS Y, 7V vV 7 xtgalii [XP053] CTHEEBIEN D b= Ak
FEATTE B [ O BIfR & AR — B MR O bz,

1.5.4.2 HTEMENLHT-4FH

O EEZFRORBRBERMRICIARLGHAERGCERNIRBO OGN, TORBREARIRGMBE

BHICAHICERL, R54BEUBOH-LEEEROREGITDLE,

7Y v 7B [CL-0003] OAAGHETOAEHRL O RFERIRIT, HEHBREHICA
BIC ER L, ZOBIRLITESC/R-TEBY, &5 4 BEGUEOH - A EEL ORI
inole, 77 B ARBETIIRGMGE R O BERBRO EFITENELHTH Y, KAIERE
L OMIZENREO b, Fo, AFEFEZORERBLRMBITIIIME L HEROSBERAED 5
iz,

E N R G535 [CL-0005] TH, 7V v 7Bk [CL-0003] DOAFIFGHE L [FEE D BHE
FELRAFENGE DI, 2 < OBE CREHBZPAMICEEFELLEIL T,

Q@ FEFROEERFZABETHY, RERSLTILEEOATERAEMT 52 LEFHLY,

ENERRR CTAHONIZIEE A EDFEFRIIBE TH 1o, BEOHEFENALNT-DIT,
[ N R BBk [CL-0005] @ 145 (V v /) ThoTc, THEEOAEEZORBRIL, 7V v
2 7l [CL-0003] @ 77 & AH#E, 600 mg #f, 900 mg #£ & Tf 1200 mg #£ T, £iL£ 41 6.0% (7/116
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f511), 13.3% (16/120 f51]), 6.7% (8/119 f5]) X 14.0% (16/114 f5]), ENE #5385 [CL-0005]
TIE 28.0% (51/182 #4]) &, EHI&E TOm -7,

@ RBRENFVVAEERRLE LTER, FHHEOEVDROLNLID, HERBERHICHEED

E—0 %R0, TORBRRICHEERIIETT 5,

7Y v 7 W B [CL-0003] TiE, EEMED W, HIROPIEFEEL R ITARE S b3 GBh% R
NP LTz, 5B D 7 HH £ TICYZAEFG 200 CRIL L EBE OA GBI
BTt H8G (RRIRIEEBGIEL GEHBAIED 1, REMED EWTIE, 77 AR, 600
mg &%, 900 mg £ % OY 1200 mg #EC, 241 50.0% (4/8 f51), 86.7% (26/30 f41), 66.7% (20/30
) KON 75.8% (25/33 f51), fHIRTiX, ZiE4 50.0% (10/20 1)), 47.8% (11/23 f3i]), 71.9% (23/32
) KO75.7% (28/37 f5l) TH Y, f?ﬁfﬁfi%%,Kﬂ&ﬁﬁ?i%i%m%f%oko
[E N E 4% 5308k [CL-0005] TO&ERRLEN S 4 HEIC Y%A EFR L0 TR LZBED
aﬁ%ﬁﬁ@_ﬁﬁé%A(ﬁ%ﬁ@@%ﬁﬁ&/~ﬁ%ﬁ%@ﬁi TFEIED F 100 91.7% (77/84
), 1EHR 90.7% (68/75 %) TH Y, 7V v > 73k [CL-0003] & [Akk, FHEMED F v, MR,
3 5B RN < A b LT,

7wV 7B [CL-0003] OAAIBGRECTOFRBNMED FVOFIERIT, H58G4~7T B H
HWVNNE8~14 HIZE—27 &R L, TO®BRRAIIKT L, mHERIZEAERORESEIT <,
BIEROK FICH M 2 T AN A DN, £, HIROFELROE—7 (B — 7 FEOFIER)
I%, 600 mg #£C 15~21 H (15.7%), 900 mg #£ T 8~14 H (22.0%), 1200 mg #£C 8~14 H (27.7%)
f%oko@ﬁ@ﬁﬁ$msmmw¢6imwma’ﬂ%%?@otﬁ9mmgﬁ&@ummg
FECIE 10%ARTEIC /2 D Z &3 <, 1RBREEE R 0 78~84 H THZ 24 16.3% K 1 12.7%
ThHol,

FEIED DL OEIRICOWTIE, 1FEA

I SEEOERTHY, FRIIARIRGHRMGER O
RIUIEFR L, HORHEOREEZ1T

ED
EIZE VXIS ARE & B 2 BTz,
@ HBRERRURBRREROE IR EZROHAEL,

EANERRER (7 v 7R [CL-0003] KUENEM#E LS [CL-0005]) TiX, ik
Wk T2 LB OBBIEM A 50 Z a2 310 L7 ns, BEBUER X OBk G 2 St od 5 T
[ECENY WA et
Fio, MWAVE M AR T ARER [XP060] TiE, T XCTORBHICHER T CAA 1200 mg
24 MG (SBH) Li=th, AMENREO LN EEZXSGE LT, “HEM FTAHK 1200
mg XIX7' 7t AR% 12 &G (DBH) L, AFNS T BRI FaBE L, ARG %
fikfse L 7= R o RLS SEIR OHERS & tbi: L 7=, DB HIBHAATE RN IIAKIRGRE, 77 REEE b
ZHRFED IRLS A 27 OFBALN A BT, 28 HUABRIIARI GHEL 77 B R OMICHE £
NI, 7T ERBETIERLSIEROBREN L LN, LL, RLSIEROFRITFERTH Y,
SERBIGTFRD 72 0o 72,
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® MIRANRUFUHRTHONIEEERZRUVZTOXRBEELHOHGERIAGL,

7w 7ER [CL-0003] TOREFFRROFEERL, 7 7AHEE, 600mg#E, 900 mg Kk
V1200 mg #C, ZH 4 71.6% (83/116 1), 76.7% (92/120 511), 84.0% (100/119 i) K TX 85.1%
971114 ) TH -T2, WTNPOAFIFEERET 5% EICA BN A EFRT, FEEDE 0V,
EHR, SEYm, I CPK HBAHN, I FREEHEIN, y-GTP HAMN, SNAEAZ, Hols, &K ORFKRTH-
oo FRZEZL HONT-DITFEMED EWEHIRTH Y, 77 AR, 600mg #, 900 mg # K& ¥
1200 mg FECTOFRBIRIL, FEMED EVDBENEI 6.9%, 25.0%, 25.2%K% N 28.9%, HIRAZi
Zh17.2%, 19.2%, 26.9%K% () 325% T~ 7=,

—J7, MR TADABEERRE LTS F U EEOENG 1 FERER[945-08]] TOAHES
LORBRT, 77 v AREE, 1200 mg # & O 1800 mg #E T, 4 78.0% (64/82 f41]), 80.2% (69/86
) }X85.4% (35/41 %) ThHolz, WTNNDH NN F U ERET 5%, EICH BN HE
FHL, TMETEAS, SUATEZ, RER, B, FEMEO EV, B, BIRKOBERTH ST, K

IZE L AOLNT=OIFFEHED TV EHIRTH Y, 77 vARE, 1200 mg B &% O 1800 mg FETDH
BLRIT, FEED £ VR Z NI 6.1%, 18.6% 1% Y 19.5%, HARA 4L 24.4%, 51.2% % () 46.3%
Tholz, BHEROEmWVEHRBRAMEESF X, CPK M, HAIMmERESM, Rk, ALT 850
O Callib CThotz, E£72, HARUCREOTRMCE [2011 47 AKGT B4R Icidish
T35 3%LL EORIWEMIZ, BHR, ZEEo E\V, B\, #5, CK (CPK) #m, 1af
B B OFUZIR T H 5,

PLEX Y, RENE TAXTF UEEORERG L OEDORBRICH L R AR IIRNWEEZ BN
77

155 ARpxTqvy bEYRY DM
1551 RRxT4vk

® TR ABO_EERBEBERARICE ST RIS ICHT 2AMMELNEFCTELEEFEALON
5 RLSBEFITHY, #H-aROERKZRET 5.

@ ARITIX, LA LR L YT REREEE (The Restless Legs Syndrome Foundation) A% 2004
FIZRRLEABBRTZLIYXLIZELTAHANRNRVFUNBISIMERSNATILNS, COEBLER
KHARBESTSHI LT, RREIZKRODONDITH7LEEYNE - REMHFEROERRE~DIRHELE
LT, XREEHICETABEEFEREZHEELET LI ENTES,

Q@RLSAETFITVRXLTIERNIV7IZR MEEHERELLTVED, FATUT7I=X
MIFA—TAT—2 a3V EORENH D, RFIE, FNRIUTI=ZRMNEEBLGDZERAD
ZXLEATHARMBTHE—D RLS BEFITHY, RLS BEDMER - KREITE LI aBmEDE
REAEEIZT B,
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WA TIE, RRIUT A=A RMPRLSIZKH L THHTHD Z LI LSNTWDN, — 5T
R 7 =2 hORMIRAICH, IBEBELART & TR EUVERAIE BT 2 ek 58
(=T AT —vay) BYHTRIPLERID &V MBERGFEST S DD, £7-, IRKEOH
EEHERARD HNDEZ EHH Y, Z Ok RLS BT R332 07 F= & MM X Dkt iAo
RIOHENRKREEL 725, 0D, BARDHEMA =X L%EHT 5 RLS IBFEAIOFIEILIER I E
ECThHD,

2011 4 10 H8IE, MWAMZIBWT, RLS ICHT DEEZ A T 2 FANIAF KL O KR o7 A
=Z2AhOrbE=m—)L, FTITIXFY—AEReFIAFO4HTHS, —F, ENTILRLS ®
WIS EATLHANLT 7 I XF Y —LORTHY, aF ITF N RLS ZiIGAE L L THEHTH
Do ARFIN RLS JREAI & L CRRINIUL, RN T I=ANEBBRDHERA D= L2267
HME—DIRAN L 72 5,

AKHT RLS B DL « 1RIRZIT > TV D DL, TITHHEL, ARPNEL K OV RS o IR e
DOEMELZEZ LNDN, TNENAEMEOEAIGTHEZH TMHL Thd, 20, EF
BGICBWT, fEHA =X LR D3EHBFEL, & RLS B OFER - IREBIZIGE U TIRREE
DBRNTE D Z EIFIEFRICHETH D,

@ KHIFRNVEZRETHET, EH QOL DALAHFTES,

RLS X TR AE ) L2 &0 5 FRVAICR & AR BERE KNI BT 2 FEETH Y, IR
DIFRE & 72 HIEREE D —D & ZR SN TN D, RLSBE DL DNETT - HFEL, 1B 72 IEIR
RO, EHECHESITE R & B R OBIENKE <Birbh, TOMKE, BFEO QOL MK T
%o ZD7%, RLS ZHIMEIZZE - 1BET 5 Z LIXBEFO QOL M &K% ETREEETH D,

7V vy 7R [CL-0003] Tid, RIRFHEEE & LTE v Y S — 7 HEIRE RIS X 25l 4
7o T %, Williams DL BB OFER, 77 B ARECKT 5 ARAIBEOBENEITFED H LR Do
=i, TR R LTI R T ORGRECHIEMICSEEH M 23580 bivle, b7 A a7 T,
MEAR A C "7 & R BEIC KT~ 5 A 1200 mg B, 900 mg B & UF 600 mg B O EEEMEN RS Bz,

—J7, 7V v x5l [XP053] TiX, BIKEHEEHE & L CHERY 7 — MZkDH LA
R ADPREZEAT > TNV D I BLER DK T v — MHBIZBWT, 77 2 R BEZ AR H] 1200
mg FE& TN 600 mg BEClX, 15 MIHEHER 2 BEIR O K OV H HF OTEEME E VY, RLS FERO & -
7o R B OV RLS JERIC X 2 KB ORI 3 0 720, RLS SEIRIC K5 1KY V) R FRRERHE A3
H e FOFRENRE LN TN D,

F7o, WSS ARG [XP021] TiX, AHIOE G MEIRIC X IE T84 PSG 1T & v FFAf
LT\ 5, AAI 1800 mg £ 5-K13 7" 7 & AR G- He TR BER R O 1), W BEAR BT oo H80,
MENR BERS 3/4 DAL, MENRBERS 1 OFIME, MEIRZVEROM L, Rl T RERFH OFHE, FEER
B oW, BEIRBRE 1~ Ao 2B ORI & W o T2 REIR N T 2 — (23 LT BB L2358
bz, BT, ARFIEGERNIT 7 2R GRFIZHXT PLM, PLMSA } O PLMSW O[a%% 7,38
ST LTHEY, BROEOWENDD S ?,
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AEMED RLS B 134 RLS BE DO L7 200122 541 Y, = O%IF & BEIRFE 2 0 —-> 0 JFA &
o T, 7V vy 73 B [CL-0003] TiX, RIKEHBEE O SF-36v2 O [HIROFEA ] FEAf
T, AHI 1200 mg FEDO T T B ARBECH T HEEENTED DTV S,

—J7, 7V vy x5 [XP053] TiX, RIKEHEHEE & LT, RMEBIZERFOYE 1 A RLS
EIRA T OR—AT A DO EZFE L TR Y, REBIZEIFOTY 1 H RLSER AT
DOEACEO B GRFEMZ (LS-mean) ([ZOWTHD &, AHAl 1200 mg #£ &% T 600 mg FEDOIER A 27
TG 7T B RBEHC AR S ic k= L,

® BFGarv IS4 70RALHETES,

AANZ, 1A LRSS BZROBEETH D, FHZHFIRALTHH 91%, 1 HOFTHRANEL
WU XAELTHHAFICREEZEDELONBEICTH D, HADOIEMITE2RE LR UALER
FIiIcTHZlicky, BEN BRF=3A LW EZLRF-OZENTEE, AR Z[E
WTELHEBEZOND, —F, EBRNANOIRMNCEELALE, RLSIZXL AT A= D
FINF Y= 05 TIX 1A LA, BER 2~3KM, nt=u—1o&K5TiE1 A 1A, mE
AT I~3EE &, WFhoROAI b 2 T IA T U RAEZEBLIEHRE L TR T ARnEEbh s,

1552 UYRY

O HRROBEEZR (@R, FBHEOFEL) RREOURY

7Y » P 7B [CL-0003] (281 D LEEMED A TIE, HEARKTH D AU F o LR
\Z, IR OVEEMED VO OFRBLN L < B b, BIROBEBIRILT 7 AR 17.2%, AF] 600
mg A 19.2%, A<KI 900 mg A¥ 26.9%, ASKI 1200 mg £ 325% CThH - 7=, F7=, BRI & OBIE A
BE T 72 WEHIROFE BRI V7 B ARRE 16.4%, AFK| 600 mg #f 19.2%, A 900 mg £ 26.9%, A
%l 1200 mg Bf 32.5% T - 72, FEHMED FVORBERTT T BREE6.9%, AFH| 600 mg £ 25.0%,
AHAI 900 mg B 25.2%, AH] 1200 mg BE 28.9% CTh 7=, Fiz, BRI L OBIEMENTE TE 20
FEWED VO ORBLRILT T v REE 6.9%, A% 600 mg #f 25.0%, AFA 900 mg & 25.2%, AF( 1200
mg #f 28.9% CdH - 7=,

UEXD, RANCL DMRROEFEFRRORER A7 #BE L, ikMIE () o [(EHEO
HE] o 12, EEARANER] OHEIC 1(2) KRR, EE - £ - ROEERE 1% O IR
DI ENHDLOT, ARG TOBEITABEOERS, fERE S B OBREICHESE S
BRWEIEETAHI L, 2T bicky, EMEEZRTZIE L LT,

Q BHENMET LI-BBIZKRET BN RS
ARANIENINS OERIZE L TEOEENRE W &b, BlEREEL AT 285 TiE, M
HER SR F PREN BRI H 2 LRSI NLD,
LbEEY, I3CE (%) o sl kRO THE - HERICBEES 2 M EoikE] 12, o
FOICRETL e L,
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(£ (ROBEIZERELGNIL)]
(2) mEOBEMERERE (L7 F =020 7 T X 30mLmin Klifi) HEMEARH TH 2 03
NUF U OPENEIE L, MIETREN LRSS BEAR D5, (HEYEE] OESMR) ]

<HA# RAEICHEETLFERLOTE>
P OBIEERERE (Z L7 F=227 U7 Z 2 A 30mL/min LL_E 60mL/min ) (213 1
H 1[7]300mg #5345, BEOBHKERERE (VL7 F=271U 77X 60mL/min LL
= 90mL/min #Jii) ~0FH X1 H 1181 300mg & L, fHAHEIXL B 1[8]600mg &3 2523,
BEICE U CIEERBBUCEE L, BEOREL H0 2B LN HEEICITH 2 &, (ME
wmEE ), [3EpERe) OHESM)

@ ENADYRY

T v NOPAJFERER (2 FRRHERE O & G) 12T, MRS 12 5000 mg/kg/day O & T
BRSNS (IG5 \ AR ORAENSHINL, Z OBl E v BIC S h -7
2000 mg/kg/day 0 F & CILEEIZ 33\ T 2 0 N5 A B IEE 23 B9 L C V7=, 500 mg/kg/day Gl
WD NI T2 L WEN D B,

Z 2T, WHE (R 1, [EH EoEE] 102001 [(3) 7 v boRAFHRER (2
ERREIR N E) ICBWTRRAMARZD 5TV %, 5000mgkg/day (AFID 1 A B &
600mg (Z351F % b b A REE 0 90 fi5FHY) o CHRERIR M IES (WIE D 2V I E) o
FAENMERE S LICHIINL, £ ORIHER D bHECS 720 72, 2,000mgikg/day CAFIO> 1 ERH T &
600mg (23513 % b ARG IRFER D 40 fEAH24) o R TIEHEC 35\ C 2 O MRS AI I3 5
LT\ /=, 500mg/kg/day (A7 1 H EGEHR F B 600mg 2 F51F % b kA B igiE R o> 10 f54H%) Tl
FEIRD DR N7, < T ATIRMEREL HICRSAMITRD bNARD T, AR OTEERH
W Td % AN F U THIET v MT 2,000mg/kgiday (Al 1 EGER & 600mg (23515 5 & b
AHNETE RO 40 [5H1Y) & B LIRS FRR O IR B IES O FAE DS ST 5,
1,000mg/kg/day (AF#10 1 A EGH & 600mg (123515 5 & MR IRE RO 30 f5HY) Tlid - O
OEINTHE STV, | L L, HEammi -,

@ 135, BIWFICHBTDHVRY

WEER T, TR v N ORI G LRI EEERH D E0HRENRH Y, FrE
HHWVTWE (THX), BE (> REOTHX) - FAER (F v ) ISR 22280806
TWb, 7z, @t (7 b)) RN TWD, 22T, IIXE () I [EFHED
R 6. 4bhw, pEh, WILWE~OEG T(1) E5E 4 TR LTV 2 ATRetE 0 & 5 i A
IR LA ERMEE EE D EHEr S TS Ao EET 5 2 &, R O 512
T HREMITMLL TR, IR v N CTRBEOBE~BITT 2 n@ESnTnD, &
52, IR v b R OMEIE T 1285 U2 B R AR B D 3 A B AL, FEAEIREN 2 %
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B L7e56 Ll U TRt R4 5 araetEn s ST b, 72, BiEd 5 WIEE (71
¥), BROEAE (T v MROTHX), FEROEFRIKTEMEEE (7> ) BRHbR
TWo, 1) EWFRE LT,

T, BWER (T b)) THHFA~BITT2ZERHESNTHDTD, IEE (B) I
(58 Eorg] 6. dfhe, pEfw, RILWF~OKRG [(2) i TR ET 25510013%
HaefilbsEr2 L, [EWER (T b)) THAHTHT~BIT T2 Z2LhMESN TS, ] LRt
L7,

® HEEMDY XY

ENOH R CBEOIRMSCETIE, TARFIOESICE W KREMINZ KT 2 ENHEDT, B
WZHEEL, ERmOEEEN S O oNGEE, BFRE, EREEOBURLELITI 2 &, FF
2, BEEOWEN, &2 WIEEEHEGIHEWVEEBINNERO N Z R H 5720, EHITHE
HitZERmT 2 L, ERt#End 5, AFNCBWNTEH, KEENZXTZERH LD T, IS
E (R I A EoEE] 20 BEEARANES (1) AU LR U XEL TR L,

® REEDYRY

ENO A A CCBEOTA SCETIE, [AAOEGICE Y, T, @R, B, EH%0R
PEENE T D AREM R S D DT, BERIC, IRFEFICOWTHZATIHFEEL, BREIED L
NGB ITEY R EEITY 2L, [[ZothoidE ] oEBR]| LR#HLH D, AFNTBWT
b, IREENECDAERENRSHDOT, AFIOT—ZITESNT, FMGE (R) © (FEHLED
HEE] 2. EEAREAMER Q) 12 [KAlOREICLY, B, HEEESOREENAEC S A
REMER DD DT, BEMIC, IREFICOWTHZATYHFERL, BESED LA
YIREEITH Z L, ((ZoMmoEE] OEEBM) | Lid L,

@ BRSERVEREEOYRY

ENOH R CBEOIRMSCETIE, TSN TEM S - AH & S EE 0 T A ASKICET
%5, Thinh, FEMEES L% E L 199 O 7 T ¥R 5 REERRBROMEERICBW T, H%
SRR OBEBEKOREIO ) 2703, FICTANARORARETT 72 RREE ik LT 2 5 <
(FLCTAMASRIRITIRE 1 043%, 77 BARRE:0.24%), FiCANAKDOIRMARETIE, 7T R EEL
1000 Ad720 1.9 NSV ERRE SN (95%EHHXM : 0.6-3.9), 7=, TANABEDOTT
TN—TTlE, 7T7BAREELEL~N1000 AH720 24 N2V EHE SN TND, | EREBH D,
AANZHBNTH, BERSELOCEREERPRET LV X7 13H50T, IMICE () o [EH
FoEE] 10, oMo (1) ICH A% L O LR L2 TH L,
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156 EERLOLEESIT

VARV A Ly 7 AJEBEREE (The Restless Legs Syndrome Foundation) 723H£3%9-2 RLS 1R
TNAY XL T, RLS ZRKE < 3 ODERA (FRIRME, Fifeth X OTaREHIE) (27010 T, #E
BSNBEYPRIEOT LT X 0ZRm L T05 (B 1.5-3) 8, FEBEE 23 1 [LLF oM KM RLS
DGEIIIEEDIEHR = T EE L, IEROEEN R WGAE TR FIEOMIS & 72 5, ER2NE 2
[ 2L B3R 535 Figert RLS Tk, 8 Bkt L7 SN g b 72 5, FERMpiE & 14T LT
RANITI=R N, BAOMOAEAA R, KEOIEHEARETEH D IS FrOWF I &
DHYPEENHER SN TR, H8RELE LTRARI 7 I =R MRS TV D, AR
PUERLS X, R 7 =R M X DERERRIBRICB D TR ERERVRLS ZFE L TH Y,
Z DX D IIREIEPIE RLS 2% L TIE, D RS U7 =R b~ 20, AT
~OEIDBEZ S LITBMEGENHER STV D, RLSTRFET LI Y AATIEIRAAI VT A=A
FEF R E LTWAR, AR F R0 d B4 A R RLS HRIEAIE L TiRtfiah T 5,

ZOT NIV XRANRHER SRS TIE, RLS OIS & FFOREFNNFLEL T o Toid, £
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
HORIZANT safely and effectively. See full prescribing information for
HORIZANT.

HORIZANT (gabapentin enacarbil) Extended-Release Tablets for oral
use
Initial U.S. Approval: 2011

INDICATIONS AND USAGE -----------=----=----
HORIZANT is indicated for the treatment of moderate-to-severe primary
Restless Legs Syndrome (RLS) in adults. (1)

----------------------- DOSAGE AND ADMINISTRATION ----------------

e  The recommended dose of HORIZANT is 600 mg once daily taken with
food at about 5 PM. (2.1)

e Adose of 1,200 mg once daily provided no additional benefit compared
with the 600-mg dose, but caused an increase in adverse reactions. (2.1)

o If the dose is not taken at the recommended time, the next dose should be
taken the following day as prescribed. (2.1)

e Instruct patients to swallow tablets whole and not to cut, crush, or chew
tablets. (2.1)

--------------------- DOSAGE FORMS AND STRENGTHS --------------
Extended-Release Tablets: 600 mg (3)

CONTRAINDICATIONS ---crmsmemememenmnenecs

None. (4)

----------------------- WARNINGS AND PRECAUTIONS ----------------

e Driving impairment: Warn patients not to drive until they have gained
sufficient experience with HORIZANT to assess whether it will impair
their ability to drive. (5.1)

e Somnolence/sedation and dizziness: May impair the patient’s ability to
operate complex machinery. (5.2)

e HORIZANT is not interchangeable with other gabapentin products. (5.3)

e Suicidal thoughts or behaviors: Monitor for suicidal thoughts or
behaviors. (5.4)

ADVERSE REACTIONS -----------mmnmmemeaae
Most common adverse reactions (>10% and at least 2 times the rate of
placebo) were somnolence/sedation and dizziness. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

----------------------- USE IN SPECIFIC POPULATIONS ---------n-==---

. Pregnancy: based on animal data, may cause fetal harm. (8.1)

. Renal impairment: Dosage adjustments necessary. HORIZANT is not
recommended for use in patients with creatinine clearance (CrCl)
<30 mL/min or in patients on hemodialysis. (2.2)

See 17 for PATIENT COUNSELING INFORMATION and
MEDICATION GUIDE.
Revised: 04/2011
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
HORIZANT™ (gabapentin enacarbil) Extended-Release Tablets are indicated for the
treatment of moderate-to-severe primary Restless Legs Syndrome (RLS) in adults.
HORIZANT is not recommended for patients who are required to sleep during the
daytime and remain awake at night.

2 DOSAGE AND ADMINISTRATION
2.1 Restless Legs Syndrome
The recommended dosage for HORIZANT is 600 mg once daily taken with food at about
5 PM. A daily dose of 1,200 mg provided no additional benefit compared with the 600-mg dose,
but caused an increase in adverse reactions [see Adverse Reactions (6.1)].
If the dose is not taken at the recommended time, the next dose should be taken the
following day as prescribed.
Tablets should be swallowed whole and should not be cut, crushed, or chewed.
2.2 Renal Impairment and Hemodialysis
In patients with compromised renal function (creatinine clearance [CrCl] 30 to
59 mL/min), 600 mg of HORIZANT should be administered on Day 1, Day 3, and every day
thereafter.
In patients with stable renal function, CrClI can be estimated using the equation of
Cockcroft and Gault:
for males: CrCl = (140-age)(weight)/[(72)(SCr)]
for females: CrCI = (0.85)(140-age)(weight)/[(72)(SCr)]
where age is in years, weight is in kilograms, and SCr is serum creatinine in mg/dL.
HORIZANT is not recommended for use in patients with a CrCl <30 mL/min or on
hemodialysis because the dose cannot be reduced below 600 mg.

3 DOSAGE FORMS AND STRENGTHS

HORIZANT Extended-Release Tablets, 600 mg, are white to off-white, oval-shaped
tablets debossed with “GS LFG”. HORIZANT Extended-Release Tablets may contain
occasional black/grey spots.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
5.1 Effects on Driving

2/20

Reference ID: 2929188



HORIZANT causes significant driving impairment. Patients being treated with
HORIZANT should not drive until they have gained sufficient experience to assess whether
HORIZANT impairs their ability to drive. However, prescribers and patients should be aware
that patients’ ability to assess their own driving competence, as well as their ability to assess the
degree of somnolence caused by HORIZANT, can be imperfect.

In a 2-week simulated driving study in patients with RLS, a daily 1,200-mg dose of
HORIZANT caused significant impairment within 2 hours and for up to 14 hours after dosing.
The impairment was similar to that caused by the active control, a single oral dose of
diphenhydramine 50 mg. The effect on driving at times other than 2 weeks is unknown. Whether
the impairment is related to somnolence [see Warnings and Precautions (5.2)] or other effects of
HORIZANT is unknown. The 600-mg dose was not studied. Because a 600-mg/day dose of
HORIZANT can cause significant somnolence, similar to that of the 1,200-mg/day dose [see
Warnings and Precautions (5.2)], the 600- and 1,200-mg/day doses may have similar effects on
driving behavior.

5.2 Somnolence/Sedation and Dizziness

HORIZANT causes somnolence/sedation and dizziness (see Table 2). Patients should be
advised not to drive a car or operate other complex machinery until they have gained sufficient
experience on HORIZANT to assess whether HORIZANT impairs their ability to perform these
tasks.

During the controlled trials in patients with RLS, somnolence/sedation was reported in
20% of patients treated with 600 mg of HORIZANT per day compared with 6% of patients
receiving placebo. In those patients treated with HORIZANT who reported somnolence, the
somnolence persisted during treatment in about 30%. In the remaining patients, symptoms
resolved within 3 to 4 weeks. Dizziness was reported in 13% of patients receiving 600 mg of
HORIZANT per day compared with 4% of patients receiving placebo. In those patients treated
with HORIZANT who reported dizziness, symptoms persisted during treatment in about 20%.
Somnolence/sedation led to withdrawal in 2% of patients receiving 600 mg of HORIZANT per
day. Dizziness led to withdrawal in 1% of patients receiving 600 mg of HORIZANT per day.
The incidence of these adverse reactions was greater in the patients receiving 1,200 mg per day.
5.3 Lack of Interchangeability With Gabapentin

HORIZANT is not interchangeable with other gabapentin products because of differing
pharmacokinetic profiles. The same dose of HORIZANT results in different plasma
concentrations of gabapentin relative to other gabapentin products. [See Clinical Pharmacology
(12.3)]

The safety and effectiveness of HORIZANT in patients with epilepsy have not been
studied.

5.4  Suicidal Behavior and Ideation

HORIZANT (gabapentin enacarbil) is a prodrug of gabapentin, an antiepileptic drug
(AED). AED:s increase the risk of suicidal thoughts or behavior in patients taking these drugs for
any indication. Because HORIZANT is a prodrug of gabapentin, HORIZANT also increases this
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risk. Patients treated with any AED for any indication should be monitored for the emergence or
worsening of depression, suicidal thoughts or behavior, and/or any unusual changes in mood or
behavior.

Pooled analyses of 199 placebo-controlled clinical trials (monotherapy and adjunctive
therapy) of 11 different AEDs showed that patients randomized to 1 of the AEDs had
approximately twice the risk [adjusted relative risk 1.8, 95% confidence interval (Cl): 1.2, 2.7] of
suicidal thinking or behavior compared with patients randomized to placebo. In these trials,
which had a median treatment duration of 12 weeks, the estimated incidence rate of suicidal
behavior or ideation among 27,863 AED-treated patients was 0.43%, compared with 0.24%
among 16,029 placebo-treated patients, representing an increase of approximately 1 case of
suicidal thinking or behavior for every 530 patients treated. There were 4 suicides in drug-treated
patients in the trials and none in placebo-treated patients, but the number is too small to allow
any conclusion about drug effect on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as 1
week after starting drug treatment with AEDs and persisted for the duration of treatment
assessed. Because most trials included in the analysis did not extend beyond 24 weeks, the risk
of suicidal thoughts or behavior beyond 24 weeks could not be assessed.

The risk of suicidal thoughts or behavior was generally consistent among drugs in the
data analyzed. The finding of increased risk with AEDs of varying mechanisms of action and
across a range of indications suggests that the risk applies to all AEDs used for any indication.
The risk did not vary substantially by age (5 to 100 years) in the clinical trials analyzed. Table 1
shows absolute and relative risk by indication for all evaluated AEDs.

Table 1. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Relative Risk: Risk Difference:
Placebo Incidence of Events | Additional Drug
Patients With Drug Patients in Drug Patients With
Events Per With Events Per | Patients/Incidence Events Per 1,000
Indication 1,000 Patients 1,000 Patients in Placebo Patients Patients

Epilepsy 1.0 3.4 3.5 2.4
Psychiatric 5.7 8.5 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 2.4 4.3 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy
than in clinical trials for psychiatric or other conditions, but the absolute risk differences were
similar for the epilepsy and psychiatric indications.

Anyone considering prescribing HORIZANT must balance the risk of suicidal thoughts
or behavior with the risk of untreated illness. Epilepsy and many other illnesses for which AEDs
are prescribed are themselves associated with morbidity and mortality and an increased risk of
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suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge during treatment,
the prescriber needs to consider whether the emergence of these symptoms in any given patient
may be related to the illness being treated.

Patients, their caregivers, and families should be informed that HORIZANT increases the
risk of suicidal thoughts and behavior and should be advised of the need to be alert for the
emergence or worsening of the signs and symptoms of depression, any unusual changes in mood
or behavior, or the emergence of suicidal thoughts, behavior, or thoughts about self-harm.
Behaviors of concern should be reported immediately to healthcare providers.

5.5 Discontinuation of HORIZANT

When discontinuing HORIZANT, patients receiving the recommended dose of 600 mg
daily can discontinue the drug without tapering. If the recommended dose is exceeded, the dose
should be reduced to 600 mg daily for 1 week prior to discontinuation to minimize the potential
of withdrawal seizure.

5.6 Tumorigenic Potential

In an oral carcinogenicity study, gabapentin enacarbil increased the incidence of
pancreatic acinar cell adenoma and carcinoma in male and female rats [see Nonclinical
Toxicology (13.1)]. The clinical significance of this finding is unknown.

In clinical studies of gabapentin as adjunctive therapy in epilepsy comprising 2,085
patient-years of exposure in patients >12 years of age, new tumors were reported in 10 patients
(2 breast, 3 brain, 2 lung, 1 adrenal, 1 non-Hodgkin’s lymphoma, 1 endometrial carcinoma in
situ), and preexisting tumors worsened in 11 patients (9 brain, 1 breast, 1 prostate) during or up
to 2 years following discontinuation of gabapentin. Without knowledge of the background
incidence and recurrence in a similar population not treated with gabapentin, it is impossible to
know whether the incidence reported in this cohort is or is not affected by treatment.

6 ADVERSE REACTIONS

The following adverse reactions are described in more detail in the Warnings and
Precautions section of the label:

e Somnolence/sedation and dizziness [see Warnings and Precautions (5.2)]
6.1 Clinical Trials Experience

In all controlled and uncontrolled trials across various patient populations prior to
approval of HORIZANT, more than 2,300 patients have received HORIZANT orally in daily
doses ranging from 600 to 3,600 mg.

The exposure to HORIZANT in 1,201 patients with RLS included 613 exposed for at
least 6 months and 371 exposed for at least 1 year. HORIZANT in the treatment of RLS was
studied primarily in placebo-controlled trials (n = 642), and in long-term follow-up studies. The
population with RLS ranged from 18 to 82 years of age, with 60% being female and 95% being
Caucasian.
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Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared with rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

The safety of HORIZANT in doses ranging from 600 to 2,400 mg has been evaluated in
515 patients with RLS in 3 double-blind, placebo-controlled, 12-week clinical trials. The 600-mg
dose was studied in 2 of the 3 studies. Eleven out of 163 (7%) patients treated with 600 mg of
HORIZANT discontinued treatment due to adverse reactions compared with 10 of the 245 (4%)
patients who received placebo.

The most commonly observed adverse reactions (>5% and at least 2 times the rate of
placebo) in these trials for the 600-mg dose of HORIZANT were somnolence/sedation and
dizziness (see Table 2). Table 2 lists treatment-emergent adverse reactions that occurred in >2%
of patients with RLS treated with HORIZANT and numerically greater than placebo.
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Table 2. Incidence of Adverse Reactions in 12-Week RLS Studies Reported in >2% of
Patients Treated With 600 or 1,200 mg of HORIZANT and Numerically Greater Than

Placebo
HORIZANT HORIZANT
Placebo® 600 mg/day® | 1,200 mg/day®
(N =245) (N =163) (N =269)
Body System/Adverse Reaction % % %
Nervous system disorders
Somnolence/sedation 6 20 27
Dizziness 4 13 22
Headache 11 12 15
Gastrointestinal disorders
Nausea 5 6 7
Dry mouth 2 3 4
Flatulence <1l 3 2
General disorders and administration
site conditions
Fatigue 4 6 7
Irritability 1 4 4
Feeling drunk 0 1 3
Feeling abnormal <1 <1 3
Peripheral edema 1 <1 3
Metabolism and nutritional disorders
Weight increased 2 2 3
Increased appetite <1 2 2
Ear and labyrinth disorders
Vertigo 0 1 3
Psychiatric disorders
Depression <1 <1 3
Libido decreased <1 <1 2
 Placebo was a treatment arm in each of the 3 double-blind, placebo-controlled, 12-week
clinical trials.

® The 600-mg dose of HORIZANT was a treatment arm in 2 of the 3 double-blind, placebo-
controlled, 12-week clinical trials.

¢ The 1,200-mg dose of HORIZANT was a treatment arm in each of the 3 double-blind,
placebo-controlled, 12-week clinical trials.

Adverse reactions reported in these three 12-week studies in <2% of patients treated with
600 mg of HORIZANT and numerically greater than placebo were balance disorder, blurred
vision, disorientation, feeling drunk, lethargy, and vertigo.

The following adverse reactions were dose-related: somnolence/sedation, dizziness,
feeling drunk, libido decreased, depression, headache, peripheral edema, and vertigo.
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7 DRUG INTERACTIONS

Neither gabapentin enacarbil nor gabapentin are substrates, inhibitors, or inducers of the
major cytochrome P450 enzymes. Gabapentin enacarbil is neither a substrate nor an inhibitor of
P-glycoprotein in vitro.

Pharmacokinetic drug-drug interaction studies were conducted to examine the potential
for an interaction of gabapentin enacarbil with cimetidine and naproxen. No significant
pharmacokinetic interactions were observed. No clinically relevant pharmacokinetic interactions
are expected between HORIZANT and other substrates of organic cation transporter type 2
(OCT2) and monocarboxylate transporter type 1 (MCT-1) [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C. There are no adequate and well-controlled studies with
HORIZANT in pregnant women. In nonclinical studies in rat and rabbits, administration of
gabapentin enacarbil was developmentally toxic when administered to pregnant animals at doses
and gabapentin exposures greater than those used clinically. HORIZANT should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

When pregnant rats were administered gabapentin enacarbil (oral doses of 200, 1,000, or
5,000 mg/kg/day) throughout the period of organogenesis, embryo-fetal mortality was increased
at the 2 highest doses and fetal body weights were decreased at the high dose. The no-effect dose
for embryo-fetal developmental toxicity in rats is approximately 3 times the recommended
human dose (RHD) of 600 mg/day on a body surface area (mg/m?) basis.

When pregnant rabbits were administered gabapentin enacarbil (oral doses of 200, 500,
or 2,500 mg/kg/day) throughout the period of organogenesis, embryo-fetal mortality was
increased and fetal body weights were decreased at the high dose. The no-effect dose for
embryo-fetal developmental toxicity in rabbits (500 mg/kg/day) is approximately 16 times the
RHD on a mg/m? basis.

When female rats were administered gabapentin enacarbil (oral doses of 200, 1,000, or
5,000 mg/kg/day throughout the pregnancy and lactation periods, offspring growth and survival
were decreased at the two highest doses. The no-effect dose for pre- and post-natal
developmental toxicity in rats is approximately 3 times the RHD on a mg/m? basis.

In reproductive and developmental studies of gabapentin, developmental toxicity was
observed at all doses tested. Increased incidences of hydroureter and/or hydronephrosis were
observed in rat offspring following treatment of pregnant animals in studies of fertility and
general reproductive performance, embryo-fetal development, and peri- and post-natal
development. Overall, a no-effect dose was not established. In mice, treatment of pregnant
animals with gabapentin during the period of organogenesis resulted in delayed fetal skeletal
ossification at all but the lowest dose tested. When pregnant rabbits were treated with gabapentin
during the period of organogenesis, an increase in embryo-fetal mortality was observed at all
doses of gabapentin tested.
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In a published study, gabapentin (400 mg/kg/day) was administered by intraperitoneal
injection to neonatal mice during the first postnatal week, a period of synaptogenesis in rodents
(corresponding to the last trimester of pregnancy in humans). Gabapentin caused a marked
decrease in neuronal synapse formation in brains of intact mice and abnormal neuronal synapse
formation in a mouse model of synaptic repair. Gabapentin has been shown in vitro to interfere
with activity of the a26 subunit of voltage-activated calcium channels, a receptor involved in
neuronal synaptogenesis. The clinical significance of these findings is unknown.

8.2 Labor and Delivery

The effect of HORIZANT on labor and delivery is unknown.
8.3  Nursing Mothers

It is not known whether gabapentin derived from HORIZANT is secreted in human milk;
however, gabapentin is secreted into human milk following oral administration of gabapentin
products. Because of the potential for adverse reactions in nursing infants from HORIZANT, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother.

8.4  Pediatric Use

Safety and effectiveness of HORIZANT in pediatric patients have not been studied.
8.5 Geriatric Use

Of the 515 patients treated with HORIZANT in the 3 double-blind, placebo-controlled,
12-week clinical trials for RLS, 11% were 65 to 74 years of age and 1% were 75 years of age
and older. Clinical trials of HORIZANT did not include a sufficient number of patients 65 years
and older to determine whether they respond differently from younger individuals.

Gabapentin is known to be almost exclusively excreted by the kidney, and the risk of
adverse reactions to this drug may be greater in patients with impaired renal function. Because
elderly patients are more likely to have decreased renal function, the frequency of dosing may
need to be adjusted based on calculated creatinine clearance in these patients [see Dosage and
Administration (2.2)].

8.6 Renal Impairment

The dose of HORIZANT should be adjusted in patients with renal impairment [see

Dosage and Administration (2.2), Clinical Pharmacology (12.3)].

10 OVERDOSAGE
10.1 Human Overdose Experience

There have been no reports describing individuals who have taken an overdose of
HORIZANT. The highest single dose of gabapentin enacarbil administered to date is 6,000 mg in
healthy subjects. At this supratherapeutic dose there were no serious adverse events. The
incidence of central nervous system adverse reactions, particularly dizziness and
somnolence/sedation, is increased with doses greater than 600 mg daily.
10.2 Overdosage Management
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In the event of an overdose, the patient should be treated supportively with appropriate
monitoring as necessary. Gabapentin derived from gabapentin enacarbil can be removed by
hemodialysis. Standard hemodialysis procedures result in significant clearance of gabapentin.

Further management should be as clinically indicated or as recommended by a poison
control center.

11 DESCRIPTION
HORIZANT (gabapentin enacarbil) is a prodrug of gabapentin. Gabapentin enacarbil is
described as (1-{[({(1RS)-1-[(2-Methylpropanoyl)oxy]ethoxy}carbonyl)amino]methyl}
cyclohexyl) acetic acid. It has a molecular formula of C16H,7NOg and a molecular weight of
329.39. It is a racemate and has the fgllowing stréjctural formula:
PPN
0 0 N~ >

.-"'ﬁ“"*.._
>< T COH

[

Gabapentin enacarbil is a white to off-white crystalline solid with a melting onset of
approximately 64°C and a solubility of 0.5 mg/mL in water and 10.2 mg/mL in phosphate buffer
(pH 6.3).

HORIZANT is administered orally. Each HORIZANT Extended-Release Tablet contains
600 mg of gabapentin enacarbil and the following inactive ingredients: colloidal silicon dioxide,
dibasic calcium phosphate dihydrate, glyceryl behenate, magnesium stearate, sodium lauryl

sulfate, and talc.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Gabapentin enacarbil is a prodrug of gabapentin and, accordingly, its therapeutic effects
in RLS are attributable to gabapentin.

The precise mechanism by which gabapentin is efficacious in RLS is unknown.
Gabapentin is structurally related to the neurotransmitter gamma-aminobutyric acid (GABA) but
has no effect on GABA binding, uptake, or degradation. Gabapentin enacarbil and gabapentin
have been tested in radioligand binding assays, and neither exhibited affinity for a number of
other common receptor, ion channel, or transporter proteins.

In vitro studies have shown that gabapentin binds with high affinity to the .25 subunit of
voltage-activated calcium channels; however, the relationship of this binding to the therapeutic
effects of gabapentin enacarbil in RLS is unknown.

12.3 Pharmacokinetics

HORIZANT is an extended-release formulation of gabapentin enacarbil, a prodrug of
gabapentin. HORIZANT provides approximately dose-proportional and extended exposure to
gabapentin over the range 300 to 6,000 mg. HORIZANT and gabapentin are not interchangeable
because the same daily dose of each results in different plasma concentrations of gabapentin.
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Absorption: The pathway for absorption of gabapentin enacarbil is believed to include
active transport via a proton-linked monocarboxylate transporter, MCT-1. This transporter is
expressed at high levels in the intestinal tract and is not saturated by administration of high doses
of HORIZANT. Mean bioavailability of gabapentin (based on urinary recovery of gabapentin)
for HORIZANT in the fed state is about 75%. Bioavailability under fasting conditions has been
estimated by gabapentin urinary recovery to be 42% to 65%. In a food effect study, the exposure
of gabapentin increased by 24%, 34%, and 44% with low, moderate, and high fat meals,
respectively. The Tnax of gabapentin after administration of 600 mg of HORIZANT was
5.0 hours in fasted subjects and 7.3 hours in fed subjects. Steady state is reached in 2 days with
daily administration.

Distribution: Plasma protein binding of gabapentin has been reported to be <3%. The
apparent volume of distribution of gabapentin in subjects receiving HORIZANT is 76 L.

Metabolism: After oral administration, gabapentin enacarbil undergoes extensive
first-pass hydrolysis by non-specific carboxylesterases primarily in enterocytes and to a lesser
extent in the liver, to form gabapentin, carbon dioxide, acetaldehyde, and isobutyric acid. Levels
of gabapentin enacarbil in blood are low and transient (<2% of corresponding gabapentin plasma
levels). Released gabapentin is not appreciably metabolized in humans. Neither gabapentin
enacarbil nor gabapentin are substrates, inhibitors, or inducers of the major cytochrome P450
enzymes (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, and CYP3A4). It is not
known if gabapentin enacarbil is an inhibitor of CYP2B6 and CYP2C8. Gabapentin enacarbil is
neither a substrate nor an inhibitor of P-glycoprotein in vitro.

Elimination: Following hydrolysis of gabapentin enacarbil, the released gabapentin is
excreted unchanged by the kidney. Gabapentin renal excretion is believed to involve a
component of active secretion via an organic cation transporter (OCT2) present in the kidney. In
a human pharmacokinetic study with immediate release **C gabapentin enacarbil, mean recovery
of total radioactivity in urine was 94%, with 5% of the radioactive dose recovered in feces.

Apparent oral clearance (CL/F) of gabapentin from plasma after dosing of HORIZANT
with food ranged from 6.0 to 9.3 L/hr. Following oral dosing of HORIZANT, plasma clearance
of gabapentin is approximately proportional to creatinine clearance. Renal clearance (CLr) of
gabapentin ranged from 5 to 7 L/hr, regardless of food intake or food type. The elimination
half-life (t,,) of gabapentin ranges from 5.1 to 6.0 hours and is unaltered by dose or following
multiple doses of HORIZANT.

Special Populations: Race: The majority (94%) of subjects in the clinical studies were
Caucasian, and no single other race was greater than 4%; therefore, the effect of race could not
be studied.

Gender: There are no clinically meaningful differences in pharmacokinetics of
HORIZANT between male and female patients.

Geriatric Patients: There are no clinically significant differences in pharmacokinetics
of HORIZANT between geriatric patients (>65 years of age) and younger patients (18 to
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<65 years of age). However, the pharmacokinetics in geriatric patients may be affected by an
age-related decline in renal function [see Use in Specific Populations (8.5)].

Renal Impairment and Hemodialysis: Gabapentin clearance after dosing with
HORIZANT is approximately proportional to CrCl. Apparent oral clearance (CL/F) decreased in
moderate (4.2 L/hr) and severe renal impairment patients (1.7 L/hr) compared with 6.0 to
9.3 L/hr in patients without renal impairment. Similarly, CLr was decreased to 3 and 1 L/hr in
moderate and severe renal impairment patients, respectively, compared with 5 to 7 L/hr in non-
renal impairment patients. Dosage reduction in patients with renal dysfunction is necessary.
Gabapentin is effectively removed from plasma by hemodialysis. The mean percentage of
gabapentin recovered following hemodialysis in patients with end-stage renal disease was 29%
(expressed as a proportion of the gabapentin released from HORIZANT). For patients on
hemodialysis, treatment with HORIZANT is not recommended [see Dosage and Administration
(2.2)].

Drug Interactions: Cimetidine: Gabapentin released from HORIZANT is eliminated by
renal clearance via OCT2. Cimetidine is a known substrate for this same elimination pathway.
Coadministration of 1,200 mg of HORIZANT once daily with cimetidine 400 mg 4 times daily
showed no effect on cimetidine exposure. There was an increase in AUC of gabapentin (24%)
and a decrease in renal clearance of gabapentin (20%); these effects are not expected to be
clinically relevant. No clinically relevant pharmacokinetic interactions are expected between
HORIZANT and other substrates of OCT2.

Naproxen: The pathway for absorption of gabapentin enacarbil includes active
transport via a proton-linked MCT-1. Coadministration of 1,200 mg of HORIZANT once daily
with naproxen 500 mg twice daily, a known substrate of MCT-1, showed no effect on naproxen
exposure or steady-state gabapentin Crax and AUC. No clinically relevant pharmacokinetic
interactions are expected between HORIZANT and other substrates of MCT-1.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: Oral (gavage) carcinogenicity studies were conducted in mice and rats.
In mice, gabapentin enacarbil was tested at doses of 500, 2,000, or 5,000 mg/kg/day for up to
104 weeks. There was no evidence of drug-related carcinogenicity. The highest dose tested is
40 times the RHD of 600 mg/day, on a body surface area (mg/m?) basis.

In rats, gabapentin enacarbil was tested at doses of 500, 2,000, or 5,000 mg/kg/day for up
to 97 weeks in mid-dose males, 90 weeks in high-dose males, and 104 weeks in females. The
plasma exposures (AUC) for gabapentin at these doses are approximately 10, 38, and 75 times,
respectively, that in humans at the RHD. Increases in the incidence of pancreatic acinar adenoma
and carcinoma were found in mid-dose males and high-dose males and females.

In 2-year dietary carcinogenicity studies of gabapentin, no evidence of drug-related
carcinogenicity was observed in mice treated at doses up to 2,000 mg/kg/day. In rats, increases in
the incidence of pancreatic acinar cell adenoma and carcinoma were found in male rats receiving
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the highest dose (2,000 mg/kg), but not at doses of 250 or 1,000 mg/kg/day. At 1,000 mg/kg/day,
the plasma AUC for gabapentin is estimated to be approximately 25 times that in humans at the
RHD.

Studies designed to investigate the mechanism of gabapentin-induced pancreatic
carcinogenesis in rats indicate that gabapentin stimulates DNA synthesis in rat pancreatic acinar
cells in vitro and thus may be acting as a tumor promoter by enhancing mitogenic activity. It is
not known whether gabapentin has the ability to increase cell proliferation in other cell types or
in other species, including human.

Mutagenesis: Gabapentin enacarbil was negative in in vitro bacterial reverse mutation
(Ames) and in vivo rat micronucleus assays. In an in vitro human lymphocyte assay, there was
an increase in the number of chromosomal aberrations with gabapentin enacarbil. This in vitro
response was attributed to acetaldehyde released by hydrolysis of gabapentin enacarbil during
the incubation period. Acetaldehyde is known to cause chromosome aberrations in vitro, but is
readily metabolized in vivo. The small quantity of acetaldehyde formed from gabapentin
enacarbil in vivo is rapidly cleared by normal metabolic activity.

Impairment of Fertility: Oral administration of gabapentin enacarbil (doses of 0, 200,
1,000, or 5,000 mg/kg/day) to male and female rats prior to and throughout mating and
continuing in females up to day 7 of gestation resulted in no adverse effects on fertility. The
highest dose tested is approximately 80 times the RHD on a mg/m? basis.

14 CLINICAL STUDIES
14.1 12-Week Pivotal Studies

The effectiveness of HORIZANT in the treatment of moderate-to-severe primary RLS
was demonstrated in two 12-week clinical studies in adults diagnosed with RLS using the
International Restless Legs Syndrome Study Group diagnostic criteria. Key diagnostic criteria
for RLS are: an urge to move the legs usually accompanied or caused by uncomfortable and
unpleasant leg sensations, symptoms begin or worsen during periods of rest or inactivity such as
lying or sitting, symptoms are partially or totally relieved by movement such as walking or
stretching at least as long as the activity continues, and symptoms are worse or occur only in the
evening or night. Patients were required to have a total score of >15 on the International Restless
Legs Syndrome (IRLS) Rating Scale at baseline. Patients with RLS secondary to other
conditions (e.g., pregnancy, renal failure, iron deficiency anemia) were excluded. In study 1,
patients were randomized to receive 1,200 mg of HORIZANT (N = 112) or placebo (N = 108)
taken once daily at about 5 PM with food. In study 2, patients were randomized to receive
600 mg of HORIZANT (N = 114), 1,200 mg of HORIZANT (N = 111), or placebo (N = 96)
taken once daily at about 5 PM with food.

Efficacy was evaluated using the IRLS Rating Scale and Clinical Global Impression of
Improvement (CGlI-I) scores. The IRLS Rating Scale contains 10 items designed to assess the
severity of sensory and motor symptoms, sleep disturbance, daytime somnolence/sedation, and
impact on activities of daily living and mood associated with RLS. The range of scores is 0 to 40,
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with 0 being absence of RLS symptoms and 40 the most severe symptoms. The CGI-I Scale
allows the investigator to rate the patient’s overall change in RLS symptoms since baseline,

whether or not in the opinion of the investigator the change is related to study drug treatment.
The change from baseline in the IRLS Rating Scale at Week 12 and the proportion of responders
on the CGI-I Scale defined as a rating of “much improved” or “very much improved” at
Week 12 were co-primary outcomes in these studies.
In these 2 studies, the mean age of patients studied was 50 years (range: 18 to 81 years);
59% of the patients were female. The racial distribution for these studies was as follows:
Caucasian, 95%; black, 2%; and other, 3%.
Statistically significant differences (P<0.05) between the treatment groups receiving 600
and 1,200 mg of HORIZANT and the group receiving placebo were observed at Week 12 for
both the mean change from baseline in the IRLS Scale total score and the proportion of

responders (“much improved” or “very much improved”) on the CGI-I Scale as described in

Table 3.

Table 3. Mean Change in IRLS Scale Total Score and Proportion of Responders on CGI-I

Scale at Week 12
Study 1 Study 2
HORIZANT HORIZANT | HORIZANT
1,200 mg Placebo 600 mg 1,200 mg Placebo

Week 12 (N=112) | (N=108) | (N=114) (N =111) (N =96)
Mean Change in IRLS Score -13.2 -8.8 -13.8 -13.0 -9.8
Proportion of Responders® on 76% 39% 73% 77% 45%
CGlI-I

8 CGlI-1 Responders = “much improved” and “very much improved.”

Figure 1 presents the improvement in mean IRLS Rating Scale total score in patients

treated with placebo or 600 or 1,200 mg of HORIZANT over the 12 weeks of treatment in study

2.
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Figure 1. Study 2, Mean (£SD) IRLS Rating Scale Total Score Over 12 Weeks (Observed
Case Data, Modified Intent-To-Treat Population)
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16 HOW SUPPLIED/STORAGE AND HANDLING

HORIZANT Extended-Release Tablets containing 600 mg of gabapentin enacarbil are
white to off-white, with occasional black/grey spots, oval-shaped tablets debossed with
“GS LFG”. They are supplied as follows:
e NDC 0173-0806-01: Bottles of 30
e NDC 0173-0806-03: Bottles of 60
e NDC 0173-0806-06: Bottles of 180

Store at 25°C (77°F); excursions permitted 15° to 30°C (59° to 86°F) [see USP
Controlled Room Temperature]. Protect from moisture. Do not remove desiccants. Dispense in
original bottle.

17 PATIENT COUNSELING INFORMATION

See Medication Guide.

Physicians should instruct their patients to read the Medication Guide before starting
therapy with HORIZANT and to reread it upon prescription renewal for new information
regarding the use of HORIZANT.

17.1 Effects on Driving

Patients should be told that HORIZANT can cause significant driving impairment.

Accordingly, they should be advised not to drive a car or until they have gained sufficient
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experience on HORIZANT to assess whether HORIZANT impairs their ability to drive. Patients
should be told that it is not known how long this effect lasts.
17.2 Somnolence/Sedation and Dizziness

Patients should be told that HORIZANT can cause significant somnolence and dizziness.
This typically resolves within several weeks of initiating treatment. Accordingly, they should be
told not to operate dangerous machinery until they have gained sufficient experience on
HORIZANT to assess whether HORIZANT impairs their ability to operate dangerous machinery
safely.
17.3 Suicidal Behavior and Ideation

Patients, their caregivers, and families should be counseled that HORIZANT may
increase the risk of suicidal thoughts and behavior, and should be advised of the need to be alert
for the emergence or worsening of symptoms of depression, any unusual changes in mood or
behavior, or the emergence of suicidal thoughts, behavior, or thoughts about self-harm.
Behaviors of concern should be reported immediately to healthcare providers.
17.4 Lack of Interchangeability With Gabapentin

Patients should be advised that doses of HORIZANT and other gabapentin products are
not interchangeable.
17.5 Dosing Instructions
e Patients should be instructed to take HORIZANT only as prescribed.
e HORIZANT should be taken once daily with food at about 5 PM.
e |f the dose is not taken at the recommended time, the patient should take the next dose at

about 5 PM the following day.

e Tablets should be swallowed whole and should not be cut, crushed, or chewed.

HORIZANT is a trademark of GlaxoSmithKline.

Manufactured by:
Patheon Inc.
Research Triangle Park, NC 27709

for: Licensed from:

@Glamﬁmtthmme @Pﬂﬂ y

GlaxoSmithKline

Research Triangle Park, NC 27709 XenoPort, Inc.
Santa Clara, CA 95051

©2011, GlaxoSmithKline. All rights reserved.

April 2011
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PHARMACIST—DETACH HERE AND GIVE TO PATIENT

MEDICATION GUIDE
HORIZANT™ [ho-ri' zant]
(gabapentin enacarbil)

Extended-Release Tablets

Read this Medication Guide before you start taking HORIZANT and each time you
get a refill. There may be new information. This information does not take the place
of talking to your healthcare provider about your medical condition or treatment.

What is the most important information I should know about HORIZANT?

HORIZANT can cause serious side effects:

1. Do not drive after taking your dose of HORIZANT until you know how
HORIZANT affects you, including the morning after you take your dose.

Do not operate heavy machinery or do other dangerous activities until you
know how HORIZANT affects you. HORIZANT can cause sleepiness, dizziness,
slow thinking, and can affect your coordination. Ask your healthcare provider
when it would be okay to do these activities.

2. HORIZANT may cause suicidal thoughts or actions in a very small
number of people, about 1 in 500.

Call a healthcare provider right away if you have any of these
symptoms, especially if they are new, worse, or worry you:

thoughts about suicide or dying

attempt to commit suicide

new or worse depression

new or worse anxiety

feeling agitated

new or worse restlessness

panic attacks

new or worse trouble sleeping (insomnia)
new or worse irritability

acting aggressive, being angry, or violent
acting on dangerous impulses

an extreme increase in activity and talking (mania)
other unusual changes in behavior or mood

17/20

Reference ID: 2929188



How can | watch for early symptoms of suicidal thoughts and actions?

e Pay attention to any changes, especially sudden changes, in mood,
behaviors, thoughts, or feelings.

e Keep all follow-up visits with your healthcare provider as scheduled.

e Call your healthcare provider between visits as needed, especially if you are
worried about symptoms.

Do not stop HORIZANT without first talking to a healthcare provider.
Suicidal thoughts or actions can be caused by things other than medicines. If
you have suicidal thoughts or actions, your healthcare provider may check for
other causes.

What is HORIZANT?

HORIZANT is a prescription medicine used to treat adults with moderate-to-severe
primary Restless Legs Syndrome (RLS).

HORIZANT is not for people who need to sleep during the daytime and need to stay
awake at night.

HORIZANT is not the same medicine as gabapentin (for example, NEURONTIN® or
GRALISE®) and should not be used in its place.

It is not known if HORIZANT is safe and effective in children.

What should 1 tell my healthcare provider before taking HORIZANT?

Before taking HORIZANT, tell your healthcare provider if you:

e have or have had kidney problems or are on hemodialysis.

¢ have or have had depression, mood problems, or suicidal thoughts or behavior.

e if you are pregnant or plan to become pregnant. It is not known if HORIZANT
will harm your unborn baby. Talk to your healthcare provider if you are pregnant
or plan to become pregnant while taking HORIZANT. You and your healthcare
provider will decide if you should take HORIZANT while you are pregnant.

e are breastfeeding or plan to breastfeed. Your body turns HORIZANT into another
drug (gabapentin) that passes into your milk. It is not known if this can harm
your baby. You and your healthcare provider should decide if you will take
HORIZANT or breastfeed.

Tell your healthcare provider about all the medicines you take, including
prescription and non-prescription medicines, vitamins, and herbal supplements.

Know the medicines you take. Keep a list of them and show it to your healthcare
provider and pharmacist when you get a new medicine.
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How should I take HORIZANT?

o Take HORIZANT exactly as your healthcare provider tells you to take it.

o Take HORIZANT 1 time each day with food around 5 PM. If you miss your dose,
wait and take your usual dose the next day around 5 PM.

o Take HORIZANT tablets whole. Do not cut, crush, or chew your tablet.

o If you take too much HORIZANT, call your healthcare provider or go to the
nearest hospital emergency room right away.

What should I avoid while taking HORIZANT?

e Do not take other medicines that make you sleepy or dizzy while taking
HORIZANT without first talking with your healthcare provider. Taking HORIZANT
with medicines that cause sleepiness or dizziness may make your sleepiness or
dizziness worse.

o Do not take other gabapentin drugs (for example, NEURONTIN or GRALISE)
while you take HORIZANT.

What are the possible side effects of HORIZANT?

e See “What is the most important information 1 should know about
HORIZANT?”

The most common side effects of HORIZANT include:
o sleepiness
e dizziness

Tell your healthcare provider if you have any side effect that bothers you or that
does not go away.

These are not all the possible side effects of HORIZANT. For more information, ask
your healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side
effects to FDA at 1-800-FDA-1088.

How should I store HORIZANT?

e Store HORIZANT between 59° and 86°F (15° and 30°C).

o Keep HORIZANT dry and away from moisture.

o Keep HORIZANT tightly closed in the bottle provided to you. Do not remove any
moisture control packs that may come in the bottle.

Keep HORIZANT and all medicines out of the reach of children.
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General Information about the safe and effective use of HORIZANT

Medicines are sometimes prescribed for purposes other than those listed in a
Medication Guide. Do not use HORIZANT for a condition for which it was not
prescribed. Do not give HORIZANT to other people, even if they have the same
symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about
HORIZANT. If you would like more information, talk with your healthcare provider.
You can ask your healthcare provider or pharmacist for information about
HORIZANT that was written for healthcare professionals.

For more information about HORIZANT, go to www.gsk.com or call 1-888-825-
5249.

What are the ingredients in HORIZANT?

Active ingredients: gabapentin enacarbil
Inactive ingredients: colloidal silicon dioxide, dibasic calcium phosphate
dihydrate, glyceryl behenate, magnesium stearate, sodium lauryl sulfate, and talc.

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

HORIZANT is a trademark of GlaxoSmithKline. The other brands listed are
trademarks of their respective owners and are not trademarks of GlaxoSmithKline.
The makers of these brands are not affiliated with and do not endorse
GlaxoSmithKline or its products.

Manufactured by:
Patheon Inc.
Research Triangle Park, NC 27709

for: Licensed from:

@Glaxuﬁmith Kline @

GlaxoSmithKline

Research Triangle Park, NC 27709 XenoPort, Inc.

Santa Clara, CA 95051
©2011, GlaxoSmithKline. All rights reserved.
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DORNFEREBRTDHZ L,

O HORIZANT (HRRUFv = F BB N) Rk

KREIZIB T B FIEARR : 2011 4

e - ZhE
HORIZANT (%, ANICHIT D PEEN O EEDRFREMEL A b L
ALy 7 AEBERE (RLS) OIREAEIG & T 28-AICHD, (1)
A - A&
HORIZANT OH#ESEH &1L, 600 mg Z 1 H 18], Fi% 5 K
HICR®BZELG TH D, (21)

1,200mg % 1 H 1 \#%5 L7z & 2 5, 600 mg #5-FE & bk
L CRHROSEBII A LR T2, BIVERHIN LT,
(2.1

HESE S LTINS IR L TR WA, IREIO RIS A
WALF EBVIATH 2 &, (21)

AENTEI 720, DH5LIZY, WHHW-DET, ZOF
ERAT DL BFIEET L L, (21)

EEBLIUHRA EOER

HERAAE /) DR T : HORIZANT O FRRERA+31CH Y,
HORIZANT 2 & ¥ IHIRGE ) DMK F T 2 B0 A HETE
5F T, BEESLZEELRVE D BFITEET D, (6.1)
B, $i% 3 L OVRENIED - BHE B R (R RE ) 2V
TTokEnrb s, (6.2)
HORIZANT (o> /3~ AL & D B 7oy,

(5.3)
BRGEEIIAERTS  ARSEEITARITAORER
IZEET %, (65.4)

BIYER
EAREIZ A B NTEIER GEBLER 10%LL E>7 T B RBETO
FERO 2 500 ) 1, BIR S L OB N TH o
7. (6.1)

BIER b 538121, GlaxoSmithKline (1-888-825-5249)
721X FDA (1-800-FDA-1088 & 7= 1% www.fda.gov/medwatch)
IR T &V,

BBRAEH~ORE
R SRR T — 2D, RIBICHEEREENEL S
BRMEO®H D Z ERHEREN TS, (8.1)

At LOE & Bl E . RAG 2 ET 5, JLTF=r - 2 UT T
TRAEE - 600 mg (3) > 2 (CrCl) 30 mL/min A F 7= 13 MigE AT T o0 BE 12,
2= HORIZANT O# 5. 2 HEFE L 720y, (2.2)
L, (4
BEMTERB ICBERERLTA FIZonTi
17TEHEZBROZ L,
2011 4 4 HekET
205EH : BR 85 BEEE~DEE
1 %hek - R 8.6 BHEEEODHIEBEEZE~DERE
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EX Yk

1 Zhee - R

HORIZANT™ (B0 F o = F BV EL) BIEEE, RAICET D PSS & E D
FRRPE LA MU A Ly 7 25ERE (RLS) OIREL IS & T 5,

HAHOMEIRDS VLB 72 BE B LOEBICEE TWAYEND D EE~OFK 53R SN2
AN

2 A& - BE
21 LARFLRULYY REEH

HORIZANT OHELER fix, 600 mg # 1 B 1[a], % 5KEICE%ZE S TH D, 1,200 mg
Z1H 1B L-EZ A, 600 mg £ 505 & g U C EIRERITA LN -T2, Fl
TERsEI L7z [BIEAH (6.1) oIEZM,

HERE S NIRRT L TGS, IREIORMIZF ARG B0 124795 2 &,
AFNTE 720, D5 L7720, WA T, o ERATLZ &,

22 FHERESS VLIRS
BHSRENME T L72BE (v T7F=r - 7 U T T A [CrCl] 30~59 mL/min) T,
HORIZANT600mg # 1 HH, 3 HH, UMIIER&EET D Z &,
BRSRENLE L TV A EE TIL, LLFd Cockeroft and Gault D% T CrCl 2% 4
LI EWTED,
FBPE : CrCl = (140 - 4F i) (IR E)/[(72)(SCr)]
% : CrCl = (0.85)(140 - 4FHm) (R E)/[(72)(SCr)]
728, FIIER, KEIT kg, SCridifiEs L7 F=1E (mg/dL) %719,
b4 600 mg R ZIET 5 Z LIXTE WD, 7 LT F=r-2 U7 Z A (CrCl)
30 mL/min 3 & 72 XM E AT 5 O FBE 12T HORIZANT O R G-2HELE L 720,

3 FRELUVEER
HORIZANT %/ 600 mg 1%, [GS LFG) OXIHI & 5 HE~HEE HAOIE DR TH
%o BOFIIFIROOBENEEL TCWDHEAERH D,

Bt

4

=
m0H

2L,

5 EEBLUHERALEDIEE
51 EIRgEI~NOEE

HORIZANT O 5-12 £ 0 B K72 fi5RE /) O F 234 U 5, HORIZANT % iR DB T
%, BB 512H Y, HORIZANT 12 L VIEIRE N ME T T2 0G0 &2 flETE 5
THBJHELAEI LW &, 72720, BEREH OERREE /)3 L OVHORIZANT 12 X A1
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IROBEZHET DENILT LHLEETRWNWI &L, WFEBLIOEFIIEET S &,
RLS & Zxt4e & Uiz 2 M O EERER 235 T HORIZANT 1,200 mg % 1 H 1 [F]§%
B LUIzb 2 A, Beh1% 2 REFLINICIEEZEE ) O KIEAK T 23580 b il, ik 14 R FRE L
oo TOXIRIETFIL, FEXEIEL LY 728 B2 50 mg OHEREO#EG#%I124
HNTEbDERRTH -7z, 2 BRELIEORE SIS 2 EHREE I ~D R BII A TH 5, iE
HRRE SOOI T & EHR & o BN [E538 L OMEH Eo7iE (5.2) DIES ] £ 721X HORIZANT
DMOVER & OBIENEIZSOWTIEARBHTH 5, 600 mg OHETORFHIITHOIZ2N->T2,
HORIZANT 600 mg/H %, 1,200 mg/H & [AERICERREIRZ 5| X EZTBZnH 5 2 &
b [EEBIOMEH LoEE (5.2) OHEEM], HORIZANT 600 mg/H & 1,200 mg/ H O j#dix
RRA~DRBIFRRE L EEZILND,

52 {EER/E#SLUESEHEN

HORIZANT O# 52 L 0 iR /$5i5B L OEEo W RnAE L5 (F 2 2]),
HORIZANT Offi FHFEBR 2N 143128 ¥, HORIZANT (2 L 0 H B HUERRAE /) £ 72 1T HE 2
BERENDME T T2 ENEZHETEDLET, ZOXIREEIHE LWL S BEIE
B HZ L,

RLS B & x5 & L7z el BEABR (2 330 T, HORIZANT 600 mg/ HEED 20%, 77 &R
HED 6%ITMIR, /S D it A Sivle, HIRZ #HE L7 HORIZANT BEOBED 5 5, 17K
fH, EAR2NRRE L 72 B 130 30% Th - 72, #%0 OFEF TIE, 3~4 B LANITAER 23
Je U7z, iEhE D U E HORIZANT 600 mg/ HEED 13%, 77 B REED 4%IZ 8 S iz,
FFEED VA L7- HORIZANT BEOBRFE O H b, IR, JERSFReE L 72 B
#120% T -7z, fHIR $HEFIZ X Y HORIZANT 600 mg/ HRED 2%03 8% 52 1k L, J#EhE:
B EUVMZ I Y HORIZANT 600 mg/ HBED 1% 23852 H ik L7z, T b ORWERORIRIT
1,200 mg/ H 25 SN BEFE DTN EN- T2,

53 HNRRVFUEOE#EMEORIN
HMEIHE 7 1 7 7 A L DEVIC LD, HORIZANT 13D H /3~ L 855 & o B bk
72\, HORIZANT ZRAHETHRE LY, MR T S F RIS T3~ F 8l
H & B o HEB 2 RT [EERIEEL (12.3) OEZBH],
TAMAEFEITEIT S HORIZANT D22tk O 2 IR S v T,

54 BRITASLIUVERZE

HORIZANT (H /AR F o = F A ENL) IZHLTAMNAZE (AED) ThHH AR F o
DT RT v 7Thb, WIGEZDT, AED ZIRAFOBE CIXIAZSE I3 &IT
ZDFRBL) 27N EFS 5, HORIZANT (AW N Fop7n K7 v 7 Thohizw, [Akk
WZZDX IRV R % RS, #VER L OEF OfEZ MHT, AED RHATOEE
DRBEBZEL, 5O, HRSEEIIZARITAORIEITE,, HOWIKTER
IFATENVD B R B ITIERT 52 &,

11 FE¥E D AED Z iRt L7z 199 R0 7 7 & ARt FREG AR SR (HARIER X OWBEE) %
FEE AT LTRSS, W LFEEO AED ICHE/EAEI D 1T SN B ITBIT 2 BREEE
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FRITARBATHORELY 271X, 77 RICBELE T ENTEBEORN 2 FThotz

[FHEEARxH U 27 0 1.8, 95%(EHEXHE (CI) : 1.2, 2.7], T 5 ORERD W i X
RBEMTHY, BRITAHETLITERBEORILEL, AED 2§57z 27,863 15Tl 0.43%,
TR R ST 16,029 BTl 0.24% L HEE X, AL, BARSEE AT
2 DFEBUGIEL S AED B 5835 T 530 il & 7= 0 ) L BB 2 LMY 3 5  RBR I 1, AED
BHBFIZ 4 FOBREBRBEL, 7R ERGEETITABRIIRD o720, JEFED D72
MoT=t=, BT DA OEBIZONWTHRZELS Z LIXTE Ty,

AEDIZ L2 HEGEEITARITAD Y A7 EH1T AED % 5-5lt6tk L & v 5 B
EIRECRO B, MET LRG0 Rt LT, MdTRIg & U7z ilBR o K01,
24 A LIEITAERE L7y o 772, 28 BLIBEDO A SUE E 3B EATA DV 2 7 133l ¢ &
o T,

fEMNT LTe T — 22k D b, BESEELIZBRATADRBLY R 7 1 33EAM B —% L
Tz, TERBEFFRS L ONEIVEN B2 5455 AED TU A7 O EENREH LN LD,
ZDX D7) AT ITEEE DT, 7XTO AED TS T 5 2 EWRIBE D, fEATR
LOMKRBRTIE, Flh (5~100 %) ICK->TU R NREL BApD 2 Lidhhrot-, B
L7729 _To AED [ZB3 Diffaxt U A 7 58 L OREXF U A 7 Z 3@ SAERNC# 11277,

£ 1. FUTADATIZET SBINER Y R 7 OEERITHR

7T REEE | AED 5 EEFIC | KU X2 U A7 7 AED #%
FIZBIT 51,000 | BiF5 100044 | AED,/ 7T &R HBRFZFIZBITS
FlT=0 OB | H- OFRBIG] | &HEBEORBL | 1,0006]H7= 0 D3

B AE Bk % LD B DE Sy
TAMPA 1.0 3.4 3.5 2.4
FER 5.7 8.5 15 2.9
Z DAl 1.0 1.8 1.9 0.9
=i 2.4 4.3 1.8 1.9

BRESEEILARITAOHMEX Y A 71X, FBHREREITZEOMOSMO KRS &
LT, TADAEZRSRE LTERBRTEDN -T2, Hixt) 27 0T TANA L R
WRTRHREEE ChH T,

HORIZANT DAL Zf5Ft L TV 5356, HEARIEEZIZARITADRILY X7 & RKiGH
DFIREBD Y AT L DO/NT v A EHIR T2 72 R 5720, AED ORISR E 725 T
A7 EDZL OB, THEEPRERB IO LEET S F, ARSEBS X
OCHBITADY A7 EAEM4D, IRETICARSEL KOBRBITADRE L I2%6, W7
Flx, HYZBFICHBT D20 OIEROFEEL &R O JRE B & OBSEME A MR 5 w2
W%,

BE, TON#EEBLOFHEICK LT, HORIZANT 2LV B &EB LOHEZITADY
AW ERTHZEEFTMPL, 5 OWOEE - SRR OB E 7213, Ko Ei3ATEIO
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RERE, HOLWVITAKRSE, BRITHELFIAGREORBIEET L L HHEETD
Tl MEE R TEN, EOICEREEEICIRET L2 L,

55 HORIZANT Q& ik

HORIZANT O #5-% i k3 2354, #ESEH & CH 5 600 mg/ H % IR H H 0 B8 133
WG R IETE S, HREAEEZEBEZ TV DEEITIE, BEREIED Y A7 ZK/NRIZIZ D
7=, 600 mg/HIZ LHMEE L Thro&GHIETs 2 L,

56 EBERMY

RO L DDNAFEMERBRICBNT, IR F o 2 F DL ESICHERES v
CIENEAR AN IR « M ORBIEN EF U DDEREHEME (13.0) OmEZBMR], ZOFTR
DERERIIRHATH D,

2B OTAMABE xR L L= SR F i BhiEE OB R B (MR8 8%k 2,085
B AR) IZBWT, AN F B GHIRR E 38 G kg 2 AR E TS, i g
DOFAEN 10 5 (FLE 2 61, W36, M2 F, BIE 161, FERX U NELE, 5N
Bz 1 451) 1SS Sd, DARID DAFTES DRG0 LS 11 1] (K 9 1], FL55 1 61, AiSZHR
160 \ZRBD BTz, T AR TFUZ2RAL TWRWREERO BEEMICK T 5 AR AR
FOFHBEERRPTH H7280, Aak— b THREINTRERIIHT 2 IREOREOH K
PHETDHZ EIIARAEETH D,

6 2l1EA
UUTORHWERIZOWTIE, 7-0rm EAEBS LOEH EoEE] OHEIZFEHER L TWVW5,
o fHR EEHI L ONEEWED Fuy [EEB IO EoEE (5.2) OHEBH]

6.1 EREREEBRALER

HORIZANT OAGRANC, ke 72 BB EMEZ S & Lo T O RGBS O B
BRIZFB\WT, AT 2,300 {ﬁJuL@%%‘ (21 H 600~3,600 mg & T HORIZANT %% A %
517,

HORIZANT Z# 5 & 7= RLS B 1,201 il 5 5 613 i 6 » H LA L, 371 6l 1 4ELL
B GaAkRE L7z, RLS JA%& HAYE L7z HORIZANT (3 EI2 77 B AR IERER (n=642)
B LOEMBHGERAARE TR S 7=, RLS FBBE M O4FindtiE 1L 18~82 1% T, 4 60%,
HA9B%THo7-,
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B AR RBRI IR A WR O T Tiibn b 728, & 5 A OEEKHER TR SN -EIEH O
FEHLR 2 B D FEFN DR IRFAER T OFHR & EELIR T2 2 L3 TET, £, Zokonk
FEHLR TR IR B CORBLEZ IR L TWRWEER S 5,

3o ZHEEM, 7T EARRM, 12 EREERHERIZIHB VT, RLS 3 515 2 X8I
HORIZANT 600~2,400 mg ¢ H &HiFH COL 225 L7, 600 mg H&IX 3 -+ 2 4o
AR CRRET SN2, BWERIZ X2 BGH k61X, HORIZANT 600 mg £ 5-#.3 i 163 #i T
116 (7%) TholeDIizktL, 77 'R GEH TIE 245 6% 10 ] (4%) TH-oiz,

FEEERIZH5 VT HORIZANT 600 mg & CREBlEIC A LV-RIVER (8BS 5%LL E2)»
DT T BARFEGREOFBRO 2 5L 1) 1%, MR EiEB LOFEIMEDO ENTH o7z (£ 2
M), HORIZANT Z#% 5 & 7= RLS 5 D 2%LL FICRD b, 77 wR#GE L v #E
Do TZRIER 25 2 1277
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# 2.RLS X & L7z 12 @RIV T, HORIZANT 600 mg ¥ 7213 1,200 mg #5248
EHD 2% IR B, IR ERERLVBEEDOR o RBIERHORER

HORIZANT | HORIZANT
i 600mg/H ® | 1,200 mg/H ©
(N = 245) (N =163) (N =269)

aRE R BIVEA % % %
PR R

fER $455 6 20 27
FEMWED £ 4 13 22
FIEpE 11 12 15
B ke

L 5 6 7

F PRI 2 3 4
533 <1 3 2
— % - AEEER L OB ORE

9% 57 4 6 7
Sy Rl 1 4 4
BT ek 0 1 3
T <1 <1 3

R P e 1 <1 3
R L Ok E

RE RN 2 2

BAOLIEE <1 2
Hi LUK IESE

[FIHATE & F U 0 1 3
Fibpeh e

ROV <1 <1 3

U v R—Eok <1 <1 2

LSRR, 3O EER, 7T AR, 12 @8MERRBRT R T TREINT,

®  HORIZANT 600 mg#id, 31k “HEMH, 77 vARx, 12 BEERERBRO S5 2 0
B TRE I N,

© HORIZANT 1,200 mg#ti%, 3{F0 —HEEMK, 77 BARRH, 12 BHEERKRERT X CTT&
E Sz,

B0 3o 12 A EEER 23T, HORIZANT 600 mg #% 5- 5 D 2% AT IR b, 7
TEREL Y BERDP @D TEIERIZ, FlilasE, FTH, KRG, MK, BRBLIO
FHAPED ENTH -T2,

IR, S8, FEMED O, BAETRR, VB R—al, 5-o0F, B, RKAHEEES IO
[EIHEPED U ME, BRI REE LT,
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7 EVEEER

TSR F v 2 FHNVELBIOT R F AT E biZ, FRF b7 1 b P450 BEED
EETIEZL, ZhooRERICx U B E/I3FEIEEZ RS R, £, TR
YF TS ANE T, PREX N OIETIEAR L, invitro THRETEMEZ R S a0,
TR F o ZFHLEN LV AF VB IO 70X v OMAEIERO TREM &
T 5720, IEMENREFAOR BAERRER 2 EhE L7z, EEIEYBIRE I BEER XGRSO
LNy o7z, HORIZANT & Z2DMOHEHN F4 2 T AR —4%—2 (OCT2) BLUE
JAINVR RN T AR—=F—1 (MCT-1) ORE L DMIC, BERAICEZRD D DRy
FHMAERIIEC 2V EHEESN D [RIKE (12.3) OESE],

8 BHLGEE~OHRE
8.1 iE~ADELS

MRS 7 Y —C IRV, MUl A EE, KEHE I HORIZANT O
BRITFEM SN TVRY, 7 hBIOY X2 AWV IERFRRBR T, I Fr =)
AV ENETREICEERAREZ B2 2HEB L O hTOANARF URERLH 2 C
Beh LTz & &, BAEFBERRD DN, WX, ARERRE~OfEERMEL BRI S5E
IZBRY, HORIZANT 28595 = &,

WEERM A LB LTHIRES v Mo F o =FHaen (200, 1,000 F720%
5000 mg/kg/H) ZfAOELZL X, B2 o OEHAERCIRBIEETEN EF L, &H
B CHRIEOEKENED Lz, 7 v MBI DIRBIRBAEFEEOEERRT, AEEME
(mg/m?) H5 T ERPRHESE BT % 600 mg/ H D) 3 fFIHHY 45,

BER A LB L TEIEY Y FICH A F o =) H e/ (200, 500 F 721
2,500 mg/kg/H) Zf&OHEG Uiz & &, @A CIRIEEETERN LR L, BIEOERENHK
WUt Y RICRT ARG I A EMEOSEEF R (500 mg/kg/H) 1F, mg/m*HE T I
PRHESE B 00K 16 15 12F4 95,

R R 2 DA 2 L B L CHET v M A F o = v esr (200, 1,000 F
721%5,000 mg/kg/ H) 2% 0% 5- L7z & X, AL 2 SO | HERECTHIZAEN O RE 2] S 4,
AFREMET Lz, T v MR B AR - %054 IO BRI, mg/m* ik <
IXERRHESEH 20K 3 HICH YT 2,

TR F o DATE - FAEFIERRTIE, RE LT X TOHETRAERENE O LI
72o ZHRAER L ORI AFERE S, IRREVER A b ONC AR - %R A O KRR
IZBWTC, I F U LIRS v S OMAERIZKIRERER KO £ 723K EE
DFEBRO LHAPRO b, BERTOEENEIIM LI N R oT2, v T AT, &K
MEZRRF LT X TOHET, SEERIICT AR F o2& LR~ A0
RV EALBIE N B D Hivle, RV X ORBEEAMNC T AR F o2 b5 L L X,
et L= R COHE TR R T RN EH LT,
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FEERNBAREINTND 1 HORBRICBNT, HARSE 1#H, ThobbifolEor 7
ATER (b b TOIRE 3 =T Y) OFrER~ » X282 F 2 (400 mglkg/ H )
MIEENEE G- STz, ZTORE, BE~ U XTI COMBMIL S T~ AR E L <M
il S, ~TRAVF T AFIEAKET LTI S T 7 ATERO B NBO b, F
N F T invitro T, RGNS T T AR 5T 5 S BRI T B B T L
U LT ¥ RO 028 YT = hOFEMEICK L CBEER 2R LTz, 26 OFT R OEEKK)
BERIIAATH D,

8.2 ER~DEE
PEMRIZ KT % HORIZANT OEEI IR TH 5,

8.3 #EIm~DES

HORIZANT 2> BIRAET DA AN F Ui FEHHFIZBITT 2008 9 DNEIRHTSH 573,
TR F BRI O A GBI H AR F o N PLHTICBIT T2 Z 8RB O 5T
W%, HORIZANT OEHIZ X VAT OARICEWER RS bbb BENRH L1280, £
BICB I AAR O EEM ZEEBO L, FILOPIEEZIIAF ORGP IEZRETSH 2 L,

84 INREFE~DEE
/NRIZXT %5 HORIZANT O MER X OE I ET STy,

85 BRE~NDEE

RLS Zxf4 b L= 31F0 “EHEM, 77 AR, 12 HEEEKFERIZI\ T HORIZANT
B SN 515619 6, 11%1% 65~74 j%, 1%I% 75 Ll ETH -7, HORIZANT D G#
BT 65 WL L OBEBRE LS+ TR - 72728, 65 WAl D BE & OIS DFEIZ DU
THETE o T,

TR F L, RFETRTEBOSPEES NS Z L0 h, ABNC X DEWEHORELY
A7 IIEHREREERFT CREDLI EBZAOLND, A E CILIBEBENMETL TS Z LR
Wi, BHLIEZ VT F=0 - 7 VT T U AMEESE IR G R AT 2 & [HIE -
ME (22) OHEBE],

8.6 BHEEFEOHIEBFE~NDES
EESRERE E B CTlX, HORIZANT O# 5 B2 T52 & [HE - AE (22), KK
H (12.3) OESM]E],

10 BEERS5
101 E FTOBRERE

HORIZANT ZilE&RE L7-flI@Hs STy, ZHE TICRE SN F o
TS AEND L[EPS T O m HEIE, fEFEHERE To 6,000 mg Th b, Z OERKHE
b GRICEERAERGIIRD LN o2, PR RORIER, Homhiksd
F VB L OMEIR $EEF O R BRI 600 mg/H ## 2 A HETER LT,

10.2 BEHRSEOWNE
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WEFRGNRE LSS, HEREEZFEm L, NEICS U CERBIEREITIZ L, H
RRUF 2 2 F IV ENSIRET D BN F ANIMIEBEITIC L BRERTRETH Y, 12
WA MEENT 2 £ 5 Z L1k, TARF U EKIRICHRETE D,

ZOMDOLEIZONTIE, R EOMLEHIIE LT, b HEEHEE Y —08hEIC
W THEMTDHZ L,

11 #ARE - R
HORIZANT (HRAXRUFo mF NIV EN) (AR F DT KT v 7 ThbH, HN
RUFr F AN EILOILFEL I
(1-{[{(1RS)-1-[(2-Methylpropanoyl)oxy]ethoxy}carbonyl)amino]lmethyl}cyclohexyl) acetic acid,
53 F A UEC16H7NOs, 431 #1% 32939 TH D, N F v ZF AN ENMTTEIKTH
0, #EXNTLLTO LB TH D,
0

N _
L M
\(,J‘I\Ghﬂf xnf’x f:xmzH

K\

S
TSR F o S FV EVVIT A~ A O RSEmPE D AT, FiEA 64°C, HKIZE
DR 0.5 mg/mL, U U EREEETR (pH 6.3) (23T DIAMREE 10.2 mg/imL TH 5,
HORIZANT [3# 0 A TH 5, HORIZANT #RILEE 1 SEFIZH N F o = F B e
600 mg =&AL, WINAlIE LT, ERAKT AR, U BKEIL T HNZKY, <o~
Y7V Y, ATT VU IR UL, TV YNAGET N U LABLORY VY B
BT 5,

12 ERERFEHE
12.1 {ERAF

HNRRF o T F AN EIIH AL F DT Ry 7 ThY, FD=H, RLS I
TAWEBNRII A AR F N RET S,

TSR F D RLS ICHIMEZ R IEMEREIT IR TH D5, WA TF 3 nE
WETHDH GABA (H~—7 2 JBEEE) OBEELULEM TH DM, GABA OfEA, B
DIABE L OVDFRICHEZ RIS 720, HARXUF o =) BV ELB IO A F D
HORPED Ty RS AR A e L2/ R, Wb o — MRS/, 44 F v xn
FITEE S N7 DL ATHREE RS oo T,

in vitro SABRIC K D, T ASARUF ATENALFNEI NV T DTF v XD 028 7 2= |k
WCEBAMEICHEET 2 2RO N RoTend, ZORAELAINRUF o ZFHAELD
RLS (Zxd BRI & O OB #EME X R TH 5,

12.3 FEWEiE
HORIZANT IZH R F DT KT v ThHDHHNRNLF o = F T e/ OB
#IToH D, HORIZANT £ 5.1 D 5 /3~ F g BlE 300~6,000 mg & F E#iPH CIIiTiE

Reference ID: 2929188 10/20



MEICHEILTEML, *OI@REFRIZR V., HORIZANT LMo T AT U8FNIE, %
NENFEL 1 HETERELTY, MER T AL F U BEITR AR HB 2R 720, W
W HBPEIT 220,

RUN : H AR F o = F L ELOWINERRIZIE, 7 a b ARIEEDE ) F VR g -
T UAR—H —THDHMCT-1 IZ L DREEENE ST HEEXLLNTND, ZORT R
R— =13 E CHIEEICHFAEL, SHABOHORIZANTZ# 5 L CTHEFf LAV,
HORIZANTZ B#% &5 LT L X DONA FT XA TV T 4 ONFBE (AR F DR
EY RS EH) 135 75% Th D, H AR F o ORFEIERD S EH L= i 54
DA FT XA ZEYT 41 42~65% L HEE SN TW5D, BREORERRTIE, K H,
BRI BFEEURE D TSR F U IREREILE LTI 24%, 34%, BLO 4%HEM LT, R
Biks L OVRT4IZHORIZANT 600 mgZ #5- L 72 & & DB XA F o Dt T 404 5.0 B
BLOTIFfICTHoT=, 7o, MAKLG LI X, &5 2 H CEWIREBIZET S,

S . TN T U OMEER AR A I 3% & STV D, HORIZANTH# 54 d
TR F o DRNT OFHEFLT6 LTH D,

R#: T TF o =AM EROKEG L EX, FITHMRIZEBWNT, ERE
34556 DORFCHIBRMRINARF L= ZATF 5 —BI2 L0, YIELEEL I L 5 IR
IR ZZ T, AR F o, ZbRE, 72 8T AT e RBIOS VBB R
IND, HNANF L 2F AN ENOMPREIIES, —&BEICFAET S G d 2 M
AN F U RED 2%LLT), SN2 AN Foide MaBWTIEE A SRGETE
TR, NN TF v 2 F VBB IO AR T T E b, £ TF N7 1 LP4S0
i3 (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1l & L U'CYP3A4) Dk
BT, Zhb ORISR U CREEME F 72135585 A2 /R & 7203, CYP2B6 38 LY
CYP2C8 IZxt T A PHFEIGEDOF I AHATH 5, W AR F v = F VB, PREX )
7 DOIEETIEA L, invitroCHLETEMEZ R 720,

BEtt . TSR TF o = IV E L DOINK G R, WEREST NS TF AR E R E L TE
Pt &b, AT U ORPRINCIE, BICFEET L2EMITF A R T VAR — X —
(OCT2) T X BREBA WA — R G- LTV A EEZ BN T WD, MO CRERE AT /S~
Fr S HNENERGEE NEEYENRERER CIE, EREO B R P EIET 94% T H
D, FEPEIERIZS% TH T,

HORIZANT 2 &% &Z 5 Lz L &, IR F NSO RNFToRO 7 VT 7R
(CL/F) 1% 6.0~9.3 L/hrD#iH T 7=, HORIZANTZ R &5 L& & DA AR F oD
M7 V7R 7 V7 F=2 - 7 )T 7 RAFERGIT D, 2, BRI/ BEE
IIRFEOFEII D BT, WA F OB 7 VT 72 A (CLr) 1% 5~7 LIhhO#FHTH
STmy BN F U OWEAH (ty,) 13 5.1~6.0 BT, HORIZANTD A &2 X 5 H)
RSG5 OZEET 20,

WEHRAER - A ERRRERICSIN L Ic BB O RSy (94%) IFEATHY, 4%4x
ZHHE—D NFRIIMIZ 20 o 12720, NFEOEEBIIMF TE o7,

PEF! - HORIZANT D 3B REIZ BRIRIVIC B IR O & M2 I1X58 0 HaLauy,
ERRE : milnE (65l ) L IEEIRE (18~65 iAM) DM, HORIZANT O 34y )
ICHERANCE BRI SNV, UL, miliig CORMBNREITINE 2L O BHERE

Uy

=
R

&
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KT ORBLEZ T LN D Rk EF~Dk s (85) OIS,

EREREIEE R L Ml ZEHT - HORIZANT 55D AU F 07 VT Z 2 A% CrC
WARIEHBT 2, ATdoRkn 2z V7 22 (CUF) 1E, EHEREORWEE TD 6.0~
9.3 L/hr & HeT, BHSREREE N RLE (4.2 Lhr) B L OEE (1.7 Lhr) OBRE TET LT,
[FREIC, CLr IXBHEREREE DRV HE T E5~T7 LIhr THoT=DITH L, BHEREFEE ) g g
BIOEEOBRETIIENENIUNBLO L UL S{ET L7, BHREEELHT 5 HBET
THENSLETH D, MEBTIZMIENS DT AR F o DBREICHNTH S, REPOE
KB ZAT D BREICMIEENT 23 L7z & & DTN F ORI (HORIZANT 7
B DWFREH XL F o DEIETRT) 1X29% T 7=, MEEHT 0 BEITIE HORIZANT
DOEHAEHELE Lo [HIE - A& 22) omEsH],

EPHEBER : o % 727> HORIZANT » S gl S L= 3o F 0%, OCT2 (2L 0 &
PEt X, VWHRT D, Y AF VLI NE FERROPRIRKICHS T 2B TH D Z En M
AL T %, HORIZANT 1,200mg (1 H 1[E) 2 AF - 400mg (1 H4[E) ALz E
X, VAT UUDBRBEIIHT HRBIIEO LN o T, AT U OAUCHE 24%
HLU, B7 U770 RF 20K T L7223, 2 OZ 3R ERE E 725 & O TRy
EEz Hib, HORIZANT L fldOCT2 O EE & ORI, FaR ERIE & 72 2 3Ky Bhfig~ M
HERIZR2nWEEZ N5,

FTRFE WL F L S IV ENVOWIREIZIE, T a b ARIFEEMCT-1 12 &
% ReEhla s AN B 54 %, HORIZANT 1,200 mg (1 H 1[8) #MCT-1 OFEE L LTabnsd
F7rXt 500 mg (1 H2E) LHFHLIZEE, 7o OBREER D NTEFIR
RETD AN TF 2 DCgdS L TAUCIZH T 2 5 BITRR D HAL7e v o 72, HORIZANT & A
DOMCT-1 OFEE L DT, ERK LR & 72 2 3K ERE PR BEAERIZ W e B2 b b,

13 JEEREREN

13.1 HHSAME, ZERRMYE ZHREOCET

BRHEAME : vV RBIOT v bERWERD GRf) SN ARERRE E LT,
T AT, AT = F AL E LA 500, 2,000 F 721 5,000 mg/kg/ B O & TR 104
WEEG L, BREt L7z, ZORER, EANTERT 2 B AFHEITEEO biven o7, Mt
T A EIE, (RRERE (mg/m?) 51 CIZERHESE & TH 5 600 mg/H O 40 5124244
%

F v FTIE, HARUFL =FHEL%E 500, 2,000 % 7-13 5,000 mg/kg/ H O fHET,
FHER ORI &R 97 M, mHEFOREICITRE 90 HH, MIZITHRR 104 B 5
L, Btz ZhOOHBEICET DT AR F o omiEdigEE (AUC) 13X, FRARHES
fEs b MCEELZLEZDOZENAZEN 10, 38 BLIOT5 FTHDH, THEHOMEL L OE
FEREOMEREIZ I T, IR IR IIE - B OR BN EH L,

TSR F oD 2 FERHEER #5703 AV SRR IZ 80T, 2,000 mg/kg/ H DHIEE T U A
\ZHEHN LR T D B ASFHEITER D B -T2, T v FTIE, &eI&ERE (2,000 mg/kg)
DORET v MR IR « B O R BL=R O EF/-25 O biieny, 250 £721% 1,000
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mg/kg/ B O & TIXFEBEDFT RIS S e -7z, 1,000 mg/kg/ H 285 Lz & & DA /32
YF o omiER AUC 1T, BRI &2 e MG LI X025 5 EHEE S LD,

TR T AN K DN T DFED AT 2 feit 9 2 5l A4 i L 72 #5258, in vitro TF v
N EERREHIIIZ 31T 5 DNA BRRAMEE ST Z & D, HAARUF 3 Z0E M % H58 4
L2 ETHEBATRE—F—L LTHERHT DAREMEDOH D Z LRI NLTND, ARy
F U BMBOMI Y A T E2IT e b EE M OBRE RN EETE M &2 90y E D DT A
Th b,

FREM : T F o = F BT, invitroll H1E IR 2R BB (AmesiiBR) ¥
X invivoT v FNERER TRt TH o 72, invitrob kU U oSEREREBR TlE, AU F o =
FH NN GG OAR L E O AER NN L7z, invitroTO Z O E, BRI
TN F v ZF HIVENVOIIKGIEZ L > Tl s 7=7 & h 7T b RBEIKTH
S, 7T FTAT R RiZinvitroCYREREF 25| ZE T2 EBMLA TS, invivo
TR STV, in ViVOTH AR F o = F A ELANSAERSNT-HMEOTE T
AT e RIE, @EORBNENE THSCITH LT 5,

SZRRBEDIET : ZRhLAT L OSECHIRI P O/EREZ > b, e b ONCHET v b CIIREAIR 7
HHE THAANF > =F L eL (0, 200, 1,000 F7-1% 5,000 mg/kg/H) Z#EO#&S L
-l E, ZREICAEREEBIIRD bNR-T, BE U im AL, mo/mP i I3k
PRHELEF 0> 80 f#ICAHY4 5,

14 EREREER

14.1 12 BEOEEHER

FEEEL R N LA Ly 7 AEGEREFIE 7 V— 7 O W EREIC LS & RLS &2l Sz
Zxfgl Uz 2 fFo 12 BRIV T, FEEE N D & ORRME RLS OIREIZEBIT
% HORIZANT OFMEN /R S4L72, RLS O £ iEIILLTo LBy THo, 1) HE
L7 E W) RWECRNGFIEL, £, < DGA, T OFRNBARPR: T Bk
HICHESTELD, HOVITERERENFENE 2o TR 5, 2) JERIE, LT, #
ITHEIZ 725 T2 D EST- 0 LT D EEITHAE D, HDWITHET S, 3) JERIE, iz
D, WEOIXT R EOEEIC L ST, Dl L bEE T TV AL, ZERICH DN
WM EEET S, 4) EREE, B XA - KEICEET S, L LY - KEOH
W2 %, EFEVA LR Ly 7 RERRE (IRLS) BEE AT —/LOEFFA 2T 53—
T4 VR 15 B Lo BE ARG L Lz, oS - REE (i, BARE, $kRZME
f7g E) IR 5 kD RLS BFIIBRSN L7, #lBk 1 T, 2% % HORIZANT 1,200 mg
B (N=112) 723774 (N=108) I[ZHEMEAIZHI AT, 1 H 1], 6 5 REIC
BH%®ZEG L=, 3B 2 TlE, #3&5% HORIZANT 600 mg #f (N =114), 1,200 mg #% (N =111)
FTT 7 EAREE (N=96) ICHIEAICHEID T, 1B L, %5 REICRBEE L,
AHMEX IRLS EAEE R 7 — Lk JOMH YR K 5 iy IR — & E (CGl-l) DA
a7 Z AW CEMIE L7z, IRLS BEJERE A 7 — UL, G, EEE, MEREEE, B o
fERR,$EFF O EAERE, 72 5 ONC RLS (21 9 B AR ~OFEL L 0Ky 27kl 5 10 HE
MOAER SIS, AT 0~40 AT, 040X RLSJERN 2N &, 40 SUTERD RS E
WZ EERT, F£72, CGI-l A — s kY, IBREBLEMIISEEDON—RAT A L nbHO
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RLS JER ORI I ZALIZDONT, ZOEATRBRIED 5. L BIEI$ 2 75 0> O f E s F
b LTI 52 LN TE D, 12BAICBIT D IRLS BIEEAR 7 — L D_—R T A
MNEDOENEBLIOCGI A7 — /L TOL AR Z— (12 BHIC TRIERSE] £/203 &
O TEWNRLEE] 2R LIEE) OFIGD 2 5% FRiilro FEFHMEEE & Lz,

LR 2 EORBR T, A O RT 50 B (#EPH - 18~81 %) T, 59%IXLETH -
7o NFEOWIRIL, B A 95%, 2N 2%, FOM3%TH-7-,

12 # H1Z, HORIZANT 600 mg #3 L 181,200 mg Bf & 7T B RBEDREIT, IRLS 27 —/L
BHATATOR=ZAT A PO FEHENEB IO CGI-l 27—V TO VAR X — (IR
M7tk 72013 TE b TENRUE]) OFEIAT, &HICHIFIRAREENRD LN
7= (P<0.05), ZDOfERER 3 ITRT,

£33 12BEIBITS IRLS RFr—LE# R a7 OEHELEL LWV CGI-l A7 —LTD L
AR E—DEE

R 1 Rk 2
HORIZANT HORIZANT | HORIZANT
1,200mg | 7Z7&HR 600 mg 1,200mg | 7Z&HR
12 H (N=112) (N=108) (N=112) (N=112) (N=108)
IRLS 2 227 D2 b & -13.2 -8.8 -13.8 -13.0 -0.8
CGl-l L AR F =2 DEIE 76% 39% 73% 77% 45%

& CGIHIVARUZ— = [KWERSE) 213 &b TERLRSE] 2 LB

bR 2 T7 7R, HORIZANT 600 mg % 7=1Z HORIZANT 1,200 mg Z &5 S /- BEIC
DN, 12 HOEGHMIZIIT 5 IRLS BAEE A r— )L EEF A a7 OFHEOSEL K 1
(2,
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X1 RER 2 I2BITA 128D IRLS BEREERAF—NALEHR a7 OEHE (£SD) DR
(oc, MITT)

® JS5+R
B HORIZANT 600 mg
A HORIZANT 1,200 mg

25 +

20 A

15 - ' | . > x‘_"

IRLS A5t XA a7 D FEHE (=SD)

-\ﬂ |
10 - ! , ;:;Z_éi-—_______;é.
5 - ' -
T T T L] L] ] T T
A—254Y 138 238 338 458 638 8 3& 108 1258
AERFAIRR AR GE, #AlE)
B5E
=P 20 L 11N L oL o L =LY
T5ER o 88 91 87 84 83 g1 74 74
HORIZANT 600 mg 114 110 110 105 104 102 102 103 101
HORIZANT 1,200 mg 111 104 102 103 101 97 95 a7 93

16 G/ FES L UIRLAE

LRI AN F v =) FL e 600 mg %5 3 % HORIZANT R asElX, [GS LFG]
DHEIENH 5 HEO~EHEABDOIE ORI TH Y, BOFIIIKOOB SN EEL TN D,
AR TEELU TO LB TH D,

e NDC 0173-0806-01 : 30 & (Jff)

e NDC 0173-0806-03 : 60 &£ ()

e NDC 0173-0806-06 : 180 #& (i)

25°C (77°F) CTiRIF+25Z &, 72721, 15~30°C (59~86°F) |I7F#&#H &4 5 [USP d
BHEROESR], ZWa8T, RAIER HE2n b, S hiofioE 074
HZ &,

17 BERITER

BEMERLTA RSO L,

FEAfE, BFEIZ, HORIZANT OARHBHAGHTIZEE MEIEG T A FEfis, LHEANE
FENTHAITIE, HORIZANT O I DWW TH 7= 72 fEMA /2 VLR, B ESK S Y
A REge L2 EET5 2 L,

17.1 BEREh~DEE

HORIZANT O 52 X 0 EREIENORTNELL2BZNNH D Z & & EFITHHA
T5HZ L, ZIUTHEYY, HORIZANT O HBRER N +51285 U, HORIZANT (2 X 2 iEEiAGE
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O)ffﬁT@ﬁﬁ’a’:*UTET‘% LFETCHBEOERZEA D L HOWETL 2L, £, BAITIT
DN EDL LVOHIEFHET 2 0MIAHTH D Z & 2diT 52 &,

17.2 ER/##s L UEHEHEL

HORIZANT O 5.2 X 0 iR L OVZEINED T VWE L2 BZNNRH D = & 2 BFEITH
T 52 &, @, ERITEGRGEDBOAMLUNIZHERT 5, ZHIZfEYy, HORIZANT
O AR +71285 D, HORIZANT |2 X Y Gl 7o i E 2 22 22T DR 1R T
TOIDENEHETEDLET, ZOLIRIELEIHELR2NWE 2 FET L2 L,

173 BERTASKLUVBEREZE

B, TON#EEB X OFEICH LT, HORIZANT (2X 0 HE&EB I OAZKITAD Y
AN ERTLHZEE2HIL, 5 OWEROFEE E 72ITHEA, Ko EITATEIORF 728
b, &5WTHEEASE, BRTAELIIAGSEORBUCERT 2L H>FBETH 2L, M
AL 72 DATENT, ORI TR ET D 2 Ly

174 ANRRIF U LEOFE#BEORIM
HORIZANT & fod TSR F U BH O HEIITEHMEN WD E 2 BE B2 D 2 &,

175 BEROIE

o WL ADIRT%Z5F > T HORIZANT R4 2 & 5 B IcfRE+ 52 &,

e HORIZANT (%1 H 1[8], F# 5 RFEHICE®ZR K G- &35 2 &,

o HEREINBFZNTIRA LT W enWgs, WEIORMAIZE R 044 5 KFEIZIT 5 Z &,
o KANFHI -T2V, DHELEEY, AN, TOEERHTLZ L,

HORIZANT % GlaxoSmithKline #® & EkpEHE Cd 5,

BT
Patheon Inc.
Research Triangle Park, NC 27709

17 FA B ARAEE

@Glamm.thxnne ( _Xen@

GlaxoSmithKline

Research Triangle Park, NC 27709 J.{::lml’fu'L ]11:...‘.
Santa Clara, CA 95051

©2011, GlaxoSmithKline. ERFHEL. - R - did A 25,

2011 4F 4 H
HZT : 1PI
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KA —Z 200 VEEL, BECETIL,

BERNEXSKASF
HORIZANT™ [ho-ri zant]
(HNRVFY TFANLEN)
=B

HORIZANT ORAZFEET SRICCDBEEBERERERAA FEHEHA, HICEEZLALTE
oG AICIE, HLWVMERICEHFIATWS I LN HZDT, #0, BEEREERATS
FEFRABELTLLIEZEWL, SIITEMTUVSERIE, ERCEBEFEZCETIERER
EANDHEEIZTRHLDBLDOTIEHY FEA,

HORIZANT [SDWWTHI D THELKREL 2 ELEERIFRIZ?
HORIZANT 2R3 % &, EXLZREEARHOHONEZZENBHY £T,

1. HORIZANT DRAICE > TED LS LREMNHSHONLHHIHERTEDHETIE, RAR
(RALE-BOTFEZESL) ICHBEZDEGRZ LEZLTLEEL,

HORIZANT DIRAICE 2 TED K S LHELRH O HON IR TEDETIL, EHDIE
EORRERESEEILBEVNTCEEL, HORIZANT 2iRAT 5 &, IRR, HFEL, B
EHODETHEHLONDZENHY, MEBEEFLHDINIEENTIETALHY EFT,
NODEEFEWV ORI TEDINITARELREICERNRIEILY,

2. ERICOE (500 A2 1 AIFE) ODBEESATIEHY £94H, HORIZANT ZiRFAT S
E, BRERLIEVWEWLWSEZINHODODNDCEWL, BRLEISETEHERHYET,

RO &S FERBHobONEE, BICZOXSBERMSFHICHoHOAY, BEL
=Y, ERICHESAEYTHEEICTELICEMZEISER LTSS,

o BHFLEL, FIEFEIZFWEEZD

o BRENRTS

o SOREABHLOLNFY, BILIZYTS

o AXABHOLbNEY, BlELEEYT S

o L\L\BT B

o EELEEMNIVWEWSEKLHLEOLNZY, BIELIEZYTS

o TEHRIINZwHIZHD

o MEIREE (TERE) MHobnhizY, BELEZYTS

o BMELYPI(oY, LIANCHELTRELLTI Lo YUT D
o WEMIZH-T=Y, BAMIZHE 1Y, BY2FHE-12YT S
o BRIFITE~DEI;HSHZ SN

o EEBEIERICHoRY, BELEKETRYT S (BR)

o ZTOM, TEFELIEIKRIOEELLEL
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BERBEEZCERTAOERICESAMH S E=HIZTEIRELE?

o [, T8, EZ, RBREBELLENEL BITRHMGEEITEELTILESL,

o ROOBNIERTVa—IUIZH-TEREZZL, BBEZHEL T,

e RHETHNIE, REDZZLHFEFTOMICLIBELEITERL T LEL, I,
FERICIKNFESNDBEE, ERLTIESLY,

Ef% E~DHEPLZ <, HORIZANT DRRFAZHFIELIENTLEELY,
BRATLREUNDRRAICE 2T, BREECPERTANHLOONLIZENHY FT,
COESTERNHAHEHERICIE, FREGEICFERZRELTHL2TLESLY,

HORIZANT &% ?

HORIZANT [, BAIZCEITHA2HEENSEEDHRMELRA FLAL YT RIEEE (RLS)
FRETDHET, WALANKLETT,

BEICERNMNDEGZAOKEBEICEEZETWSADLELH D AIXHORIZANT ZFHT HEMNT
=FEEA,

HORIZANT (AR F > (] : NEURONTIN®, GRALISE®) &E LETIXELV=6,
NLDEDKHDY ELTHERLAEWTLESLY,

INRIZE TS HORIZANT DEREM S KT UEMEFBALMATIEHDY THA.

HORIZANT ZiRB T 2HIICEARELR EICEBAZIREEIE?

RD&HEIHZEIZIE, HORIZANT ZRAT SHICEDEZEBREL EITIEA T ZELY,

o BEICEENHD, FLIEBEIEELH -z, HHWIEE, OAEABHFTHD,

e 53D%R, RABEE BREEFEERTAENDHD, FRIXBEICZIOLSHWEKRLH
27,

o HIRFPTH D, FrIIIFIRFETE L TLVS, HORIZANT A BBIR (EFENDREIDFRE v A)
ICHEELZEZREIETHESINAIHELNATEHY FHA. FIEFTHD, FiX
HORIZANT OfERFICHIERZEE L TWAIBEICE, FARELGEICHERO L, iR
HORIZANT %8k ##k (T2 BN HEIMNEINZTHIBTL T FZELY,

o REPTHD, FIEBITETHILEFELTLVS, HORIZANT [FED R THIDEE

(ANRNRDFY) IZEDY, BEADPICBITLEST, COZENFTELAICEELGRES
BIEITHESMNIASHTEHY FEA. FAEGEICHADLE, HORIZANT #RAT

MBEEMNEI MDD LT, EZIVEON—TRYTIAVLIEHT, ERAPOE
EIRTERELGEICHLETSESLY,

FERAPOREEDRL, TO—EZEFTLT, HFLLOENMASKDEVICEBRESKUE
FIERICRE TSN,
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HORIZANT DfELVAIE?

e FAEREDI/TRETH>OTHRAL TS,

e HORIZANT [, 1B 1[E, F#&5HEICEBRICRALTLEZEN, AN TLES
HBEICIE FORERALEYT, ROBOF#SHEICEENERELXRAL T,
e HORIZANT fE(&, &>V, DALY, WAHARWYET, TOFEMRALTES

LY,
o ZLMATLESIBAICIE, EBIZEAREREITERT 5L, RFYDKEROKEFH
EZZ LTS,

HORIZANT OfERZEEITHIREZEIE?

o FABEHREADIHHL <, HORIZANT OFERFIZ, RERCPHFEVEFEZTHOESFFH
LEWTLZEL, HORIZANT £ CD & S LBEE—HICHALEE, BRRPOFVLHLE
L3 dBEnhHYET,

e HORIZANT OERSFIZHD H/NARF U 8HF| (5] : NEURONTIN, GRALISE) #{ERAL
BT,

HORIZANT OERICK > TR Y FHEMERAIK?

e THORIZANTIZDWTHI > THLREEL 2 EBLEELRFERITI? 1 2EFZA LS,
HORIZANT QX GEMERIEXRD EHY T,

o RS

o HEL

BMEARICIKNESINDBE, FEEEMERNEZLZWMESIZIK, FAELEICERLTLE
AN

LEiELISMZE, HORIZANT OFERIZE>TEMEANH oL ELABHYET, FELLVME
|IZDOWTIE, FARAEFHIEIEFE-ESHRESLY,

BEMERAIZDWTOEZNET KRS RZEZITEWAIX, FREIZSHBECE S, FDA
(1-800-FDA-1088) ICRIEAZHET S L TEFET,

HORIZANT OREA XX ?

e 15~30°C (59~86°F) THREL T ZELY,

e IR LIZBATEREHMTITRE L TLZELY,

o HMSINIZARMLICANT, BRALLKETREL TSIV, RELIZASTLSE
RFNEE Y H ST IZELY,

HORIZANT & ZDHDTRTHDEL, DMROFOBNMNEWVVERICEELTLEELY,
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HORIZANT OREMNOEZFEAICET 5 —MR7Z =18

BEMEERTA FICEHE SN TOWSUNDERNTENMLASINE ZEABHY FET ., BA
BAICEEHINTUOEGELER - JREEIC HORIZANT 2FALGWLTL S, O AIZE L
JEIRMH>TH, HORIZANT ZEL TIEIWTFER A, EELEELHODODNEIEENLH
UEYS,

CHRERAEERATA RIL, HORIZANT [2DOWTHDEH - ELEERIFEREZFEND-EDT
T, FLWVMERZAY -WMGEX, FARELEICESRESN, BEREREERITIZEL
N1= HORIZANT IZBHT A1EHMZEMY - LMEGEIE, EARAEFIIERECESBELEHLELTE
AW

HORIZANT D& L LMERICDULITIE, www.gsk.com & ZE LV < A, 1-888-825-5249
FTHEBEHECZSLN,

HORIZANT [CEENRTWAES (L ?

EMRS : HNNRUFY T+ AHILEL
BN BEEKTAEE, ) UBKEAILOLIKINY, RAVESTYEY) Y, RTT
JUBRT RIS, SOYIEREFNIDL, BIILY

CHOBERAERRSNA FE, XEERERRBICLSEEHEHATY.

HORIZANT [& GlaxoSmithKline #t D & #FEIZETY . HORIZANT SN DE R AL, ZFHEHD
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IRE TP F 30 61(25.0%) L R 23 $511(19.2%) | L 6 5
(5.0%) ThH o7, Fo MIMNERRBRO 5 b et i miE S
F5 736 il B PR RR AL SR A & e BIVE R BUE G 401 41
(54.5%) ToH Y, F72 b O IR 142 $1(19.3%)  Z @D F
W 81 41 (11.0%) Td - 7=,

(M EXGEIMER ()

KENOTEVEARBH Td 5 AL F o TUTOEKZE

ERDBHE SN TN D,

DRAEERE : BlEE2 01T BENIRD b s
WG 2k L R0 E a7 2 &,

2) B2 I8 #5 SRR 4 1% 8% (Stevens—Johnson fE IR 8%) : #l5i%
FITAT O BE DR SN RS Rk L
WO EEITH Z L,

3) EFIMBBAEEIREE - YIER & L TRB BN S
U, & DTSR E S Ol 5, U o HiflEhR, [ i
ERHSIN, AFERERIE 2 ALY L SER LSS & 5 EFE
DOEEIRMBBIERS S 5o d Z ENH 0T BlEE
FI3TATO, 2D X D IRIERD B B AT RS
ZHIE L EORAEEIT 2L, B R BT
FEREFE EE DR DR D 5 WVITBELT 5 Z L3 d
LHOTHEETDHZ &,

4) BF % BFFHEREMES  HE - B2 + 1T BRE DD
LIS IR AL L EO B AT T L,

2



M DN X E 2SI 2T &

Q) znitoalER

5% LAk 1~ 5% A 1% At
miERG) R TFREEREIE N, /MRS
REE B
DIEEE oiE
ERURRBREE AlEMED E U
IRfEE B
BEEE L, BN s, WAL RER, AR

WM T, |PREE mErL. IS ERE.
K JE, ERE R,
2EEBEERUE I, SR RS BRETRE, ARAEME
5 RkRE PE, ERERIN [EEE, MO O E,
IRERD
FFRRER[EE ALT (GPT) k5. v GIP
& AST (GOT) E5
REBRUXERE CK(CPK) b5 |&#aotiE, JRie B3
BERRRUKE VUM, R, A,
EABES RAEE.
HRREE fENR (19.3%) . |88 Jg.  $5 ff, |TEEREE, S5ROL. JREk,
FEIED F | T WEAR, DRI WA,
(13.0%) AN
RHES KRS, 50| Bl
i, RIREE, R
&,V ER—§
K
BERURBES BUN 5
BEERVKETH HB, T O HEE
BEE
mERE i 1L

5. BlE~ADIERS
EEE CITBEENE T L TWA I ENE WD, VLT F
=7 VT T U AMEESB IR RETMT 50 SEEICHE
Az b, (AL BECEBESAERA FoEE>OHE
ZH)

6. 1113, ER. BIIRE~DHRE

(1) Y055 - 00w UTIEIR L QWD RTREME D & 5 s A1 ZTRIR
EOBEIREN G Z ER D & S e EIC O RS
T5H2 L, UERPORGIZET 222 LT
W, WHET v R CIRBEE IR RA~BITT D Z s s
TW5, EBIC RS v N R OMHEY XIS U2
W R EV AR FER D S5 N B 1, FEIE IR B 5 L7235
B L U TSR A rREE NS S TW b, F
T2 RPED HUVIEHE (7)) JRIROIRAEE (T » PR
7)) AR OEGFRET R OMEAE(T v M) 23RO 5
n<Tns, ]

Q) B3R Filmc s oAl ek s e 2 &,
(B ER (T v b)) THIHTA~BITT 5 2 End@t ST
W5, ]

1. INEREADERE
IR ARV BrAaR SR S IR U3/ NIRRT 3 2 2tk
TESL L TWevy, (fE FHREER D 22 0,)

8. BE®RE

(DFEAR : AMENCB W TARIZ 6g £ THRE LEBIRNHESH
TW5, BERGZICH DT ERER T R ESN ] 1k
B BlEME D O B L OMEIR TS 5,

Q) IE : SHEWIEEIT 5, AFIOIGHEREB TH D H3~2
FAXMIEBITIC L VBRERRETH V VFBL L TV DHEIR
OIS U TR ENT O£ Z2 B840 2 &, (138
&) DIEER)

9. ERALDIE
(1) ZFHIZZ T8 - PTP B2 DO KNI PTP v — b2V H LT
I3 2 X2 E3T5Z &, [PTP o — FORRRIZ LY il
UWNELA AN R TE RS A~HIN U ISR ZRFL A 2 L CiEhsi
REOEEROGIHNEZ IS Z G S5, ]

\

() BRAEE : AFNIRHERANTH D 1= Bl 5720 funi= b |
TVORLEZY LAWT. ZFOFEENETICRATS LD
fREd 228, [z Wiz 0558720 LT
RAT % &  ARKBIDBIBIER LN D BENRH D, ]

Q) RER : A OMEITE - BROEELZIT 50T, EikE
TORAFEBET I LW CIRFT 5 2 &, £72. NASHH
EZ IXREERAI A B ST B O RAE IR AL, R -
REBET I LWGFTCRIFT 2 2 &,

10. ZDfDEE

() AT S T ARFNOIGERF T D T F o %
GUEBOPTANPAIKICEBIT 5, TAMA SR ES &
®Grl Uz 199 07 7 & Rkt ERR R O EHE R IRy
T HRASER AR ERKOREIDOY 27 BN FLCTAniRE
ORABETT TR E L TR 2 58 < T TADA
SRARFHHE : 0.43%, 7 7 B AREE 1 0.24%) FLTANAEDR
FRECIE. 77 BAREEE L1000 AdHT2D 1.9 AW & &
BENT(95% KM £ 0.63.9), F7-. TANABREZED
YT N—=T T T T RREEE 1000 AbHT2Y 2.4 A
LWL EHEESh TS,

GE) AR ORNEE » NRILRSEIED D EIEORHIIEL XA L AL v 7 R
SERE (T L REERERRE) 1 Th 5.,

() FERGIR B HER BRI BT AT T » P DIRERICHE L
% 24 BRI LIS T2 o THAR L7228 5.4 72 BERICIR
RO KT B LR EnN, £~ A2 3 A,
Z v 6 HBEOY V9 I A MKERGEERBR IR
THRERDZALITFRD Bz -7z, IRICBET B EIER D%
Bisix, 12 &G OENERRRER CIX7 7 R 3.4%
12 L ASH] 600mg/ HEETIEFR® 5107, 900mg/ H#ET
1.7%. 1,200mg/ B #£ T 1.8%., B 5 TIL33% TH Y,
12 ARG OEAMEHERR TIE, 77 R TR D bR
3o T2 DI R L AHI 600mg/ H BT 0.6%, 1,200mg/ H ¥
T 4.1%, 1,800mg/ H T 2.6%., 2,400mg/ H & T 8.9%, &
A E-TlL 1.4% ThH o7,

(1) AFIOER S 7= 1 B AR 600mg TH D,

(3) 7 v F DM AJRMERER (2 42 BRI 0 5 5) I28B8 W TRR
AEDRRO BTN D,
5,000mg/kg/day (A1 o> 1 H A & 600mg l23 17 5 & k
A B IR TR B 0D 90 {7 A2 o> B B C RN R 5 A e e 9 (i
B D UNIIRE) O AN MERE & BN L, E O E X
D b HEIC % Do 72, 2,000mg/kg/day (AFHI D 1 H B R &
600mg |Z351F 5 & R &L MRTE RO 40 {5FH2) O = Tl
(2T Z DR IR B M A AT 5 A3 B L Cuiz, 500mg/
kg/day (ARF D 1 A EFRH & 600mg (2381 5 & N RHIGREE
O 10 fFAHY) CIEEETRD bR hoTz, =7 AT
MERE & ISR ANETRD LR o To, AFNOIGHEH
MTHDLINRTF U THHET » MZ 2,000mg/kg/day (A
Floo 1 B EEE R 600mg (281 5 b b EEIRE RO 40
FHY) % 4% 5 U 7= BRI (R 0 Il 55 A R I 055 00 6 A2 A3
HINTWD, 1,000mg/kg/day (ARAID 1 HEEER & 600mg
IZBIT 5 NAEREEEO 30 fF/HY) TiX 2 OER O8N

e Y A GAVAI AN
(4) BRIRFER I3\ C O ARF OARAFE D ATREME LRI & T
AN
(EYEhEE
1. MmojRE
(1) Bl G- Y

fidt B Al N (4% #5826 ) 12 A Al 600, 1,200 & 25 W I
1,800mg % ZERE M I HERE 5 LTz & &  RF DR
B Tdo D H NN TF o OAM YRR TR 5% 4 ~ 6 I
M Chm o L ORI 4 ~ 6 il ChH -7, H
N F D Cmax KON AUC I EOBINCfE-> T A
L7ze BB RZBEL LTIEmFIciZs A EFELR
noiz,



[T OR EZSMRT B L&

HEREHROEMAHNRFUDOEYEENT A —42

= Cmax Tmax t, AUCinf
i " (ug/mL) (h) (h) (ug - h/mL)
600mg 6 247 076 | 435 1.35 | 489 027 | 21.3 6.24
1,200mg 6 5.08 1.26 | 5.67 0.82 | 531 0.88 | 47.1 6.12
1,800mg 6 8.59 245 | 452 125 | 5.68 091 83.3 16.6
CE¥fE IR )
HEKEHEOEMP AR F UREHTDE
120 -
ol —a— 00 mg
£ 100 -
B —— 0 mg
& 80 —— 1800me
]
& 60 1
;"l.
< a0
5
3
20 1
&
"~ 00
0 12 24 36 43
B5f (h)

ST + AR L TR

Q) KE#E GNEATF—%) ¥
fEFER A 10 B AH] 1,200mg 2 1 B 1 [E, &% 25 A
FAERE D5 LTz & & ORc & G- ClE, AB O FE
Wy CTdo B H XA F DA TR % 5.2 BRI T
eI U E IR 5.6 REflChH - 7=,

REFREHEORMFANNVTF OENBENT A —F HEAT—%)

Cmax Tmax t AUCt
(ug/mL) (h) (h) (ug - h/mL)
6.10 1.29 520 1.14 5.64 1.08 639 117

CE#IfE YRR 75, n=10)

B) LA ML ALy 7 AEGEREE GEAF—2) Y
VA NV R Ly 7 AREBEERE IZAH 600, 1,200, 1,800
HDHWNE2,400mg 7 1 H 1A BHRICKERDEE Lz L
EDMIER T AN F U REIL G5 4 E LD 12 1 H
THBRZERITFED T & 5% 6 ~ 9 I DI
EE 2 7R U JE BN S ~ TR T~ 7=, N
F @ Cmax KOV AUC [ZHAEIZIZIZHAH LT EHR L,

VAMVALY Y RERBEEICT B I RREROKZE L E0HR5 128812
B AEERETOMENHNRVF U OEMEE NS A —4 BEAT—4)

- Cmax Tmax t, AUC,,,

BER |0 ) (gm) (h) (h) (ng - WmL)

600mg 32 | 414 119 | 696 376 | 627 177 | 514 165

1,200mg 30 | 7.15 276 | 872 368 | 6.63 223 | 957 385

1,800mg 30 | 120 383 | 8.00 258 | 589 136 | 146 414

2,400mg 31 | 133 383 | 813 320 |6.09 1287|173 544
MR A SEIC B U f B RE S T A — 4 CEEIME IR )
2% n=30

(CYE= 402

Rk A 18 Bl W\ T2tk (BRI ) I2AH] 1,200mg
ZHERRA#KG L2 & & D Cmax OV AUC X228 b
K 40% LTz,

ZEBRUVBRESHEOMRRANRF U OENENRE/NF A—4

Cmax Tmax s AUCinf

(ng/mL) (h) (h) (ng+h/mL)

ZefEmfe . | 549 1.25 53 12 58 08 553 102
BB 755 0.92 6.1 17 51 04 762 6.7
M3 2 FC T U7 SR R T A — 4 CEOME R, n=18)

\

2.

iy P

fERERE A 6 BICAA] 1,800mg 2 A% ICH AR #H Lz & &
DHNRF b UTOFHERFER FHRIEIL 73% TH Y |
AFE O EGRFOWICRIZBGFTH DL EE 26T,

Xl

TRERRE Bl A (45 86 52 50 12 1) (2 A & 2 18 L CARA 1,200 & 5
VWME 1,800mg A 1 H 2 [l BZICKER NS L EDFE
FARTE TN AR F o DA B 259 2 I e o
HIZ1.09 ThHoT Y, Fim HARCF o DM A & Ok
BT 3% Rl L IR ERRESR TG Y,

. {_%Eg‘ 7. 8.9

ARANTEALE ERAIEN D D WIS ICFEEL TV 5
HILRF LT AT T —F|Z L0 HELITIASIR S,
EMERBHTCHDL AR F D, KFEOREN
& 1% CYPIA2, CYP2C9, CYP2C19, CYP2D6, CYP2El K&
N CYP3A4 DWT I Lo THREE =TT, F - HFENE
RS Te o7z (in vitro 3RER) . AFIORE(IKS D5V EH A
~2UF L, CYPIA2, CYP2B6 & U CYP3A4 2%t L Cakil
VEH 2R & 72 0o 72 (in vitro 385R)

CHEtMEAT—5) 0

TERERR A 6 BN AF D “C- AR 600mg % £ 2 12 B[Rl 1 #
L7z & BE LI RIRERED 94.1% 2SR~ 52% H33
PRI S 7e, IR R OVR F R B BE 00 K /3 1A A D 1%
R TH 2 T AT TH Y ARFO LA PRI T
NARUF oL LTOEN» S ORPHEIETH D LB 2 b,

. BEERGIEAT—4%)

MF+7ox+?
fEHERR A 10 Bl &5t 5ic, 77 v ¥+ > (1 [ 500mg, 1 H
2 [ 5) & AHI(1E 1,200mg, 1 B 1 EE&ZFRS) %5 H
MER DS Lz & & ARANT T 7 a0 yihne
WL RIFET F-F 7 m o b AKFIFR GO A
RUF U DOIRDENIEI R A R E ST o T,

QvrAFoL ™
fERERR N 12 Bl & % G2, v A F 2> (1 [0 400mg, 1 H 4
mle5) & ARF (1A 1,200mg, 1 H 1 RIEZEE) % KE
RO G Ui & & ORFI ML G & Lelg LT~
VD AUCT 1% 24% BN L7243, Cmax 1ZZ21L L72ehno 72,
F o AR OBEEILT A F T DY EIREIC A KT S
o T,

. BRsEEERE

R D H 72 2 R E (12 #1]) I AR H] 600mg % B 14 12 HiA]
BOBEE LT & & BEHEEDIR TS Tl A~ T
VOE AR NIER L, Cmax X ONAUC 2388 nL7=, =
- A BREDORAZ VT T Z(CLIF) RONE 2 ) 7 5 %
(CLr) L BHEREDIRIE CH D 7 LT F =227 U T 7 A (Cer)
DFNTIZFABIBAER AN GE D B AL, Cer DK FIZFE > T CLF K&
ONCLr MEF L7,

EWEEDRL SHMEREICAHH 600mg ZBREHEEREOKRE LI Z0D
MmEERRPREA AR F U OEYPEE/NT A —4

A EwEY BEMERY | PEERERE | mEkEREY
(Cer : mL/min) | (Cer = 90) | (90>Cer = 60) | (60>Cer = 30) | (30>Cer = 15)
n 1 4 6 1
Cmax (pg/mL) 4.35 4.94 1.37 6.46 1.48 8.70
Tmax (h) 8.0 7.3 1.5 105 44 8.1
AUCinf (pg-h/mL) 59.0 72.0 12.7 | 165.6 353 2354
t,, (h) 7.4 83 16 | 147 34 16.4
CL/F (L/h) 5.29 445  0.81 1.96 0.40 1.33
V,/F (L) 56.2 54.4 19.8 40.6 8.8 31.5
CLr (L/h) 4.11 3.31 0.23 1.62  0.30 0.79
PR 2 FE IR U7 SR B RE ST A — 4 (P2 YR )

MEHREE R L SEREREIL 1 BlORTH 2 12D B2 R T

4



N\

MO CE 2SI 2T &

8. mikEHHRE Y
MIE T (6 B) IZAH] 600mg % % | HERE O H- L7 &
& MHET A ST PR 12 R TR B2 L, Cmax
13 947ug/mL T > 77, 3 ~ 4 B O MEENTIC X v #5880
44.9% DFBITIRPICHEE S L, BT o Mg s T
OVEIIE 3.7 WEfi) W7 U 7 7 2 A1% 167.7mL/min C&
0 HSR T UALMEENTIC &V BrE &z,

(V8) AHI O AR - A1 B 1\ 600mg THh 5,

(FRERAHR]
1. BRER Y

VA MLVRA Ly 7 AEGEREE 469 & %15 & L= 12 Ao
7T ANt R 2 (b B AR AT RER] EL e ek oo B
BERAMIE H C > 2 e & BlE2F 0 IRLS (International Restless Legs
Syndrome Rating Scale) it A = 7 DAL &I, 77 B AREE -8.96

7.286, AAl] 600mg £f -11.10 7921 TH Y . 7T EHREEL D
LT D 95% (FHEX T -2.14[-4.097, -0.189] T ~7=,

. SEEER

(1) Z5 kA kR ¥
VA RVA Ly 7 AIEGRERE 322 il a5 & Lz 120
M D77 & R % EEE A S R ATRE R i o
FESL, REFHIE B Td 5 oM O IRLS &3 A 27
DELEIZT 7 2R 9.8 7.69, 4% 600mg £f -13.8
8.09 TH V.7 7 & AREE L AKl 600mg D%t LB IC I
TURAH M 2 B B AN RO BT (p<0.0001, fii 7% K Y
NR—R T A MECTHEE L7230 WoHn) . F 7 kR
BIZBIT A ICGI A7 — /L TO VAR X —RT 7Tk
R BE T 44.8%(43/96 B1) . 600mg T 72.8%(83/114 i) .
Ay R & F D 95% (FHE X I 3.322[1.841, 5.992] TH
0.7 7 & REE L ARA 600mg D% LRI BV TUREEHE
HI 72 B 72358 B L7z (p<0.0001, G V7 — L L
R AR L LI VAT 4 v 7 BARET),

(2) By Gk Y
VA ML ALy 7 RREGEEBE 2 x5 & L TARM 600 ~
1,800mg % 52 M[E#- L7 g, IRLS G5t X 27 OB
I TFEROEBY ThoT,
(1« AR OGS - FRIE 1 H 118 600mg Th 5,)

IRLS BFt R a7 O (REMBIT AR EH)

FA B | RLs adtaay |07 EPEO
| #5
N—2FA Y 573 232 5.03

0 JHm Y 573 104 813 -12.8  8.64

1 546 9.0 7.50 -142  8.19

4 JE 526 75 724 157 177

12 472 7.1 723 -16.1  8.14

24 R 444 69 7.14 -164 7171

52 3 379 6.5 740 -16.8 821

FeA&aEARE  (LOCF) 573 8.0 829 -152  8.85
a) FATREBRICE T 2= 2T 1 Ul CEAfE (R )

b) ARBRICBIT HRN—AT A U fHE
[FEEE]

HNRRF v = FHAAEIT T RT v 7 ThHD RN THE
LMK R SV AE TR D T F o m BT D,
HNRRUF DUV A LR Ly 7 AEEREC R D ER T O
FEANI R TH D 0N BAREMED LS T AF v FLD a,d
HTazmy MIEAT2Z & LY By T AT Y
DA A DN ] U C BLEE PR R AR 2 0 W E A S
T2 MLV EMBERELE LTS L0 EHEIND,

BB
PAT I ARERASH

RREMREREIRIT E17& 1S

(BRI  (CET HEIEZRIAMR]
s WX F o =) F )L BV (Gabapentin Enacarbil)
T (I-{[({(1RS)-1-[(2-Methylpropanoyl)oxy]ethoxy } carbonyl)
amino]methyl} cyclohexyl)acetic acid

#BER

— %
24

O [0}
H, ,CHs
HsC >
3 W)‘\ O/< O)]\ N COH
Sy RO bl

C16H27NO(:

329.39

1 67C

HRRF o T F H L ET A RDFEG SUTH R T
HbH, TEI=FU/, NN- VAT IRV LT IR,

AH =N XFTH )= (99.5) 12 TAETT <,
HKITABD THETF I W, F iz R E RS 720,

2F
NFE
=L I =
" 4K

[N EDEE]
EE
(D ARBITBNC LV BT B2 L RH DO T BIRTORIGE
BT R LWEFTCIRET S 2 L,

(2) PARBIEH 2 T RAI S A S 7= B O R E S TR -
RABT TIAT L. 72 BRI T 5 2 &,
(3)PTP /27 &5 B 0 H LA ER BB C il - 20 F D&k

W5 & WEOIE TR b BT S LN &,

1

[2%]
£ 300mg : 56 BE(14 58 4). 560 $E(14 §2  40)

(EEXH KR UXEREFERE]
<EEBXH>

1) P E (RN - BRI GRAER)
2) FEPIHREE (R - TR AR RRER)
3) AERNMEE(LA NV ALy 7 AERERESE GHEAN) -
55 1 FR EH E R LR
FEP R (R + 3 0D 2B )
FEP R (RN « DU & G-aAER)
Radulovic, L, L. et al.: Drug. Metab. Dispos. 23: 441, 1995.
Cundy, C, K. et al.: J. Pharmacol. Exp. Ther. 311: 315, 2004.
8) FEPNH i (In vitro FREH M OV 6 & 22 M akiR)
9) FEPNERTEE (In vitro FEFE 55 T lR)
10) FEPHRE F (ERER A « ~ AT o ZakER)
11) #EP A (R + SRR AR )
12) #EP S (BT REIR TS B - KB B TRER)
13) AN E (LA R LA Ly 7 REBERERE - 25 TV AH
T E R R
14) AENHEE (LA R LA Ly 7 AEGEREEE GMEN) -
55 11 AH S 9 Lk 5h)
15) AENHEE (LA R LA Ly 7 AJEGEREEE GMEAN) -
R EER)
16) Marais, E. et al.: Mol. Pharmacol. 59: 1243, 2001.
17) Fink, K. et al.: Br. J. Pharmacol. 130: 900, 2000.
<X#RFERE - HEFEHRsEVNEbEE>
FECERICFEH O EREIZ DT E L TH FRUUS TFHERT
S,
T AT T AR A AR DI —
T 103-8411 HAEBH R HARGAR 2 TH 3% 11 =
&= 0120-189-371

4)
5)
6)
7)

1RiE



1.8
MIXE ()

1.82 MEE- MR, AL - AERUVZDHRTEIEMN
1.8.21 #MeE- MERUVEE - B=

<BEE - HRICEET BEALOTE> :

C LA MVRA Ly ZAEGRE (PRSI RREEGR) OBENE, EEREVA ML R Ly 7 2
BERIFGE 7 1 — 7 DRI R R OV JE A — S S M EICEM L, T A

_____ OBEEGTBI L,

B - A8

WE, RASIEH AT = A el LTC1 A 1R 600mg 24 BHEICRO#EET 5,

<H# - ARCEETAEALOTE> :
: HEEOBKEERERSE (L7 F=227 Y7 7 A 30mL/min KL 60mL/min &) 12
1 H 10 300mg & 595, BEOTERERE (VLT F=v s UTIUR
60mL/min 24 = 90mL/min i) ~0># 543 1 A 1/51300mg & L, Fe A kiZ 1 A 1[5 600mg *
T B, BEICE L CIRBEEMRIUCEE L, BREORELZ FOICBEE LA HEEIC
1792k, (HERY), EpBE OEBER) :



1.8
MIXE ()

Ri% - BE
WE, RAIIH AR F o = HreLE LT1H 1A 600mg 24 B%ICRAKET 5,

R ERM

VA MU ALy 7 ASEGRE (RLS) 1 XFEMRRROEEICER T 5 B2 b, Mk (FITH
W) AWZEUDARRRERICEY TRz L 5@ NSERERET S, 2, ki
O FIEIRIAT R U CHER o0 J8 IR 22 DU i O ) & O N EEE), KR D RS, BE 2 LT
ZDRRDIEA RRERRE LA OND, 29 LEMZEN) L7z < 72 DAERSeAR A B3 R 13K
RN L, AIRSCHEIR 2 1517 5 Z & ) SIBMEOB RIS ARIRIEIR 2 5F 2 D BE N L <, 1990 4
W7 A Y 7 BEIR FEE A 23 03 b & 72 o TYERKL S 4 7 BEERR R 5 [E R 43 B0 o0 Hh TR 2% o0 — >
IS TN D, ERICBWTY, 2002 FFIZHE S vie TEIRFE S O XIS SRR A 74 )
TITMEIRREE & L bt T,

2004 4E{Z RLS M CKE) X v IgFSNIZRLS BT /LT Y XA TIE, RLS ZRIXxME, Hikt
PE, TRIEIRPIMEIC 0 L, ERSOIRREIZIS U CENENHERE S 2 YL 2R LT\ b, RLS
BRT N T ALTIERANI T A=A FEH—RPEE L U TRLEMT T 523, JERIEREIC
FoTUE, HARUFoRR Y UTEBE A, A A FRAEDEMA N =X LDRL S
AR D Z LR ST D,

AFNOIEHWEARIR T I D H N F X, KIEH Pizer fEBRIRL L 723K TH 5, ENICB W T
ML DOPLTADAIR T RBENRD SRRV TADABREDIREIE (TR LR IEE
Gie) WXT P TANAI L OOFARIE] 25306 - 2h3E LT, 2006 4F 7 A 12 RS IR AR
NTWb, £/, RLS Zx15 & LIZBRRBRCZ OBFEIREN/RES N TRBY, fdo s,
MK TEHRENTWD RLSTRET LI AATIE, ANRXRUF NIRRT I=R oA EA
A FHRIFIE L HIZ RLS 1B DEANRIE ORI O —2 & L TR SN TNWD, IR F oD
HPERBIZ OV T, A HRESINTVDN, BRAKRGEEOWRIND/NT Y ENRRENT LR EL
HMHNTND, £, ROZGEREOHBEFMEIIHER TE D0, YW~ T o AR —2 —Df
FNZ X 2 BbR B AL TOWIORFIATRD By, I L > TIHEGREEAZML THL /T 5
BRI E DG DN E WS BRI B ST D,

AFNE, KE XenoPort #HiC kv, HARARF o OIEWENRE O KRS A EIRT 5 B TR S h
AN F L OFBRLFEROF R T 0 KT v 7 Th D, KA, MEENTLEND, MbLE
ERICIFET D EA BRI R D DREEIMICRIR S 4L, ERNCE IR E =T TSR F
VNTEBEIND K OITERFF SN TV D, FERRIC, AR D BGREO MR TS F U RET A&
KA TH D Z EDBHERIINLTND,



1.8
MIXE ()

PLED Y, KEIEMEIRE Y 0 7 0 — LV OWEIZ L O LE LR ENIARF S D N
RUFrDTa RT v 7 THY, RLSIBET LT Y X LDORIRDO—DIZ /R 5 RN H 5 2 &
D, RLS B % kPG B AR AR 2 32 L 72,

728, RLSITITRE < 0 THREFEPE (—WkPE) RLS & Wk RLS @ 2 fFENTFAET 5, Hpgsik
RLS &%, RLSIZX L COMFT 2IREMBHRIN TRV DO TH Y, —IRKMERLS &1, ok
BOSEIR, WRAE, KWL, RLSORREERD LODPHRINTNDLIHDTHD, RLS DIRE
T3 Y XA TIERLS IR OB & 2 VISR 3T 2 ROSHEIZ & o TR RLS S, TFf
foetk RLS), TAPIRHIME RLS) 2SN TV DA, Rtk RLS & kM RLS OXANE ST
WV, L7edio T, ZRVERLS BIERFEELOMEIZ L - T THXMERLS) H2DWE [Frertk:
RLS] OWTFNNITHIEI I, F¥ME RLS & RBEDTEMIERPMTHONTWD, 2D K5I, BER
BGTIRIET V3 U XA S T IREMTON T WA Z L2 BET 5 &, FRRMERLS & R%E
RLS OEPIEHRI AT 5 RUSPEISEWIT RN E B X DD D, AFIOEGARRER CTIIFEsrE RLS &
FaERRtgl LTHY, ZkERLS BEDMAANGIND Z &2 TEX LRV BET D X 9 BRAME
WA BE LTz, TOMEMIX, AFOENICET 2EKRETIE, 7V vy r VI X0 g
KT — % G T D EGRBI R M 2R L TV ai=, WA THEIE LT v U2 75
[XP053] DEER - FRAMEHEI, ENTHEET 57U » v 73R [CL-0003] DN - fro|ILHE
RGO ELIMENRD -T2 L, 72, RLSICKT H2ARAOEIMEORIEEZ HIE LT
EPFL TV BEBORERRKE VKM RLS BEEZRINT IMLERNH D EBEX 2O THD, L
T2do T, SRRZMEAMEE, BB RAEIE, MIR%EO KM% RLS ORI L 72 5 ARt H %
RIBZ B0 L T 5 B T ERIRRBRITHA AL B AL TV W,

72, RLSOEIEEIZOWTH, ARROERY 71 v 7xgakii [XP053] L7V vy
735k [CL-0003] DR - [RAMEHEE G DOELINERH ST Enn, 7TV v v 7R
[CL-0003] T% IRLS A7 78 15 fiLh LD NS & E D RLS A 258 & LTz,

(1) BHMHEDORE

AFNOEER P O EE 1200 mg E48E L, BRRBIRFHE 2R Lz,

ARFN DA NEL, ENSCHERE L 72 &5 10 O RRRER (SR 1 AREER 4 508k [ XP021, XP045,
XP081, XP083], [EMN I/ AR L#EEER [CL-0003], S 1 AHFAER 3 5Bk [XP052, XP053,
XP060], ENEHIHLE [CL-0005], At REHIHL a5 [XP055]) THiEf L7z,

ZoHH, ENE NN FEEGER [CL-0003] 1%, WSRO 2 ENIZAMNTT 57201
L7277V v TR THY, 7V v 7t Gk 1N AR [XP053] Th
%, 12543 TV UTORILIZDWTITRLTIZERBY, 7V v T ORRSLEMIE T T
ZLTEY, 7V DU IR L ST L, 207 v r B (ENGE IR R
Bk [CL-0003]) &7V v oo rxtgeadin (AE NGNS [XP053]), ZiLb LIFIFFEERD
FRER T UL TN & R U7V R PR AR 2 3R (S 2R 1 R EhiekiR [XPO8L], WEALEE 111 4H
AR [XP052]) OAFH 4 5B %, AAID RLS (2195 THMNO EE 2205k | & ALE A
J7ce ZHUH AR O EZRHERTIL, WTnd 77 R 2RI 12 BEHE 51T L0 KF D
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A E IR LTz, 2 OfOWEIMNRRFER Cd WM 1| AH IR ER [XP021], WAL 11 AH ik
RBR [XP045], AN N AHEERERER R [ XP083] e ONEANER I FH A > 7 )2 A5Bk [ XP060]
X, EERRBREIZANST A URER DD, AFIOAETMICE U I 20 &
F &L, 72, ERNSAOEBE G558 (CL-0005, XP055) |XFEEMAEBRTH Y, EHEGH (52
W) OFMEZ L L7z,

AKHID RLS (25T 2 202 3l 5 72O W T=RER D 5 5, A0 o 3-8 70 3B
(CL-0003, XP053, XP052, XP081) MK UMK MHi#k 55k (CL-0005, XP055) OHilEA %k 1.8-1 (T
ZGREAN

® 181 AMUFTEOFELGHBREUVRAKRSHABROBNE

R i HOVEREHT
(i Hida) THA 5 & . 5 J5k R REER D
R4, o BEK
MmO EELHER
CL-0003 ([EIN)
ARy FUHFME_EER | 7T &R, 600, 900, . 1H1[H,
S A | R 1200mg RABW g emmngy | 480
AH PR
XP053 (#§4h) 1H 1A
TV TRG | TUXMETEER | IR, 600, . ” N
R WA | RER e 1200mg 12 i8] q?;i&ﬁi; 321 41
A L 3R -
XP052 (¥E4Hh) — S 1H 1H,
HESM 5 N AR HLs: %%i;m*ﬁgﬁ 7R, 1200mg 1280 | F#SKICRF L 220 1
Hbr R L bR
XP081 (YfEoh) = e I, R 108 1,
WAL 11 A e ;éi;“*ﬁgﬁ o Eo S0, 1200, |y g | psebc ks | 21
K R : 9 RN {=E s
REESAER
1200mg
CL-0005 (=) o . 1[0 1
- HEM 1500mg ~D¥EE:, | 52 jE[H -y 181 4
[ P9 31 5 900mg ~ kLT 5 RN #
. 1200mg 1H 1M,
gﬁggﬁ@%% ek 1800mg ~OHIE, | 523EM | F4SHCREL | 573 6
? W 600mg ~ 3= 7] EHICROES

B G IR I 25 2, WU 2 £ A,

KEIDOENI DGR O FEREICE LT, IS FrOfEESEIC L, Thbb,
TN F T, BEIHICIRG, S0 02X HDERNBEND Z 0n3H Y, Mz TIREL A
Hikd % &A%, HEK, WA, %ﬁ%ﬁ@*éﬂ%@ﬁkékﬁﬁéhfwé F7z, ThAd

PABIRIZEB W T, SEHPICBT 25 E0AMREER WV LEG 2 HIET 2556121, TADA
FAEDHESUI TANAEBUREN TN D Z ENH D120, &5%¢¢#59A i, R 1A
%20 TR 2 ISR T 572 SEEICIT ) 2 & I SCEICR STV D, KB A T
YOTaRT T THDHIEND, NN TFUOREEREL L, #iEl [3AM (2720
RS 1 AR bl kiR [(XPO8L] 1% 3~9 HI#]) ] K ON#mEH (1EM) #3E L7,
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F7-, WS ER (XP053, XP052, XP081, XP055) T4 5HFICEHEL & bICEL,
ENEFEREER (CL-0003, CL-0005) TIL& ®ZICHKE Lic, AAFIORERHZ T4 b R L4 £
% & LB, RLS AKRMZHERE (FRICMEARFE) (CHET 2K ETH Y, RLSHERIZLDY
MERMEEZ G &R 2T 2 &0 D, RFEGE DML T /RS F R O E O R & RLS JERDS
FELLOT WA 2 — B SE 5 2 L1k b, LVEMIC RLS IERZIHIT 2720 Th 5, H
ARNEFERR N & RPZRIZAH) 1200mg 2 1 H 2 [0, ZRZENEBRICKEREG LZ & & ofiEfh N
RUF LD T CEHE + FEAE(RE) 12577 +1.00 B Th -7 (2.7.2.2.2.1.2 £ I HHRERS
#ER [XPO73/CL-0002] M) . ZDZ &b, KMZHEHRE (FRCIEIRREREH) (i S~
FURENRWEHT Z — RS D208, AFlZF% 5 RIS BIRICKREG T 5 2 LI3EY) T
bHEEZONZ, £, REBEGHZROMIEF T AR F o OEYBEIZITEFEOZENED L
i, B GREOZEMEREE 5123 D Crax 2 O AUC g DA I 24 1.400 KUY 1.414
&, BBREHICIVIBEFZENSHENT S 2 &#%;énfwé(znzslmﬁ$®%%mﬁﬁ%
[CL-0014] Z#)., L7=ii-> T, AROREELZZEIELHOICE, AANTE®EEEGEETLHZ
ENWEIE B 2 b, Aok, MESMERIREER TIIAH & F1% 5 E% IRHFHL LIRS LI,
W%ﬁﬁ%fi&ﬁ%@&@&bto_hiakaéﬁzﬁ%%ﬁfék Fi% B RFICRE L
IZIRIET D 2 L SR W SN T2 72D TH DA, ARFNOEMBREN HIX, Y EBEBEOERE T
&ofﬁﬁﬁﬁ%mwmﬁﬁﬂm/%/ﬁfi+ﬂ’ﬁw%f%ﬁﬁﬁé&%zghé L,
B NMERAMIC I E T 5B T T &fllbr LT

Fio, 7TV vy IRGEERTH HUESNE 1 FE LGSR [XP053] T 7 &R, 600 KOt
1200 mg BEMRRE Sizizh, 7V v Vv 7B TH D ENG 11/ FH k%R [CL-0003] Tl
[FEEOF GREAZBRET D & L bz, WA I FEEGABR [XP045] DRk CTid, 1200 mg Bt CiF
FED TV R OHIRN L S RO B0, ZeMEOB A 900 mg #EZ2 BN LT-,

E WS C N L 7 BRRERER D 5 B A ZhHERHGIC HV 72 222 7038k (CL-0003, XP053, XP052,
XP081) (ZHIF D X—A T A NIxT DR RALBIZERF O International Restless Legs Syndrome
Rating Scale 2 27 (IRLS A2 =17) ZMbf, WONZER & OEBFIC X 2 BHEA HEREE (1CGI &
O'PCGI) IZBT D2 HNROM K%, & 1.8-2 L TUFK 1.8-31T7R-7,
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R, MUEDZEMITZEE T, AEALE : W 0.05)

: Williams O 2 FEHRIED 720, HREXTZIL
: BIRGHmIE B

#+1.8-2 ABERYRKRETHEODOIRLS ROT7ZEILE
] PN R SRR YRS G R R
. TV Ty B =11 FH
B A - SERE | ERBR | IR
[CL-0003] [XP053] [XP052] [XP081] @
75 ¥R JiE {5155 116 96 108 40
SEEE + FEYE(RZE | -8.96+7.286 | -9.8+7.69 | -88+863 | -9.3+8.13
600mg SE % 120 114 - 47
SEEE + FERERZE |-11.10+7.921| -13.8+8.09 - -13.8+9.48
TIEREDED -2.14 -43 - -
i{Al 95% E -4.097 -6.4 - -
EREXEY | RR -0.189 -23 - -
P fi® - <0.0001° - -
900mg JEBIEK 119 - - -
SEEIfE + FEUEfRZE | -10.28 +7.750 - - -
TSR EDHED -1.32 - - -
i{Al 95% LE -3.255 - - -
EREXEY | RR 0.614 - - -
P i ® 0.052 - - -
1200mg SE % 113 111 112 43
S + FEUERZE |-11.38+8.297| -13.0+9.12 | -13.2+9.21 | -13.8+9.84
T REDED -2.42 -35 -4.0 -
fi{Al 95% E -4.455 -5.6 -6.2 -
fEHE X R -0.392 -1.3 -1.9 -
P i ° 0.011 0.0015 0.0003 -
1800mg JEBIEK - - - 37
S + FEYERE - - - -13.9+8.70
2400mg SiE 515K - - - 44
T + VR - - - -12.9+9.52
a: BUE & S LT
b : EINERARRER : Williams OZ B ILEE (FEKYE © i1 0.025), 1l 95%(EHEHX I,
EHGEEUC X VR (F 7R L SRR GO 2HOT —F N EH
).
WM ERER © Bt GRS : 58, IRLS 227 O_X—2F A4 VEKOE

11
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# 183 ARIERKEREBOEMEVERICLSABEEDMEITM (ICGI XU PCGl) OA®ER

] PN B AR 5 TSI AR AR
. . TV T) w7 EINAR EARE
L N T T e
[CL-0003] [XP053] [XP052] [XP081] 2

FERAC L DG | 77 A | JEEIE 116 96 108 40
A NVEREAT B 44.8% 44.8% 38.9% 45.0%

(Icen 600mg | JiE (5l %k 120 114 - 47
ERIES 65.8% 72.8% - 63.8%

P f ® <0.001 <0.0001 - -

900mg | JEFIFL 119 - - -

ERIES 52.9% - - -

P i ° 0.014 - Z -

1200mg | JEfFIE 113 111 109 43
ERES 62.8% 77.5% 76.1% 65.1%

P i ° 0.003 <0.0001 <0.0001 -

1800mg | JEFI¥L - - - 37
ERES - - - 73.0%

2400mg | SEHIEK - - - 44
GRS - - - 81.8%

B L DS | 777 B AR | ERIEK 116 96 108 40
A NVEREAT B 44.0% 47.9% 42.6% 35.0%

(PCGI) 600mg | JEFIEL 120 114 - 47
ERES 65.8% 78.9% - 63.8%

P i ° <0.001 <0.0001 - -

900mg | JEFIEL 119 - - -

EEES 52.1% - - -

P i ° 0.012 - - _

1200mg | JEFIF 113 111 110 43
ERES 61.9% 74.8% 73.6% 69.8%

P i ° 0.003 <0.0001 <0.0001 -

1800mg | JEFI%kL - - - 37
ERES - - - 78.4%

2400mg | SEBIEK - - - 44
GRS - - - 77.3%

a: MREE FEH L Tk
b : EPNEGARER : Shirley-Williams % H bhlkik (FEK%E © 1 0.025)
WAMERRER « v VAT ¢ v 7 BURGHT GIIIZAH : B GREA O, MEDLEMITE
JERT, A EKUE : [ 0.05)

ERNOT Y v 738k [CL-0003] TiE, Williams D% EE DR, RKBEHRO IRLS 2
a7 LT 1200 mg BEO 7 T BARFRCKT T DB S REES N, ks, T v R

[CL-0003] <Ti%, Williams D% EEENZIBNT 900 mg T 7 B RBECK T 2B BENA LI
R TTleh, AT v T X UARETIEIC LY 600 mg BE L 7T B RBEOREITEM Sz hroTz
23, 600 mg Ff & 7T B ARREEE ONVIED 2K O O] 95% 5 FE X ] 1%-2.14 } 10~4.097~-0.189
ThY, FBEXMEOERIZ0Z FE-> Tz, LeBoT, MEDSZEMZBE L TORWEER
I7ZRRETCIEd 2 O, 600 mg BHIEXT T B RBEIC T LEEITES RIB S D RGE &5 2 bz,
72, ICGlI TOAHIL, 600 mg #E, 900 mg £, 1200 mg BHEOWTNOFEGHETEH 77 B AR
KT D EMENFRD B TE Y, AKX 600 mg LLEOFH E#FHCRLS IR LA THD LB X
bz,
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WO T Y > v 7xtGallin [XP053] T, FHofé@igiiFd IRLS 2 =27 2k & T, 600 mg #F,
1200 mg Ff & HIZ 7T B ARFEITR LEBMEAFE O B, S HIZ ICGI TOAZF S 600 mg #f,
1200 mg ff & HIZ 7 T B ARBET K U”EBIMEAFEO 5T Y, AFIH 600~1200 mg O H &#iH T
RLSIZX LA TH D Z L 2RI DR Th o7, WA 1 FELLERER [(XP052] TH 7 U »
Vo TGk [XP053] & FRIEROEAENE DAL TIR Y, AAl 1200 mg @ RLS (2% 5 A 2 PHEN
IRENTZ, 51T, WBAVE N AHESGAER [XP081] T IRLS A2 =27 & k&, ICGIIZHIT HAA]
BECTOANRITE BICT T ERBEL VEEMIC ER>THY, RERERS L TRV, 7 v
U 7 RIGERER [XP053] DORfE L RIERORRTHD B2 bz,

VL EOEERRBROBAE I Z T, REBIZRFD IRLS A a7 E{LEICOWT, 71 v P 7l

[CL-0003] KOYT U w7 %5588 [XP053] OF — X & -6 T —# 2SSV T IRLS
2 a7 BRI D AR O A BRSO 21T o7 & 25, JHEHEEICE S BEN S,
7V Y 7B [CL-0003], 7'V v ¥ r rxigeadik [XP053], NI Zhun 2 RERA(FA LTz
T=HADNTHITYH, IRLS A2 7 ZAb BT 2 ARF DRI 600 Mg NHREH HALD Z & &R
BT ORERP GO (27341 FREREZRAV-ETIVERICK ZHAERIGEROKES
)

o

£, 7V vV 7R B [CL-0003] 1I2BWTC, T TH D IRLS A 2 7 BB DI & BlIE N
(2B BEHM (LOCF : Last Observation Carried Forward (22 & 1 IEEF DT — ¥ & I i BIE T — ¥
& UCHloE LT fipT) &N RABRIEIR & 2R T 7 /LT (Mixed-effect Model Repeated Measures
analysis, LL T MMRM &%) %470y, IRLS A 2 7IZxtd 2 % G- HER 2 I ETT 5 2 &1
£ T, 600 mg FED-EZHE & bhi LT 900 mg BEAS AR DR Z R LT v, 1200 mg FED V-1
BhRITZE DMOARBIFEDO LR L bEnwZ RSz (2.7.3.35.3.3 REATREEDEE
TIVIZE DS IS, 512, MMRM OHEEED bR 70 B A8 R A 72 % &) IRLS A= T
25 30 A AR 2 5 HAEE D E O ERE ISR LTIE, 600 mg & & ELik L C 900 mg B K Of 1200 mg BED IR
BNENE O EHEER SN (2.7.3.42 TYw DU JHER [CL-0003] [2HITHREFAET—4IC
E O AERICERO®ESR).

PLEX Y, &AL 600~1200 mg O HEHFACTRLS IZx L TAZTH Y, FIEEOEWEEIC
%L Cid 600 mg & kri LT 900 mg & TN 1200 mg DI R B Em N EB 2 BT,

F7o, ERNEHIHRGHE [CL-0005] Ti%, 1 AAAMEZ 1200mg & LT 52 L (12
IRF0C 900 mg IR X3 1500 mg ~HEEANAIRE) L7c & 2 A, IRLS A = 7 i3k nvicisid L,
R—=R2 T A N T DRI BIZERF O IRLS 2 b & CEMHE) 13-16.25 & K& ediB 4R LT,
ICGIHIZ L A2HMFEITEL, T13% Thol, Fio, BEMEGIZE2BEOBINIRD 2o
77

SR 558k [XP055] T, A#I1200mg 2 1 A 18], 52 @G (RBEE (KH)
2 Fifi 7 C 600 mg -~ X 1% 1800 mg ~HEE S A[EE) L7z & 2 A, JefrakBR (XP052, XP053,
XP081, XP083) TDN—Z T A inh DR (CFHAE) 13-15.2 & KEdiEL R L (R
1.8-4), ICGIZ X DA% ITEL, 848N ThHho7o, £z, BEMIRGIZXL 2R OBHITRD b
TRo T,
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% 1.8-4 |IRLS AitR a7 D#tFE [XP055]
BT 1%k IRLS &&t2=a7 S VS NN Y Y s
N2 549 573 23.2+5.03
0 D 573 10.4 +8.13 -12.8+8.64
1 3 546 9.0 £ 7.50 -14.2 £ 8.19
4 A 526 75+7.24 -15.7 £ 7.77
12 W 472 7.1+7.23 -16.1+8.14
24 JA 444 6.9+7.14 -16.4 £ 7.71
52 JA K 379 6.5+ 7.40 -16.8 +8.21
B HEERE (LOCF) 573 8.0+8.29 -15.2 + 8.85

a) SEATRBRICB T o =2 T A A CEAIE + IR )

b) ARBRICHIT 5 -2 T A

(2) ZeMHORE
ENAMC BT A ERRER D 9 HLEAMEFMIZ H W B AR O —E R NEEMET —Z DS
DOWNR%Z, 3+ 1.8-5 L% 1.8-6 [T~"7,

185 ZEMFMOEELGHERO—E

- o . N - 2T
g RBRE ] FYA 558 Be 1M i
= N EG PR 5 B&

SU s e FJUoX¥AMETEER | 7F&R, 600, 900, .

7'V v 7Bk [CL-0003] FE L 1200mg 12 @[ 469 15
1200mg
Ei# 535 [CL-0005] FEER 1500mg ~DHE LY | 52 ] 182 {3
900mg -~ Jk & ]
B R R AR

S S5 it gnap FUoXME_EER | TTER, .
TV w7 k5 ER [XP053] i 600, 1200mg 12 FA 322 {3l
- - T ML EHER R .
o5 1 A EL AR [XP052] PR i 77+ R, 1200mg 12 8 M 221 4
- - FoZMETHER | 77 &R, 600, 1200, .
5 11 FH bR [XP081] R s 1800, 2400mg 12 3 [ 217
- e FUoFMETEER | TT7ER, .
%61 AHLEEESGRER [ XP021] 70 A — il 1800mg 2 W 38 il
e L SUFMETEER | TR, \
% 1 AR EL B [XP045] o 600, 1200mg 2 R 95 14|

o e 75 ¥R,
1 RS R B [XP083] ;i%i;“ﬁ*ﬁg*ﬁ 1200, 1800mg 16 HH 129 {31
IR ST E RFIL0
1200mg
EHi# 538 [XP055] EEMH 1800mg ~DHIE K Y | 52 L] 573 {3l
600mg -~ Jik & 7]

B G RN W 4 5 A&, BB a2 & £,
a: 7= RT73I9%, 16 HRIZ 1 BOLEE L,
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#*186 TEHET—IDHE

i b ot L e RHI#G-HR e
Rfsg | BEEA 2B 12 WG 52 % it
B CL-0003 [353]
T O B CL-0003 1353) | CL0005 182 1 o1 oo0s [182]
E5a (&3Eh) — [353] [182] [535]
7R SR CL:0003 [116] | = | T
(&at) - [116] - —
XP021 [36] ° XP053 [226]
XP045 [62] XP052 [113] 4
FA ] xeoss 6510 | xposy [176] | XFO° 1878
_________________________ (63l 1 IS1S1 L
; (&) [678] [573] —
s XP021 [36] ° XP053 [96]
. XP045 [33] XP052 [108]
77 xposs [64) P | xPos1 [a1] B )
_________________________ (w83] 1 feasl L
(&3 [378] — —

[Ze MM G451 %]

: XP021 (37 v A A — = EE D72, F—BETAAEE L 77 R 5% L

: XP083 1% 16 H R 5

1 XP083 D7 T ¥ ARRECIE, B EHICY 7= F5 3 2 50mg % Bl G L 7= 83 30 % &,

: XP055 1%, oK (XP052, XP053, XP081, XP083) 76 Dtk GRERTH Y, HBRENEHE L T
WD e ORI G RER L ORENT — X OIFRIE LD o T,

o 0 T o

LM TN L7 EERBRRBRICB T 2 ZEMORRIT, UToLBY Thot,

70 v 7B [CL-0003] TOREFERERZORBIRIT, 77 AR, 600mg#E, 900 mg #f
V1200 mg B C, L E4 71.6% (83/116 i), 76.7% (92/120 511), 84.0% (100/119 1) K TX 85.1%

(971114 fl) TH o7z, ENEHEGHER [CL-0005] (12 KT 900 mg ~J# & X (% 1500 mg
~HEATRE) TOREFEHFERORBLEIL, 96.2% (175/182 f#i]) Th o 7=, MEFMEH & 530k (XP053,
XP052, XP081, XP021, XP045, XP083) T A EHLZOHEIZRIL, 77 AR, 600 mg #%, 1200 mg
¥, 1800 mg ¥ K Of 2400 mg £ T, ZiE 4 63.5% (240/378 ), 77.6% (149/192 f41), 82.0% (273/333
f), 77.8% (84/108 f5]) K& U*97.8% (44/45 ) TV, 2400mg #E TR EWIEBLENFRD i
7=, FEiz, WHNEHIE G R [XP055] (JRERET: (434H) EEAT O T 600 mg ~J#& X i 1800 mg
~HENTHE) OAEHLIEBIRITL 80.1% (459/573 i) T v, ¥ESMEHIE 585D 1200 mg #E
LIFERBRETH -T2,

E AR ER (CL-0003, CL-0005) DAFMIE G-HIAFH CTHBLFEN 3%, EH VD, HolpiK s
DORFEMENEE TERWAEFGEAR 18777, 7 U v 73R [CL-0003] TIRERIE L D
BEME NG E TE R WA EHSORBRT, 77 ©AREE, 600 mg £, 900 mg £ K& O 1200 mg £ T,
N EH 50.9% (59/116 ), 56.7% (68/120 i), 69.7% (83/119 f4i]) K U*72.8% (83/114 f5]) T
Holo, RLFBEHEORMSTLHBESEIL, WTHORGHTHHRRFEE Ch o7z, ENEH
F53 Bk [CL-0005] T, 1RBRIEE OBIEMENEE TERWAEFROIBIFIL 90.7% (165/182
Bl) THY, BHEROENSTEESHIZT Y v 7Bk [CL-0003] LRIk TH o7, ENEE
KBk (CL-0003, CL-0005) OAABEG-FIEFHCRIEED 3%, ETHY, 2 olpRIK & o
PENEETEROVAEFS RBER) 1L, FEEO £V (33.1%), HIR (31.2%), HF (4.7%),
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M REREEIN (4.7%), I CPK HEIN (4.1%), FELy (4.1%), {Efh (4.1%), & (4.1%), ALT
BN (3.0%) K OWEFAPE (3.0%) THolz,

% 1.8-7 ENESKEER (CL-0003 XU CL-0005) TOHOHRIFE 3%LIET, ARBRELOBEEMENE

ECERNVEEER
MedDRA/J ver. 12.0 — CL-0003 CL:0005_| EN&E
SEE N TR AN 600mg 900mg 1200mg |900-1500mg |600-1500mg
(n=116) (n=120) (n=119) (n=114) (n=182) (n=535)
SH% 59(50.9%) | 68(56.7%) | 83(69.7%) | 83(72.8%) | 165(90.7%) | 399(74.6%)
HEREE 30(25.9%) | 47(39.2%) | 57(47.9%) | 60(52.6%) |126(69.2%)|290(54.2%)
FENED E U 8(6.9%) | 30(25.0%) | 30(25.2%) | 33(28.9%) | 84(46.2%) | 177(33.1%)
fE AR 19(16.4%) | 23(19.2%) | 32(26.9%) | 37(32.5%) | 75(41.2%) | 167(31.2%)
GV 6(5.2%) 5(4.2%) 9(7.6%) 5(4.4%) 6(3.3%) | 25(4.7%)
ERRBE 21(18.1%) | 21(17.5%) | 29(24.4%) | 23(20.2%) | 62(34.1%) |135(25.2%)
i A R B 3(2.6%) 3(2.5%) 7(5.9%) 3(2.6%) | 12(6.6%) | 25(4.7%)
jmml:py VT T RARET TR 4(3.4%) 2(1.7%) 4(3.4%) 3(2.6%) | 13(7.1%) | 22(4.1%)
iifﬁ’é;ﬂ "7/ RIURT= 54.3%) | 4(33%) | 3(25%) | 3(2.6%) | 6(33%) | 16(3.0%)
BHEE 11(9.5%) | 10(8.3%) | 15(12.6%) | 20(17.5%) | 45(24.7%) | 90(16.8%)
G 0 6(5.0%) 5(4.2%) 4(3.5%) 7(3.8%) | 22(4.1%)
EE 2(1.7%) 0 1(0.8%) 7(6.1%) 14(7.7%) | 22(4.1%)
R A PRI 3(2.6%) 3(2.5%) 2(1.7%) 3(2.6%) 8(4.4%) 16(3.0%)
2 EEES L UREHAEKE 7(6.0%) | 9(7.5%) 7(5.9%) | 13(11.4%) | 33(18.1%) | 62(11.6%)
LI 1(0.9%) 1(0.8%) 2(1.7%) 6(5.3%) 13(7.1%) | 22(4.1%)

FEHGIE GEILR)

MM D 5 B, ¥EsME & 538 (XP053, XP052, XP081, XP021, XP045, XP083) ™
ARAFNEGF GG T R 5308k [XP055] CTHIBLHEN 3%LL ETH Y, M oIEBRHE & o B
PENTRE TERWAEFEFRRER 1.8-8 ([T, MBSMEW G- TIREREE & O BEMEN G E T &
ROVEERGOFRBIRT, 77 EARE, 600 mg £, 1200 mg #f, 1800 mg #£ & OF 2400 mg #£ T,
Zh i 36.8% (139/378 fiil), 51.0% (98/192 #41]), 65.2% (217/333 f4i]), 66.7% (72/108 i) KU}
88.9% (40/45 ffl) T -7z, HOHEHRBOE D - LW E WHITMHRREETH -T2, IR
BB CIBBREE & OREMEN G E CE RWAEFZORBIERIL55.1% (316/573 ) TH Y, Bl
FORMP T E D BIIRRES, HHEES, BHEEOIECH -7z, MM 5RO
FIF GBI G R CTHBLERD 3% ETH Y, ) 2OinR3E & OREMN G E TE QWA EFES (BBLR)
X, IR (24.5%), FEWED EV (19.0%), B (8.4%), .l (5.3%), 57 (5.0%), HWNEL
B (37%) MOER:R (31%) ThH Y, MHMRHIRGHRBR TIIFERIC, (IR (19.5%), FEiMED X
VN (10.8%), T (45%), R (4.2%), FEHEIEANREREMERE (3.1%) KOVELL (3.0%) Th -
77
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%188 BIERABRTORRE 3NULT, BRELDBHEMSEETELAVAETER
MedDRA/J ver. 12.0 . R R __ | RIAR
S8 4NEE R AN 600mg 1200mg 1800mg 2400mg & |600-1800mg

(n=378) (n=192) (n=333) (n=108) (n=45) (n=678) (n=573)
G 139(36.8%) | 98(51.0%) | 217(65.2%) | 72(66.7%) | 40(88.9%) | 427(63.0%) | 316(55.1%)
HIEREE 68(18.0%) | 66(34.4%) |163(48.9%) | 58(53.7%) | 35(77.8%) |322(47.5%)|214(37.3%)

fEE 20(5.3%) | 34(17.7%) | 76(22.8%) | 33(30.6%) | 23(51.1%) | 166(24.5%) | 112(19.5%)

FEMED F 16(4.2%) | 23(12.0%) | 65(19.5%) | 23(21.3%) | 18(40.0%) | 129(19.0%) | 62(10.8%)

SE 25(6.6%) | 14(7.3%) | 33(9.9%) | 6(5.6%) 4(8.9%) | 57(8.4%) | 24(4.2%)

Pk 3(0.8%) 1(0.5%) | 13(3.9%) | 4(3.7%) 3(6.7%) | 21(3.1%) | 16(2.8%)

TR IR BRI AR 2(0.5%) 0 0 0 1(2.2%) 1(0.1%) 18(3.1%)
BlaEE 37(9.8%) | 22(11.5%) | 47(14.1%) | 13(12.0%) | 9(20.0%) | 91(13.4%) | 63(11.0%)

LD 12(3.2%) | 8(4.2%) | 19(5.7%) | 6(5.6%) 3(6.7%) | 36(5.3%) | 17(3.0%)

N R 6(1.6%) 4(2.1%) | 12(3.6%) | 6(5.6%) 3(6.7%) | 25(3.7%) | 15(2.6%)
éih%hxukﬁﬁﬁ 23(6.1%) | 16(8.3%) | 59(17.7%) | 17(15.7%) | 14(31.1%) |106(15.6%)| 56(9.8%)

W7 12(3.2%) | 7(3.6%) | 20(6.0%) | 5(4.6%) 2(4.4%) | 34(5.0%) | 26(4.5%)

SIS (GEHLER),

AE IR E5RABR [XP055] DWW TIIIR 3Ll EoTREREE & o ik

77

AEFRDS S, EW - 4T

5B

A8 b7, EROREIE

kv, $ﬁﬁf@ﬁ$$%%ﬁéi (TZANTEIZN
75~85%fEETH Y, FHEEGHELE HIX
7 Sl e ok
i oD £ OMEIR O FEBLZR D3 15

Ebi
IARE Y, EW

ol L CHRBLRNE D - e A EFEFRITFEED 0,
MR L Th o7z, R y<#%ﬂf_7ﬁi$§éf§bé{¥$ﬁ PED F U S OMBEIR D FEBLRF X, &%

ABRIC

S 5B (ef2atBh - XP053, XP052, XP081, XP021, XP045, XP083) A5 14
BETERWAEERZRL

fEiR, #H

BEEHNCER L TR0, #5682 BUBRICH 7228 BUT 70 <, EN &S ClRIER DM
, BEMIIHEENIEAETH- T,
B % 2400 mg BEAZBRE[EHN -

LZAS

ERIEEORBBRTH -T2, AEFERBEROE N>

Mmole, TDIFEALE

[EETHY, ERIOFEFEFLTIE, BN
VI ST S OSESR T o 7273,

S ES & B ITE

ZS

AP G-BRAA TR R O FE B "Jﬂ‘iﬁﬁ‘é%\gﬁi‘&)é EEZ BT, AAlZ 600mg 2 HEERBL, 1
2BV, REiREGT 5 LIk d%e EoiE

HILAMEA 1200mg & L CEHEG L=

Lo T,

(3) BHRMAXE

2011 4= 10 A BI/E, AFNIKETOHREBZEE L WD (724 : HORIZANT),

FOEED

WEET, FDA X [Z v F ORI EMIER DO b b ~OSMEMEDIR S 2 TE TVl & L,

%5 A

HE, 25D

ZalIe MZ

M 600 mg & HE STz,

A& - HE

1,200mg # 1 H 1[a[#& 5. Lz & Z A,

BT DFEMNA

, THORIZANT OHELE &%

PO I BT DM 72 T A X2 AT 7200,
A Z AT, BAEEROBALE U CRKEREAEDORERED 25 (£035 15
PO S ZBRM ST 20I1IC+455] LHWrL, 1 HERR

RIFER I L7 [RIFER (6.1) OEZM], ) LificnT\b, £/, BFMOE

3 AR PERREBR D P B BB BT 5
B SND Z & aBET

, 600mg & 1 H 1[0], 4-1% 5 RFtHIC &% HTH 5.
600mg $&5-1F & i U C ERENRIIA BN o723,
2,

M
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IR $EER, FEMED U, BAETRE, U B R—GR, 50, 8%, ARASMEREIE N Oalfiztt o £
I, HEEREMICEERLE, ] LR#Esnh T,

PLEXY, AR EIRE SN2 BEREZAMICT S5 00, KFIONEE - hRILTHEEND
EEORREMEL A N VA Ly 7 ERRE (PG IEAREIEGRE) 1 & L, ML - A&, Tl
NI AR F o =FHe e LTLH 1 600mg 24 B%ICROKEGT 5,1 & L,

LA RLRA Ly 7 ZEGRE (FREREFRIEGRED OBWHE, [EBEL A FL ALy 7 R
BERISE 7 L — 7 OBWILE R OIS % 4 — M IS S RIS HM L, LT o
_____ O e T
BRI
KH L7275 RLS BE Z UK T2 E LTz,
<Hi%- AERICHETAERLOZE> :
: ¢%§@%%%%%%%(7v7%:y7UT?yxsmmmmuiﬁmmmmiﬁ)K§
1A 10 300mg #8575, BEOTREMESRE (FLT7F= s UTTVRA
60mL/min 24t 90mL/min i) ~0# 543 1 A 111300mg & L, ke A RIE 1 A 1 (7] 600mg -
L2, BEICE U CIEBERRIUCEE L, BEOREL 0108l LR bIEEIC
1752k, (EERS), M) OESH) :

R EARHL
AFN 2 BBICHE Lz & &, 300~6000 mg OS5 E&iP] CIREREOIIE TH D Crax
AUC [Z B BIMEDRTRD G TWD, Eio, RFNIRINE, NI SR F ARG i
SN, FEFERENT AT & LTRPICHRES L2, ENE R EE R [CL-0012] K&
MBS B RE R T R [XP066] 7> B ARFIEE 14 D H 3~ F o DS B RE LB RE D
EZTHIERHLNERY, BEEOEELEZONDG I LT F= 70T 70 A (Cy) D
K TFICPE S THHER TR F 2 D Crax L ON AUCing 1EHINN L, Trnax X Oty 1THER L 72, 72,
Co & HNNRUF D Clg $ 5L CLIF ORNC IR RO bz 2 LD, BEEREICSC
TEHERERNELEEZ b, £2T, BRI KT TEEREORELRFT L2 & H
H1E L7z 2 RBra5de, AHZBBEGROEFREOMBHR T AR FURET—2Dd 5
[E NS D S B REAER 5 3R D R (B RERE =R H 2 x5 & L7 BN EY B e SR [CL-0012]
(BHTEREREAZBRL), BHERERE 2 x5 & L yaieiin [XP066] (BN BAE
ZBr<), & AARER SR [XP073/CL-0002], ENAEFOFEMFER [CL-0014] (Z=iEHF
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Be b7 — 2 &BR<), AN AERBRRR (A F0) [XP068] (HFHGRT —& %
Br<)) ZHWTHEDBEEETT LVEERL, FFEOEG &L Cy DMAG LW 5 iEd 47
N T U PRERERS A HEE LT, T T VOMEICE L X, —REIGEFEDOFET 5 1-a 28—
AV NETNVEREL, ERZ VT T AR L THRER L LT Cy %, HAMAREICH LIKE
AR L UCHAAATS, FT, HEE LCREHERIZHS VT Day 1 XU Day 7 @ Crax X}
AUC #HH L7 (% 1.89),

£189 BHELE BEHIVIPEFEBHREZTEEICAHZ 1R 1EHERREROKS
Lic& ERHRMBRANRF UREHEBICEIVTEY LT Cha XU AUC

AP H . Cor P8 Crnex AUC."
(Day) = (mL/min) (mg) (ng/mL) (1g-h/mL)
300 2.0~2.2 28.3~37.6

R R R RERE R 30~59 600 40~45 56.5~75.3

1200 7.9~8.9 113.0~150.6

300 1.8~2.0 21.9~28.0

1 B R R b o R 60~89 600 3.6~3.9 43.8~56.0
1200 7.1~7.9 87.5~112.0

300 1.6~1.8 17.4~21.7

AR IR A 90~120 600 3.3~36 34.9~43.4

1200 6.6~7.1 69.7~86.8

300 2.5~3.9 37.3~72.5

WA R R e A 30~59 600 49~7.8 74.7~145.1

1200 9.8~15.5 149.3~290.2

300 2.0~2.4 24.9~36.7

7 BB e E A 60~89 600 3.9~4.9 49.8~73.4
1200 7.8~9.7 99.6~146.8

300 1.7~1.9 18.5~24.6

S RE IR W 90~120 600 3.4~3.9 37.1~49.2

1200 6.9~7.8 74.2~98.5

* EYEREE T AT L 7c 2B OIS O PR E (66.1kg) AfRFMEE LTL LTHEMLTHEE

i) OB EEREEERE (Cy : 60 mL/min LL_E 90 mL/min &) (ZxF9 2 A &R

TV P 7RER [CL-0003] KON v ZxgifkBi [XP053] T, Cg A% 60 mL/min DL
EDOVA VRV y T AEBRERE 2RI IR VR B GE L7 R, 1 RHES L
T600mg LI & B 272 L, —IHEORKRBROMRER ThH -T2 LA ML ALy 7 RE
GRE RS C Co 23 60 mL/min LL_E D HE 2B L CIXBHEREIC IS S < HERRROMEIT 0 2 & %
Lo LU, BEBHEEI THEOSHEHX S FIRTH D Cq s 60 mL/min FiLfE D BE OHA, KA
600 mg #5345 L BEREREIE 7 & IS AHI &2 600 mg GO MIETIRERAZBLDL EEZ LN
Bo LT o T, BERSRERERE~DOKEIX1 H 1R300mg & L, BEDIREZ /5128
BLARNG 1 HRK600mg £ THEREE T4 2 Ll & &2 b,
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i) AR OBEREREBE (Cy o 30 mL/min LLE 60 mL/min i) (2542 A B

HR AR R R RE R R B I AA A 300 mg 5 L2 & E ORI, B R BT IR L
600mg Z ¥ H LIm L LRIRELEZOND, 2D &b, TEEBEERERE ~OKS
X1 A 1M300mg & L, BEDRELZ T2ICBE LN OHEICKRGT L2 ENETEEZD
iz,

i) &EOBHIERES (Cy : 30 mL/min £iif) OHA

Cer 25 30 mL/min i O BB EEREBFH TIZ 1 H 1181300 mg 2> LRI L7 HATH, BREE
IXBRRE IR RIS AR Z 600mg 245 LIm L 2B ENEx LN, WIS I fHkk
BB [XP0BL] TiE, LA ML ALy 7 AJEMREEE A2 XI4IC 1 H 18] 2400 mg A3 12 3 [E#2
HENTWDR, F—#BRTo1H 1001200 mg 5/ E LT, KRR, SO0 HDH K
PR RDEIER NS b= b D0, ZEMICEHCRIBITRD bnighroT- (2.7.6.17 @5t
51 FELLERERER [XPO8L1]), £7-, EWK NS TIM L 7= BHaERE E B T oKy B) R ER
THHEE G Th 5 03AKK] 600 mg &5 L, ZaMEICKE RMEITRD STy, Lo,
Ceor 28 30mL/min ARG O BE T, BEEONT Y XINRE L RHMEAPED DI, ZOERK TR
HThHDHZ L, F7, HERANL300mg 820 1 K OLTH Y, FAEFFEIT 300 mg BEAZTL
MTERNWZ L EZBETHE, Cqnd 30mL/min A O B FEREREE B ICAK 2 HELE T 5 Z L1
WY TRV EB 2, [#E2] &L,

20



1.8
MIXE ()

183 FALDIFERUVZFOREREN

1831 FERLDEE

BE (ROBECEBELENS &)

(1) REIDESY XUEH S22 F A5k UEBUE D BEAEE O & 2 B

(2) @EEOBHRERSERE (/LT F =22 U T 72 A 30mUmin &) [EMHER#® TH 24
NARUF L OYRIDRIE L, M PIREN FRT A BENANDH D, (e OESR) ]

1. BEERES (ROBHBICFEECHRETSHL)
(1) BEEED B PR O RERR A (<L - EICEET DM EOTEE > KO THEYEhRE )
DIHZR)

(2) mln# (TElE~O&RE] OEEM)

2. EELGEXRWEER

(1) AFNOBEFIZXVEREHNEZ KT ENHLOT, EMICERL, BHEOBERS bl
Balt, BRI, EEERESOMUAEEITO 2 &, RS, BEEOHN, HDWITE
G ENVEAEEMARD GND 2 ERDb A0, EMICEREHZERT5 2 &,

(2) IRK, HE - HEH) - ROHEBRIEORTHREZ S22 ENH DD T, KRG R OB
(I H BN OB, G O B OBEICIEF S TRV E O EET D 2 &,

Q) AR OEHIZLY, T, REHFEEEOIRFEENE L D RN H DT, BRI, IRFE
BILOWTHBZITOEFEE L, BEPRD LN GEICILEY L& 217> 2 &, (20
i DWEE ] DOHZH)

3. HHE%HA
HAEE BARISEEIT S L)
FHN 4 B IRIEAR - HEE DT B - fabRE T

T b K AAIDIEERBY TH D H AL F U ORI LY H AU F o | BFITRHER, Tk
D Cmax 73 24%, AUC 78 %N EHIMLTZ & ORERDH 5, | R X 0 LB IES) )40
AHFHKHZ b AN F O MPREN ERT 282001 H 5 | filSi, KREIOWILAEE
DT, EIRS O FARARAMHEERIC S L, SEICS U CARFIX | I 2 et d 5.

FELVEXOHEEZRET D &,
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4. EEMA
EWNERKRRERD 5 6, ZaVEFHIAESIEL 120 #irh, EERMRAER T 25 CRlfE B BER] X 68
#il (56.7%) Td Y, L7226 DOITIFEIMED E V30 5 (25.0%), fHHR 23 4] (19.2%), H.L» 6 4
(5.0%) Thotz, £z, WIMNGKRERD 5 6, ZRVEFEMAEFIE 736 Fi, R A R
e T RIERZEBUERX 401 ] (54.5%) ThH Y, E7ed OIXBIR 142 1] (19.3%), FEitED E
W81 (11.0%) TH o7z,

(1) EXGEIMEA FEX)

KENIOIEERF TH D AL F o TUTFTOEKRRBWEH N HE SN TN D,

1) AMBARE  BIRE THIITV, BESRD ONEAIITHR G A2 RIE L, B RALE 21T
Iz &,

2) KRISHIRERFEIRSE (Stevens-Johnson FEM&EF) : Bl % 131247V, BEDRO G256
G AE IR L, EOREEITH 2 &,

3) EFIMBBAEREIREE : PIHPER & U TRB, BN LS, S OICHFHERER F % Ol ia s,
U oREiERR, FERIEN, AFERERIEZ, B Y oSERHIBUE A1 5 M O S 2R BUE
EKRHEONDZERHDHDT, BEEZ DT, 2O XD RIERD S 6N IHEIZX
BehaERIEL, MURAEZITO Z &, b, B, B, FEEEFSOERNHRSD 5
VITEEL T D Z &N H LD THEET DL Z L,

4) BT, BFHEEEfEE, #E : BlZZ2 19TV, BEARDLNEEAICITHREGE T IEL, E
BB EZITH 2 L
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(2) ZtoEIER

5%LA 1~5%A4i 1% AT
iR AP INTAE = T BRERERHE N, /N AN
I ghiE
B Ok R [FHAE D F
R pE F
H b L, OWNEE, T | B, MEAR, MEEATE, TR
I, {EFRL M-, EREEE, BN, B AE R
PR
By R OB G R TR R JETr, SR, | RER, BAETRG, ORRYMETZIE, f&
N B, ME, RERD
JFNRIE R ALT (GPT) LkH., v-GTP E&H,
AST (GOT) L&
R O E CK (CPK) L5 RATLHE, JREE RS
B RS R M OV Rk i 5 VORI, AP, ARERAE, BIEE,
W
PR R P IR (19.3%), | 5AUf, 4§k, FlERE | RIS, SERE, RER, BIR
FEMED EV | E BRIE R, WREREE, EBIRHR
(13.0%)
KA R KL, S O, LA
FRIE, RZ2, VB
R —JHiE
B OVR B BUN 5
BB Je OVEE T ARk ®%, % ) FEIE
ifn A2 pea e 1 JE

5. BEEADKRE
ERE CTITBEENMETL TV Z ENEWD, ZJLT7F=0 7 )7 70 AMaEBEICRS
BT AR PEBEICRET AL, (KHE - HEICHEETAHH EOEE > DIESR)

6. MEim EiR RIBF~OERE

(1) W& : dbhm TSR L TS ATRENE D & % I NIZITIR IR oA i et £ a5 &)
Wi SIS BIC OB ET 2 2 L, UHER ORGIZET 22T LTy, fER
7 v P THREBEORBRE~BATT 2 Z e ME S TnD, S6IT, BIRT v M RUMIRY 3
FNG LI BRIC R AR B D3 2 B 4L, FRAEIREII G LT 56 & i L TRtk
TR D ATREME DS IS STV D, £z, RED 2 WITIE (V5 X), BIROKEKE (7 »
FEOTHX), HAEROEFRKTEMEAE (T v ) BEOLATVD, ]

(2) #=E2&F KA IR G T 258 IRz TIbsEL 2 &, (B3R (Z v ) TSP
~BATT D 2 ERIE STV D, ]

7. INREADES

IRHEAEN, BHrER, LR, SIESGI/NEITHT 2 LML L TRy, (EHREER DS 722
)
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8. BEESE

(1) K : AAEICEB O TARAZ 6g £ CTRE LIBIRHE SN TWD, MEHGRICALRTEE
PRREMRIE, REEBNH LR, B E OV, SRR OMIRTH 5,

(2) WE : XFERIEZIT S . RFIOTEHAGHY T D S F UALMIRENTIZ X 0 BRERTEET
HY, R L TODIERORREIIE U CEENT O FEixd BRI 22 &, (IFERpBE) oFE
ZH)

9. BALDIEE

(1) FEHIZZR {85 PTP REEOFKANTI PTP v — b DO L CRAT A L 2 fETH 2 &, [PTP
= FORRERIZ R Y, WSS EEREA~RIA L, BICIEZRALAEE 2 L CHRERRIR RS D
HERAGIHEZOET 2 2 @S5, ]

(2) BRARE : AFNIHBIBMERFITH D720, BEolzv, b, $VO8LE0 LARWT, %
DEENPETICIRAT L 0EET 2 &, [Flo720, Wz, 02550720 LT
AT 5L, AROHBKIENKDNDBENARH D, ]

(3) BRER : AMMOMEITE - WROKELZIT 50T, BIECTORFZBET, LW TR
FT 252, £, NWERERIITERNE A SN -HEHOREEICAN, @il - 5%
O, WMLWEITCRET 52 &,

10. ZOHDEE

(1) A CHEM S NT=AFNOIFEERFY TH D TN F U 2 E0REBOPITANATKICE T 5,
TAMA, FEMERBEZXIRE Lz 199 O 7 7 2 R REERRBROMRERE RICH VT, A%
AEROBEREROREREDO Y 273, FITANPAEDORIETT 7 v REEL il L THI 2 %
B ICTADAEIRARE : 043%, 77 2AREE: 0.24%), FLCAMAEKDOIRMARETIE, 7
TRARBEL 1000 Ad72 D 1.9 AW EEHE I (95%EHHIXH : 0.6-3.9), F£7z, T
IWINWBEDT T T NV—TTliE, 77 /ARBEL 1000 AdDH7-0 24 AZ W EFHREINLT
W35 (‘71‘?)0
(1) AFIODRE « DRI TPHEDDBEORKREMEL A D LA Ly 7 R (PR L RREE ) |

Tho,

(2) FEREARIEWENRERBRIZB VT, AKX T v hOIRERICE 5% 24 R LL EIZb/z > THAi L
7S, B8 T2 RERNCIRER S DR T D Z MR S NTm, £, v~V A3ITAM, Tv
N6 AR OM V9 1 A MKE G EMERBRICB W CTIREROZLITR D b o7, IR
(BT S RIEH ORBLRIZ, 12 MG O ENERKRRER T3 77 B AREE 3.4%I123F L, AH
600mg/ H B CIXsded H AL, 900mg/ H#EC 1.7%, 1,200mg/ H#£ T 1.8%, FHifH Tid 3.3%
ThHY, 12 BEBGOUWIMNGEFRRBRTIE, 77 BRETRD LR ->T=DITH L, AH
600mg/ H #£C 0.6%, 1,200mg/H &£ T 4.1%, 1,800mg/H #£ T 2.6%, 2,400mg/H &£ T 8.9%, £
5 TIL 14% ThH - 7=,

(F) AFloERSNIZ 1 B AT 600mg TH D,
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(3) 7 v FONAJENERER 2 FERTRHRE D #E) 1B W TREMAMERRD STV 5,
5,000mg/kg/day (A#D 1 H FGHE & 600mg (2815 & M EHIRZEED 90 [5FHY) D&
CHENRAR MRS (BRAE & 2 VM) ORAENMEREE I, ZoFuItEEX v b
2% o7, 2,000mg/kglday (A1 1 A G & 600mg 1281 5 & b EEIREE RO 40 %
FHY4) O E TIHEZIEW T Z ORI B 23800 L T/, 500mg/kg/day (A#I D
1 H R 600mg (1281 5 & M EFRERO 10 f5/1Y) TITREITRD bhknoTz,
~ U ATIIMEREE HIZHRBAEITRD D h o To, REIOIEEREH CTH D I F
THIET » MZ 2,000mg/kglday (AFID 1 H KA & 600mg (2351 5 & N 2HIRFE RO 40
fAEY) &G U772 BRI Rk O DR o A AR R 5% o0 8 AR 23 s S 4u T %, 1,000mg/kg/day
(AFKlD 1 H AR & 600mg (23517 5 b M AHIREE &0 30 (5F/HY) TiXZ OEEO NI
WEINTORY,

(4) BRAGABRICIW T, AFIOKAFME D ATREMIEZFHE S TV,

1.8.3.2 FRLOIEDHRTIEN

EZ (ROBHEICEEBEELAEWNIL)

(1) AFIDRSY XIEH 32 F A% LIBBUE OBEREIE D & 5 B

(2) BEOEWRERERE (/L T7F=227 107 72 30mbUmin Kii) [EERHHTH L
NV F U OHPEEDEIE L, MAERREN ERT2BEANH L, (B OESH) ]

SR TEIRHL
(1) 2o\ T
A O— R FEEFEE L TRELE,

(2) Iz2o\T
BEOBMRERERE (/L7 F=227 07 72 30mbUmin Kiii) TiE, BEEONT
VENPREL RHBEAPEDO B, TOEKIIAHATHLZ L, £z, HFERHFIL 300 mg &
D1IBEDHTHY, HEFEILI00mg HALTLNTERWI L EZZET DL, Cod
30mL/min A O B B RE R T B IS ARKN 2 HESE S 2 = L ILEE) Tl RV E B X T,

1. EERES (ROBHBICFEEICHRETSHI L)

(1) BEEE b OB MR E BE (<ML - MEICEES 26 M LoEE > LU [y EIRE)
DIAZ )

(2) mifit (TE#E ~O& G ODEHEZMH)
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MIXE ()

R EARHL

(1) 12>\ T
AANIRR OB ZIECODIENTRIEZIT AR F BB INT %, TOIFEALE
MANNF e LTBRE V IRPICHRE SN S, BHEREDOH 2 BHE TIIA NN TF
OPEEDSRIET D ATREMEN B D Z E BT LTz, &b, ®mEOBMERERE (/LT T
=7 U7 7 A 30mL/min Kjiii) TiL, BEEONTYXNRRE L RDOEMPBFED LN,
ZOEKIIRATHDLZ L, £z, HFERANLI00mg FEO 1 HEOALTHY, HEFHHEIX
300mg HAL T LM TE 72N E&2BET D &, Co S 30mL/min A O B F RE F 25 B I AH]
EHELET 2 Z L@y CidenE Bz, [#R] &L

(2) IzoWT
AFNIRE OB EZESCITHEN TR 2 Z T A F BB SNk, TOIEEAL
WHNRRF o b LTEEL Y RPICHE SN S, EiE Tl —RICBEHEEMI T LTV
DT, HNNXTF U OHEIERNERIET DA REMENH D Z E M HRRE LT,

2. BEERERWEER

(1) AFIOFEIZ L0 IRERNEZRTZ ENRH DO T, BIICERL, BMOMENH S b
BA1E, BRI, EERIEEOMYRAEEZITO 2L, RS, BEREOEN, HDWITE
W AR ERINARO D Z ERNH DT, EMIICREGFZ £S5 2 &,

(2) IRR, FEED -HE£H ) - HEBRENSEORTARZDZENRHLDOT, RAIZEGHOBE
(I H BN OEERE, fERE M O B OBEICIERFSERNE S ERETD 2 &,

(3) AAIOELIZL Y, T, FAHEESOREENA U S aTREENH 20T, BEFIC, IREE
FIZOWTHIBEAT Y SERE L, BEFIRO ONGA @y eEs2175> 28, (20
fDOEE ) OHSH)

R EARHL

(1) lzonT
AAIRHAFIAEEIGMB A HND 2 ENWDH D, WEBMOFERERIZOWTELRE LR, &
FEHINZFACE D HEREIEI R, BEOEEFEEOEENREZbN., LEN-T, B
OGRS b 5A1E, BFRE, EIRIESOEURAEZITI LERSH D Z L H
5, ABNOIEHAEHY TH D H AR F U OIRMN CEDOREHAEZBEITRE LT,

(2) lzo\T
AHBHPIMEIRENAOND Z ERDH D, HIRENRE &Y, ERLFRIZORNS
FREMEN D D, HENHOEIRSE, GRZ O BROBEICHEIE VWL D FEET A MEN
HDZ LMD, RFNOEMNRHY TH D DS F O LEOREHKESEICRE LT,
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MIXE ()

(3) Izo\ T
ARAERHFIZHER, FHEEZEDOIREENALNDZEND D, LN -T, ZEERZ,
REEICOWTHZZIT ) EERE L, BENEO NG ICITE LG EZIT O LERD

Ei==2

5200, KBNOTEERFY T D T AR TF o OWRMIEFEOTLHE B EITHRE LT,

3. #HE{EA
FHEEE (BFRICEETH L)
S AR - HEE T WeFF - fabRK T

ELER KRNOEERBD TH DT ARCF o OHIC L) HARCF o | BEIIRAER, T4k
@ Cmax A 24%, AUC 28 44%ZNZFNHM LT & OWERH D, | R LV ELEEEN

AR S B AR F o OMPREN ERT28F0H 5 | Ml X, R2FIORILAH
DT, fEIREE O PHARIMEIEIRICER L, RIS UTAAX | #nd 3TRErERH 5,
TELVEXOHEZWETHZ &,

RERHL
KARNOIEHERBHI Tdo D X F o OIRMCEOFHE SBITHRE LT,

4. El{ER
EWNERRRERD 5 b, ZaMaHmEGIE 120 #id, BB AR 4 2 T RI/E I BUEH X 68
#il (56.7%) TH Y, E226DOITIFEMED E V30 5 (25.0%), fHHR 23 4] (19.2%), H.L» 6 4
(5.0%) Tholz, Fio, WINRKRRIRD O b, ZAMEFMAESIEL 736 F1H, BB AR
ZE e RIE S BUERNL 401 1] (545%) TV, T72b OILEIR 142 61 (19.3%), FEED
F 814 (11.0%) TH-o7=,

(1) EXGEMER (EX)

AENIOIEERB TH D AR F o TUFOBEKBREWEANHE SN TN 5D,

1) BRUBARE B85 +0ITY, BRESBEOLNEHAITEEEPIEL, WY 0EE1T
Iz &,

2) KRIEFIRERAEIRRE (Stevens-Johnson SEM&EF) : Bl & +312ATVy, BFEDVFRO N6
IS AL, WU EEITO &,

3) EFIMEBBAEREIREE - WIHPER & L THRSB, BENA DI, I O IZIFHRERES OlfashE
U »oREiERR, EMEREEN, ArEeEkiES, BV LoSERIBLSE A 1F 5 R E O EE B EUE
WRHLONDEZENHDDOT, BEE DT, O LX) RIER1H S b GEI2i
Beha ik L, @URLEEITS Z L, Tk, BB, RBE, FHEERESOERDBERS 5
WITBIE LT 2 2 ERHLOTEETHZ L,

m

4) BF%, FFHEEREE, &E 8182 T+, RESRO oG alcid&kb eIk L, @
Y7 iLE 21T D Z &,

27



1.8
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(2) TDthoEIER

5%LL 1~5% A5 1% A
[P TFERERECRIIN, i MRS N
Lol i hE
H e Ok s [Bl#EPE D F U
R PR e
H IR E L, AONEER, | B, WMEAR, IEEATRE, TR
I, {ER M, RREEVE, 8%, BB

PR R

P EE M O 5 R PTAR R

BTr, GyRE, R
HIEM

FURRR, BRETRE, RMVETREE, 18
T, EIE, (RERD

JHRE S R PR ALT (GPT) L5, v-GTP L&,
AST (GOT) L&
R O & CK (CPK) k% BATLHE, JREE E5-
B R M OV A ML e = DUfess, e, fhREHE, RO,
L
TR E IR (19.3%), | 5HY%, 8%, Mk | EEIEE, SRR, RE, BIR
FEEDEW | E MR R, AR, SRR
(13.0%)
gl ENTET: SRS g
RIRE, R, Vv
R —JaaR
BN OVR B R BUN |5
B2 B OV T AR BB, T O PEIE
i P e I JE
X TE AR B

AFIOAGRAY - HEIZ 1B 1[E1600mg Th b Z Eovd, LAaVERFANIER] % [E N & OMES g R
RO DB, 12 B GREROAK] 600 mg 58 (CL-0003, XP053, XP081) K& UNfEAMEHIE G-
B (XP055 : 600~1800 mg) DJEFIE L, TOMFEICE SV THRE Lz, 28, AAIOEKR
BR O 1L MedDRA DEEAGFE 2 IV TR L, EFEHERIC IS W TR L 5 W HEE L OV FRIC gD
77

(1) 12>\ T
KRN OIEERF T D H AL F o DERBEWE 2B E IR E LT,
ENEERRBRICB O T, EERENER & UCTEEY V@R LR 5TV d, Y
BRI, TRBREEE GBI ML D VOB DI, FEICE ST Z E N BIRBRIE L DB
HEEZRET LI EIETERNWEZ R, FH#EHLE LvW) EHIEL, LL, 1R
P SRR ECEME Y L OEO RH B ARD SN TWD Z & L0, TREREE 5B
T 0B Y ORENFE L T RN SN LG, KRIEICITEME Y oo E 2 i L
WZ kb Lz, 2B, 7y bOBRAFHERERIZE L TIE, [10. ZOMoOEE) IR Lz,
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1.8
MIXE ()

(2) lzoW\T
AN O E N e ONESMG AR R (12 3 B 558058 O A A 600mg £ 57 ) OV E B 5588k O
FER) 1ZFBWT, 0.4%LA L BFILLIE) OMETHRELLZEWEN 25t Lz, o, TikFE
IEARREFEMERED 18 5] (2.1%) WD HALTWDH 2, FEE (DOEfL) THDH Z EMHAREIZIE
RE LN s e LT,

EE TITEHENMET L TWAZ ENEWNWED, Z LT F =7 0T I AEEBEICRE
mAMET AR EEEREICKG T L, (KHE - HEICBEET 26 /H EoEE > OHESM)

X TE AR ML

AFNIR A GZHCOINEN TR A Z T AR F BB ENT- %, FOIFEAENT
WX F e LTEIBRE D RPICHRE S D, mld TIE—RICBREENE T L TWDHDT, I
N F U OPEM D RIET D A[REE R S D Z E M HIRE LT,

6. WEim EiR RIGBF~OERE

(1) 3EI&FF - AEhm SUTAEHR LT % ATREPED & 2t NIZI3TRIR L oA ey et 2 LRl % &4
WrSnIeB Bl O EST 25 2 L, DHETOKREGIZET 22T L TRy, IR
7 v FTHREBELORE~BITT 2 ZeNlE SN TN D, S6IZ, EIRT v M RUUEIRY 3
FICHREG LB RSN BRI S 03 2 S 4, FEAEIREM IS 5 L7556 & b L Ttk
DSHTRT D ATREME DN IS STV D, £z, FED D2 WITHME (7 F), IRIEORAEE (T v
FROTHX), HAEROAEFRETEMEEE (T v b BEOLATVD, ]

(2) BL2UG . HRICRETL25A 3Lz TIESE5 2 L, [EWER (7 v b)) TP
~ATT LI ENHE SN TV D, ]

X ERML
(1) lzoWnT
IR T D ERMEIIMEN. L T 6T, HIRT v N THRAORE~BITT6Z &, 4
WRZ v B R ORI G LRI B R ERDERAOND 2 &, £, FED
DWVIERE (T3 ), BIEOKKE (7 MEOUHF), HAEROAEFRET K OMEAE
(v R) BDRDODLNTNDZ ENLRRE LT,

2) lzo\T

RAIMICEAL T, 8ER (v 8 TP~ BITT 22 LpdEshTnD 2 en
HRE LT,
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7. INRE~ADEE
AR, SHrEE, LR, ShIRSUIVNRISR§ 2 Lt 3msr LTy, (B FRRER 2N 72
l/\O)

ERTEAR L
[EI N K ONEAMSE R BRBR 123U C, 18 il O ARk 23 72 <, /NS )T D 22 M E I Tk S
NTWARNZ ENBRE LT,

8. BERSE

(1) fEK : AEICB W TAAZ 6g £ TG LI HE I TS, MERGRICALNTEE
PRAERIE, REAES ] LR, PRV, BFRROMHIR TH S,

(2) W& : SHEFRIEZIT 5. RAIOIEEGHY Th 2 W30 F AXMIRENTIZ & 0 BREATHE
HY, FEL TWDHIEROBREIDS U TMEERT OFEfiz BB+ 2 2 &, (IFEyERE] Dl
ZH)

R EARHL
1) Izo\WT
WEsh e B LR 53R [XP069] o & &4 (4800mg, 6000mg #f) (2T, HEE DI
TERN B LNTZZ EDHRE LT,
(2) lzo\WT
KENDOTEVABI T % WAL F o DIRMNTEOTZRE S EITHRE LT,

9. HRALDIE

(1) FEFIZATH : PTP Q2 DOIEFNLPTP > — h OV H L TIRHAT 2 X2 HET 25 2 &, PW
T FORBRIZ LY, FEOSLAE A EERE AR L, ISR LA R 2 L TRtk s
BEELAHEZET L2 LR EIN TN D, ]

(2) BRAABEE : AFNIHBIERFITH D720, Elof=0, Fpn=v, §0O8L70 LARWT, £
DEENETICRHT DL 0FET 22L&, [Hloeb, #rnizh, 7025 L720 LTR
T2 &, AROBRBENEONEBENAND D, ]

(3) BRER : RLOMEITE - BROYEEBEZ T HDOT, @MIRTORTEZRET, J LW TR
52 &, £z, WEBRHEZRITBERNE A SN EHHOREERICAN, &iE - 5%k
J, WLWEITCRAFET 52 L,
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MIXE ()

ERTEAR L
(1) lzonw<T
Rk 8 A 3 H 27 B AT B3I 240 S ZHEVVERE LT,

(2) IzoWT
KB IRHNERH TH D - ORE LT,

(3) IZoNnT
TLHE i K OV D 22 TEPERRIR O BRI B D & BUE LT,

10. ZOHDEE

(1) ¥4 CHEM SN ABIOIEERBH TH D H AL F o 2 ELEBEOT T ALK T
%, TAMh, WBHRBEZ SR E LTz 199 O 7 T & R 5 REERRER OMEHE RI2B 0T,
HASE L OHZERORBDO Y A7 3, i TAPAEKOIRAR T 7 v R L il L TR
2 5@ < (LT ADABRIARE - 0.43%, 77 BAREE : 0.24%), HLCADAKOIRARETIX
7T RARREL 1000 ABHTED 1.9 AW ERRE SN (95%EHEXM ¢ 0.6-3.9), F77,
TANNVBEDY T T N—TTix, 7T BAREEL 1000 AHT20 24 AW EFHESH

Tl/\é (ﬁ?)o
() AHNOZIHE - DIRIT THFEENOREDORIEMEL A LA Ly 7 EGREE (TG LN REIERRE) |
ThHo,

(2) FERSREYEREABRIC W T, KFILT v FOIREKICE 5-1% 24 KeRHILL B2/ > THA L
Tehs, BehH4% 72 REICIRER D OIHR T2 Z L S vic, £72, ~U A3 THRM, 7>
N6 A ROV 9 I A MRER G EERBRICB W TIREROZKIZERD bz d o 72, IR
(BT D EIER OFBRIL, 12 WG O EWNERKRER Tl 7 7 B AREE 3.4%I2% L, AH
600mg/ H B CiXidsd H v, 900mg/ HAET 1.7%, 1,200mg/ H 7T 1.8%, E#IE 5 Tl 3.3%
ThY, 12 BEEGOWINERRER T, 77 BRETRD SN2 >72DIZxt L, ARAl
600mg/ H #£C 0.6%, 1,200mg/H &£ T 4.1%, 1,800mg/H &£ T 2.6%, 2,400mg/HEET 8.9%, &
WEEE-TIE 14% TH - 7z,

(1) ARFNOAR SN 7= 1 B HEIL 600mg THh 5,

() 7 v FoOPRAJEMRER 2 FMMHIRAOEE) ITBWTEBAMERRD LTS,
5,000mg/kg/day (A 1 HEGFE R 600mg (2817 % & M &HIRERED 90 /%) OHE
B R GRS (BRI & 5 VN T MER) OFAEDSMERE S HIZHI L, £ oEIIMEL v &1
(2% 7> 7, 2,000mg/kg/iday (A#HID 1 H &K & 600mg (Z851) 5 & M RHIREEEO 40 %
) O 2 TIEREZ I T 2 O R 5 A i fEs 23 88 L C 7=, 500mg/kg/day  (R#| D
1 HERARH & 600mg (123517 5 b M H g EO 10 f580Y) TIXRETRD bR o7z,
~ U A CIIMERE & BT ANEITRO o To, RENIOTEERE T 2 TS~ F
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THIREZ > M 2,000mg/kglday (AFID 1 H AR & 600mg (23651) 5 & N2 HIRFEEO 40
fEREY) 2 BeG U 72 BRIC R O BN AR B3 A B I I D 38 A4 3 i S v T b, 1,000mg/kg/day
(RHF D 1 HEGRAKMH & 600mg (2351F % & B IREE RO 30 (5HHY) TIXZ OIEE ORI
WE I TV,

(4) ERIRFREBRICHRVT, AFOERFMED FTREMEITRHE S TUvRuy,

R EARHL
1) lzo\T

AENOIEERID TH DI NN F UG 11 O TADARE T TR EDTANA, K
RS A x5 & LTz 199 O IEVEA L ILEGRBRIC W C, AABELTA (AR, AREX,
BARYEf) KOV RSB T 2 WS 2 M L7, ML CANAIREZIRA L TV A EHFIC
B 5 EHEHTADO) A7 3T T wRBICH U CREHICEZEICE N Z & 2R DR
BFonlcZ & kERmEELF (FDA) IAE£ LT,

RENIOZNHE « hRIT THEELDBEORRMEL A N LA Ly 7 AEGERE (TR LA RERE
BERE) ) TH DD, ARAITOWINAMT CEIC AR EE L O H R BRI OB Y 2 7 (BT 2508
HDHZ D, ENICBWTHEBBEZIT) Z & L L, RBIOEERHY TH D H T
VOB SCEOFE A BB ITHE L,

(2) 1IzoWT

FEFGR I ENREBR IC B\ C, AFKIT T v b ORERICE 5% 24 FERILL B2z - ToAfi LTz
0, HBG% 72 RFICIRER N DIERT 5 2 L s S vic, £/, BN AR OMRSMRARRERIZ B0
T, F, HEREEEOREENLONIZZ 0D, REIOEERBEM TH LI A F oD
I CEORHE S EITRE LT,

(3) Izo\ T

ARIEITT v MZBW TR IS (RIESD 2V I3 EE) OFRAENEIL, AFOIEMT
R THDL T AR TF BN THRBEOREN DD Z D, TR F U ORMCES
BEITRE LT,

(4) 1zoN\ T

{RAFNE D ATREME I LR FRER CRHI S AL TV, REIOIEHEGEH CTh 2 X F oD
I CEESBITRE LT,
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1.9
—R&EI A TR

1.9 —MBHEBEFIZERIXE

1.9-1  JAN
TR 21 4F 12 28 AATIRESREATIE 1228 55 15 Zlo kL v @ sz,

JAN :
(AARL) AN F v =FHLen
(3£ 44) Gabapentin Enacarbil
b4
(BA%) (1-{{({(ARS-1-[2- A F LT mX ) L )NAF U= FF ANV R=)T I AT}
U a sV
(I 4) (1-{[({(1RS-1-[(2-Methylpropanoyl)oxy]ethoxy} carbonyl)Jamino]methyl} cyclohexyl)acetic

acid

19-2 INN

INN : gabapentin enacarbil
B4 (1-{[({(1RS)-1-[(2-methylpropanoyl)oxy]ethoxy} carbonyl)amino]methyl } cyclohexyl)acetic

acid

AL (E4) 1 rINN & L C WHO Drug Information 2006 4= 20 5 3 5, rINN: List 56, 214-215
HiZH#isnhTnos,

201 1



1.10
£ -BRFOREEEEHOFLD

1.10 X - BIEZEDHEEEEEHNDFLD
224 - Bl (1-{[({(1RS)-1-[(2-Methylpropanoyl)oxy]ethoxy}carbonyl)amino]methyl}cyclohexyl)acetic acid
ER (B4, - w/\m/%/ Iij/w:/v (Gabapentin Enacarbil) ) M OV O 8L
ACHX
o K W)L COH
M OEHG FAEAR
Zhae - #h R HEEEN S EEORRIE L A N L ALy 7 AJEERE (T Bk 1k AR RERERE)
. - WE, RAAIH AT =FHret LT1H 1R 600mg %4 &% IRk 0% 5
it - & +%
BIFEE DI E [
iR 4 KO R WA F = F e
R BUF| . L7 I A bEE300mg (L EEhH S F o =S HAELE LT 300mg EA)
Ak
¢ o | RO
i | PO e | e B AR
(mg/kg)
- y 2000, >2000 : JEENEAR T B O B D BRI
7R [ BRI ST s | 0% s s000 : e imttooiist
2000 >2000 : —i@HEDOREIKT
P | A, #E | 9 5000 >5000 | 5000 : M TARMERR YT 2 — % (RBC,
Hb, Ht) DEfE, MAFRILEREIN
A
= | BGREE, , BhHRE | EHEMERE o 7 S g
B TR e i (mgkg) (mg/kg) F72 D RBR R
>500 : fEEIPER T
g, | a9 |02 500 | 2000 : st
~ U (FHAR AU A S )
A, 500, 2000, _ N
Py 9% 5000 500 >2000 : (AN
>500 : —IEPEIEEMEIR T, IEEYEREN,
E P REENBEEA, ARRATEV IR (RHBL
BB S) , IThL RS LRI -k
@i 23 | oo | 5002000, | 2000 (HE) | M CHE), SRANE FEAERIR N (HE),
T = ' 5000 5000 () | JREHEN ()
>2000 : fREIIIN (BE), TENEEE &1
(1)
5000 : (A H I 0 &l ()

Tk >500 : —iEVEDIEEIMER T, WidE*, i
PLIRANE LB I ve g s (k)
>2000 : IREEIGI*(KE), TR =HEN

. (MfERE), EIE RN (), 180

Bl | e | P00 | <00 | ArmERESEAR (), AR
BN (i)
5000 : =t L AT v —/LEAAN(HE), FRR
JREE RN (), BN N (M),
NBE U A e oD JIE A ()

, . 250, 750, 2000 : WG (FRME &R L2V ;7 L
g 2R E 2000 2000 | Ny —ECG M I L
3= 500, 1000, e
ani | 9% | 2000 2000 | BT L
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1.10
BE - BRFOETEEEHOTLYD

P
, E R , BeHR | EEER o e g
i TE e i (mgkg) (ma/kg) F2 7= B B Ak
>500 : TN E RN (HE), VTALIRANE
LR RE L AE s (1),
>2000 : BigE &0, TERARE R
(), FPRHEER SBEN(NE), 18 PEETTIE
EESS LR (), T RAIRERE LR
e H B »
gok | Eh | e |SREM | 2000 | pumsmE (k)
5000 : JRiE*, REE*(HE) K OFEAE
o, FRIMER ST A — &b o O HER
A (BE), T SRARMERIE b Bz N RO
A (), ANEE AL R 0D JIE R (it
1) - mIEMES Y
&, 250, 1000, e
v 9 A % 2000 2000 TR L
T ARBEEOTO~—27 (%) FTRICOWTITEMITR & A7 L (2.6.6.9.1 &)
TR

FE R IR SRR BIE F S BB (R R AR A L A B & B de) - 399 1451/535 14i(74.6%)
9 fth B DR 00 R (S B4

FEIED E W 177 141(33.1%)

fEE AR 167 f41(31.2%)

SEYR 25 {51(4.7%)

L 22 15i)(4.1%)

(s 22 141(4.1%)

S K 22 151(4.1%)

FE PRAR AT 5% i 28 ) 0 RS (TR B 40)

i R AN 25 $1l(4.7%)

M7 V7 F ok 2R — P Hn 22 15i(4.1%)

TI=v e TINFrRT =T —EBEM 16 (3.0%)

y-INE I T AT =T —BHN 14 $1)(2.6%)

B P R AR N 14 141(2.6%)

ML e Y L e RN 11 $51(2.1%)
BLAE T sk s e T B (R R R A £ £ A1) 953 BIASTT 1(60.4%)

I fth R oD B (B A1 %K)

AR 376 141(23.8%)

FEEO E 262 141(16.6%)

GEpT 110 #1(7.0%)

9 57 69 151l(4.4%)

D 68 15il(4.3%)

H Rz 49 11(3.1%)

i PR i 2 (i 2 o AR Bh O FEH (TR LK)

REEHN 29 151/(1.8%)

M7 V7 F ok 2R F—E 20 Hi)(1.3%)

TI=r T N TR T 2T —EHNN 9 151(0.6%)

SRR L ER AR N 6 1511(0.4%)

TANRTXURT I ) T A7 27 —8HMN 6 41(0.4%)

/NN 4 11(0.3%)

DFaEHE N 4 151)(0.3%)

y—INEINNT AT =T —EEEM 4 151(0.3%)
= s T AT T AR A A R




1.12
AMTEH—R

ASP8825££300mg
RMTEH—E

AT RAEEK/|RASH
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E 350

mBEICETIXE

3.2 T—AXIIREE

32S RE

1.12
AMTEH—R

B o e S b g AR o= ATl -
CTDNo. | #ERHE = FA b A T i S0 1) BRI i b T @i, men | RS | seween
3.2.8.1.1 — ASP8825)5 K — et 4K T AT T ARG A 7 Gl U T AT T AR A N — A Al R
3.2.8.13 — ASP8B25JFSE —fitftk T AT T ARERRA R 2] B B T AT T AR A [ — A Al B
3.2.83.1 — ASP8B25J5UIE FiME HEIEZ DO RHEDAEY] T AT T AR R AL 20+ T AT T AR AR L [E — A AR
32545 — [ASEeIUR RO RBROSEIEOR |z o apmppsiait | offely | 7277 ammmsai G2 - FFili
3255 — ASP8B25JFUNE HEHE S IR U T AT T AR AR g G B T AT T AR A E[g) - AR
3.2.P A
B o e S o b g AR o= ATl -
CTDNo. | #ERHE = FA b A T i S0 1) BRI b BT @i, e | B seween
]

3.2.P.1 — ASP8825§£300mg LA K UL YT T AT T AR AR AL 2= XenoPortt: A - AT R

T AT T AR

[

32p2.1 —  |AspeszsiEsoomg WAIMEO®ME WA | 7277 amsmstt | offE o % " - A

T AT T AR S

[ ]
XenoPortft:

32.P.2.2 - ASP8825§300mg Ll T AT T AR AR 20+ M - AT

T AT T ARt

XenoPortft:

32.P.23 - ASP8825§E300mg S THE OB DA T AT T AR AR 0= =P - A R

T AT T ARGt
32P24 — [pressiEsiomg BAMEDRIE BRIORE| 2oz xmmpsan | offely | 7277 Ammmsai [ ~ B
3.2P25 - f;f‘fﬁﬁg;g WARREORS WEDFOR 525 apppaan | ol | 7277 2msemasis [E - Al
32P26 — [porepeesiomg WRHCCRAMOGE A\ vz oz | offely | 7277 Ammmsai [ ~ B

" W 5 R I 2 ] -

32.P.3.1 - ASP88255E300mg il Al T AT T AR A R 2= o, o REAm A
3.2P.32 - ASP8825££300mg Bk AL )y T AT T AR 0= T - =N - AR




3.2.P HAF (FF)

1.12
AMTEH—R

3 Pl £ R .
CTDNo. | MBS s B RN PRI @ | R | R
ASP88255£300mg  BUiE TR OF 7 itz A + =12 | o A 1 , S
3.2.P.33 - iy T AT T AR 2= T [ REAm A
—_— v 5 IR AL ] ~ -
3.2.P.3.4 - ASP88255£300mg W TRK OEE PO EE| 7 27 5 2 Mkt &t i T — = R
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