3
N | =
=1 ﬁ],_ —~ | 9
a |7 - S - =
- =R Mo g T
N el < o
- e a | X R . T~
r S L4 Z @ A 5 SDET O
oy — To 4. e x W W R el o
o0 S |3 4 Al I = ® x W E T
= S | w il B 7o ) wmsh
~ S E.u s = ~ N o] & T o~
_;._o _ S or N =) i o T oy W oy T RS
X ol SHECE o5 H ar o do W % y
- o0 o} e | T =T Ro DS _
B . 2 i S o = wﬂ S ) o 2
T ™| 5 | T amawi e LN E do
g bl E | X e g 4 o 08 N
= 0 ole = I < o I wm LS ¥
— — — %) —_ N — t ..
0 o | o (B T G T PETE X
i o 5 | L sl i < *hx8 3
7 N El DI frIe w © Kop® 2 ~
= BlE|T| G Ts o 3 T
__Q_ _ o il 2 W X |zm o H%_ g - ih) Nfo
— rall ™ = 242 do N N T
O_H W i _z—u T 1m N x|z s > o o o W
: = % | E I o owT T B
I N N £ 4r B - F oz X i
X0 ) E || =% = o)) o & X 5
o 5 « = T SN o 2 ok 0T
- freg oT i)} O T T Gl <0 & ,ﬂwm T S
KJ x < o = | g TR S p w- = I <> g,
- <H 5 = KO To! o o ~o " o _ e ~ JJ o =
Ou_ 0 B — = W R &3 < W b = >
o | o' T o B A a =g <
W L w 2 [ ) R a o B I el
oF ) Ly))kk} Y - I T °
- ;OL . — 00 oF jo XE O..ﬂo . E._ o0 . —_—
o o — _ dlo ) | ~ o M o 0 )
Sy Y = it RERTee ’
2 B |do i = M LT o
L 1 = o ) o) B W o Gyl
= | = e | ol ) Jo o o st fo &
Eolm | x A o % =
_ﬁo @ 01 _M#II\ n_mo ‘_Jﬁmo mﬂ
™ |© @ < oo
© x°
<
©




= HAWes d& WA 1725 v Ao 257 50mg7kA] st oF 3
otk 54 fFALFCZ 19 100 7 200mgs 149 13], §2 232 Fdsto F
ol gtk

©® gurxo g fREHARS] FEFHITA FoAgol dHA UA &e
FHARAE FoAsts Aol iAo §F SUte HREHIY FEZ 2
OJES W& FAT W dF §FS H &t I

4 H 124 o]FY Aot(1¥ &%, F718H)

A1-2F | A3-4F s &
200 ~ 400
208 BEZ ool 100mg | 8
EZ Eojulx gL 50mg (8= 3= =)
Lo TR ag 1) | eAg ) =2 W 7A] 17250
A ) ]
o Ao 100mg? = HF
12.5mg 100 ~ 200mg
vy dzoe]| (25mgS | 25mg (1Y 13, F& 232 BTF)
EE FoFd x| 29 13 (1Y 13]) |[FALZd =2 wj71A 1725wt
o) ol 257 50mgH S H

2) 27 12419} 2o}
O EEZZo]E(Valproate) g Fol WA ¢hv &4 thE FAMA(LZ=
dolE Al WL} BAG] ELE FEIE FAAES BEsle

Fxo N 27N EFo A 25 B¢ 0.6mg/kg/ LS 1Y 238 FFA3}a,
3

a5 W7A 1725 ve AW 1.2mg/kgs T T FAEFES 5
15mg/kg/ €=, Al 400mg/ L] &H7HA] 19 23] st FAFTh

@ TZZo]E(Valproate)E FoF &4 : thE FH3HA| o] oo}
ARl TZROO|EE HEsle Ao x7|§Fo= H 25 &<t
0.156mg/kg/ 4= 1€ 13 Folstar, o= 2532 03mg/kgS 1€ 13 F

oAtk olFole= HA WS d& WA 1
SEotoor ok HA 9 wkes 47 AR T4 FAEFE 17 5mg/kg/
U=, Al 200mg/ L] EF7A 1Y 135 T= 23] £F3te] Fogi




2712419 Aol(1¥ £, F718H)

A1-2F A|3-4F A& F
2YE TZ2d)0]|0.6mg/kg/ L [1.2mg/kg/ L #0l 400mg/ <, 5-15me/ke/ 2
EE FoRA Z=|(19 28 (1¢g 23 (1% 28 Fowenel #7018
S pgEey  |Rama) °] HEF 1725Hth Ay
12mg/kg/9S 5F
Aol 200mg/ ¥, 1-5mg/kg/ Y
are wmzol 0.15mg/kg/ < |0.3mg/kg/ <L |(1€ 13] Fo] & 1Y 23 &
es =ozal @X}Z 14 13  |1¥ 19 dEA)Y FAEZF] HES
Fo) Fo) 1727 mek Ho 0.3mg/kg/ ¥
S 3%

a9 Azws

24] wRre] dolo] Mgl o] efe] Abgo] B FRE FEEA eheh Aol
oA SEER Agel B 8T FuE gk 53 Lole Lol
S B85 24 vlwe] BANA GREAR) AEE AnHA P
H, ol Aae 2718% 249 ofelg wEold -

2
)
Lo
i o
i
32
o
(d
fru
r o
)
k1
L)
rr
P
N
ofo
oft
ME,
ofo
of
ol
)
o
fljo
g
S
S

SO




07200mg/¥=E, 14 13 E= 19 23] 285t dF Axoda= o
271 #1385

She weS

ARl & 124 o] e &ol(1¥ &%, BEa )

A1-25 A|3-45 A& F
25mg 50mg 100 ~ 200mg
(19 13)) (1% 13)) (1Y 13 =& 1Y 23] E3Fo)

) 27 12419] Zo}

124 mIREe] AofefA] o] kS T g o g Fody] 98 7 ARGFS
Z]
2]

AT A4 JFART} of

2. FZA ol

GRERY Fot A gFow AFsE o] 4H FHAT Fo
2e 8% 2% AYe PR AR %242 F A

GRENE FF SeEA0] Uehd gd4e] Ut FIH Ao DA
A Argste Aol A4AG

1) 4 A3 g0 =Delr] A3 £F 27} A

$eZo AL dwar] 98 e ABLWL AEAES shtw, Gu
Ee §A FAHEFe] 22 W AA 677 2T F OE HA
AgotE Tt FANGRL FUHES )

18A4] o] AlolA #FA AAZEFo =2 WA AF £FF
7}

(1¥ &%)
E¥ A
A12% | A3-a% | A5E jﬁ} ¥
(65)*

12.5 50 .
FAA A ﬁor]nig 25mg 10:?; 100mg (1¢ 13], &
(. wrzooE)z = (; ag 1z | 07 Ja P2 BT

m = -

A% $4 OM8say T T e A 82200mg)

) 2=
WEFOO]EE Fof 3} 657 300mg,

50 100 200

I B M8 lmg A 72 400mg
o 5 1Y 13| (1 28 | (1Y 29 i

7 hebA, k2] HA FFE 5 Aok

Fol) BT 2T

2)E FoIFd 84 (1< 28 w@F)
gREZH QJAHZQl 25mg | 50mg 100mg  [200mg
ETHTH AsAEol|(1Y 13 (1Y 13],] (1¥€ 13], |1 13|, F2




;OO‘OI Ot .
G 2 T T WD N ©
= % 70%%§§r mwh%ﬁﬂn@@ T XTI TR
T - o P T W iwrﬁ%yo_ed g T B
ﬁ._ Maa E%uﬁ%% T o E%O_OET LTEH,..MMA/T%%OWO
o ox o e N ~ 0 —_
b ﬁnw W%Wawr% @Mﬁﬂefﬂﬂw ﬂﬂﬂ%mm%@mﬂm
AT IY IEEII S LT >
i) o W] BN g oo ER A W oo ,ﬂeef{
- ) ua2bm| o H,m_a71aad.| ZE_.oMmHEmNmﬂro oy
~| TwTE I Egz%%@i e = g W
M oo 5 Rk N &0 o o T oo 1N o
Otﬁﬂﬁ; lﬂL_Lﬂ_ﬂo ~ m._]oﬂ o,_tm:idum/_ ooﬂeibiﬁduSZ%E
_zﬁzaﬁ_ _WL_/:LokAT ﬂ‘_ﬁﬁﬂ%l %ﬂﬂmmﬂoﬂefé ﬂﬁﬂ%efﬂnﬂ«_ﬁﬂﬂ
i gl ~— — 0 .
_ %o No Maom_zﬁmla ﬂ%%%w_mﬂrl &wﬂﬂﬁ@@@miﬁr.
T Mo o - HT LY P Iy )
ol w GO oo —_ g - L o o N ~ ™ B3 Tt
| p23c FEyEE Dsilie gzl Frigs
S| TIgd wpArt ok £ 83 R R L R
— O AR o) o — o a7 ] ™
= P T M e T Ny ﬁM%Mmmﬁ}oﬂ,ﬂ%
- R o o ™ Wc N o8 WX g o o Ko T I g W o= R o
dﬂﬂuﬂwmﬂ ﬂ%;TOWa ]_n:Eq_ouq_oul_MH uﬁdlio_soL Htmmz_
oS 7o X E._q_o%?_wo XmaoW o o &LﬁeTu_.Ed;Eoiil/du
g2 | X g o S w0l M il V) 2%
2Ee ZITE LITYs P g L AT
,_m,ﬂml__ olJ z O_ﬂ_rﬁ E,l_,_Al : ) o W Ooar o oo K _
DRy dEEE s % "m BT T ©Fw TP I
_n: \ul o ‘mw dl dl &O V\‘mo a &O ﬂ_Dl E_E ‘m Z._._ — NR.NI dl EL \m "._\.L‘Nro O_E :._._ _@_v\ _&ﬁ\ N E._ Lﬂwo
2T ETeTaﬂ X B = E%#P;Tﬂw% :mumeo# io#%
EEVET I T _n__oua]gef_ﬁ S R 0 = Al Oﬁaoﬂaﬂo#mué
= 0 :.:u O_ _.EE O“_O 1.%1_ ﬂAl ﬂﬂM D.:u \.w “w dl “HIE QOEO.UI Z_o nArO ﬂx_ HT‘_II.VI &O — \mwo On_ O/
Tl wow T Eaany MYEREm T R LRl
7 5 G g -Eas d WS 2 T R w £
S W o my%% iimﬂmo_s ma%/w%5&w]§ﬂu EQE],Z._ B g
EC L M N TR P Eem g
X0 R mo
@uﬁ..ﬁﬂlﬁ@umioﬂwo




1

FIFA BAgA A A 2

d A AR &F (1Y &)

Toug Bl E
° o¥ o) B
RSN EIEIE
~
T ET W p pp
@ﬂ%im%m
wFowm Y
o S
e
\O 0 .
N
B E
OmmE
C ity E B E
= ﬂlﬂ%mOOO
TlEMa NG 88
mﬂgaﬂ%
S R
~
B B
B S o o
wom =
5 A o
W )
!
™ x|
o Nfo
=T |=7T
O K
<
i WE
=8

2]

gy FAFA F

ZAZEA (e

o F

W

Zoo]E]

E)d ReiFA F @z

Z o]

H
Gl

1

a4A

@

1A (el

[

o
o
Njo

22|

pl

W

el
o
ofo
22
Hr

W
b

i)

el
o
Njo




s

:‘,ﬂ

EREEEEPER

S

Tl 7%

7taRd mE 34 Bl FAAAMY FREZHA &F

=
T

ge o9

Z3 (194 &%)

— — — ¥ ¥ b djo
_ K . |K . |X .| %o b0 o -
&ul W oF ok ik g g = )
I el Y s 818| *
o oM o o 5) I
% W £l Bl x| & | % ML
o o o o0 joT9) jo9) I
8 og*e*g £ F|
3 v v T S | & | 3 w
[S3} s\ — !
% % % ¥ ¥ IH
50 bo b0 L0 50 o0
L OE|E|EIEIEE| =
B = | = |/&8 | & |8~ Moy
o W B oo/o o0 50 50 60 o0 b0 o B
sy g E E|E|E|E|E| WE
BHeH S | 8|58 8 8] 48
W d do o
of fY T o s "R B
N = X 5 = o A
,_._
—~ 7 Bl = o wj do uip
g GRS P e
o — X o]
Gl X ® " %o =
Bl T o0 o= B =
Gl Wm N oy _,w__u ﬂw
.. TR ar X
ﬂw% L#ﬂwﬂ o;ﬁaow_u
= — = <
Xooow o R % A P N
B oo T N ~ 5o (S
X W oF o
H T Ao B4 T R R L
o] EE oo o o ER T Re o o

o

il

o

(5) 184 m|gke] Zofef o

01-1;]__

1

0

3715 %)

S =
T

"0

o

A

T

A4 9]

At

18] o

o
5% 3k

2= 7}

z3s




A,

2 s ojop

o

X
KR
03

.

—_—

)

v N-

F0
of

NI

T

4. AA

=K

s

W

Aol A

)

ze]

Zil

%

K

A8

~
o

&

A& F7HA]

o
T

PN
5=

o

]

(e]

b

A

bo) ol Folshe] Alzh

R

°

7}l oF

[¢)

]

Ry

o

=

5

Nlo

ass

°

o7 Zasfof

S|
oy

of wet FA8F7HA At

3]
S

A% A

—_

AR 124 o]/de] ofdoleMel dAa Fo AL a7

= Slth

<7

k)
T

stojof 3t

Moz B

;3'

aL 9t

].

o

ol

|

A

i
of
N

o))

|

i

)
yil

Fod oF

°

stoh, W)

°

floF

0]

%% (Child-Pugh grade C)¢] %t

=
, A ZIZRE 3671Y

=1
ol gatol 4

-

71

]

A
i

iy

7}

Al
=

7]

2 %% %(Child-Pugh grade B)
=

o

S

|
LAMICTAL ODT 25, 50, 100, 200mg, LAMICTAL XR 25, 50, 100,

; a8 fAe S

15

- "= LAMICTAL 25, 100, 150, 200mg, LAMICTAL CD 2, 5, 25mg,

=]
~ = e 25, 50, 100 mg, 219 270184 2, 5, 25, 100mg

gl SAplA BREHS FAD wf F9
> 9]

Aol Ao A

9.

o
@ oF2]Z}-8-7] A | voltage-sensitive Na channel blocker

© =9




200mg

- 9= LAMICTAL tablet 25, 50, 100, 200mg, LAMICTAL dispersible/
chewable 2, 5, 25, 100mg

- 55 LAMICTAL dispersible/chewable tablet 2, 5, 25, 50, 100, 200mg

ofekF o] FEHSVFAIAAAL 7 (A2010-81%, 2010.11.12) A2xA|8% [

@ AA=xI 1] LAFEAEILE; 3. Fadie] M2 24 v FFvre] S
A — SLA)

HEA A1 A {

<FaAR> SE gl

29 1. A1ZAME

EY 2 dAAFEAN AEQS HaA




1

2

2. =4 19 Aol Aol A 9

<89 1> AR

o
&o
gt
ojo

ﬁ\lﬁ
7o
NJo
e
olo

NG

el

M=

S

7}

=

[e)

=
A

e

4 ™
=
BN
(@]
5 N
— —
[ —
X
H S o
W F N
—
~L —
L ow P
o0 H
& S
o T
I
! g0 B
o N
S =
— OW ‘_ﬂ.ﬂ
o0
v ER
o —
= B
oY}
L R
Wram
o

] 500 mg/L 7} A o] &&o]

9

9

GH

)

=]
-

200~400 mg(23] =

A 3.4
100 mg

A 1-2F
50 mg

E

2 9] o]




EREE R

hvis

2v =, 2d

hya

o] YUK, Zt=ulnlA|A, ¥ =nu}= 48]

=

E

=

=

o

l

mOME w
T T wu
o o o) e
my 0 El — K
C 2 ol
S - ™ X B n 7o
S o S - = - Nfo o
a - N < M ajo R Wa N
— ) = S
= ch)nﬂm MM@W O 2 o) é%zﬂ&_m 1Mﬂ%%
Ny o0 ) - ™ oo o — = NG} oM me
= o e () o 2 ~ CokE N E o o ) do 7 o
o0 i - W] o o) O T TR s
Y g " Eﬂr Wl o~ o N o 7o /dﬂlmA.. MEIXUo/g
—~ il ol — ™ Sk O o o ao| S X =~ o N oD S
= = = = ° i I =y <] R N
zTﬂwo OiﬂszoﬂVldlﬂi oo - N gdl e kri \ ym
N N o = W 5% 5 I o EM- M 5 519 N
S ) ozl ok 1 o 7 TRy - g~ F
— - N [@\] O"_O 1} 20| - E#E — MmE — d! Te) o q‘ﬁo dldl S‘H_Tﬂ
T oy X~ BT o Mo I A TR o PR
2 S¥Ee o N ET = o . ek T
_1_1 X 1O :: O_H ol oF MM :-L 5/:4% ,mwo.UrOE o _EIH_T_ ,Elﬂ%‘ﬁo
~ T o 0 o o| o > U
o0 7 ..I oR ﬁo Gt T ZT k RY
g — o 2 A oo . o D
= Mo o < g > W
Lo ~ =) N : - ‘UI o N~ g —
Ny oV <ol fay KO M = T
- B %o o T ™ ° ® N o 5
./ —_ X o T — ! W ™ o
m.mal%&oPr ~ o X — o Z oy S oy O 2
Z_I o o) ;O,._ g._ 0 o’ OE ~— dl
N~ ‘I_U_l ET 1Jv Q J@I m ‘tﬂ HT_ oy ~
T G JE o < 0 Z.O .m.o HT o0 ET
e - | w9 T = — N = =
24 Pokze T 2T 3 & R E
10 _Wﬂ ~ ol mh WM " ) W 0 - H N W._Wl g —
a & " W_ o of % o .. ° ﬂw MM B © L 9 oV
— ~ 0 = —_~ o N S oy 2 LE A
= ® [ = 3 b quwwr% 4 xS E_l%L@ T
W_m oy 4 Rl H & oy B No o T o) X0 S = ,Wc EW ﬁw w._u_” of W oM B
© ) ) -
I R O B e od® > T =T o
B B o i o Mo e X e w2 W M- e Xlme o X
= W R ] = W= N oo ™ — W
ﬁgepﬁm ME.%EHETWM Lo omaw ¥ il g%ﬁﬂe_uﬂm@1
— N — —~ = O
FwEs e Tppk & O S FEwH Tk bT mTTb

k



A

°©

o] B = ofo}

=
K3

T

ghek. 241 o4 64 vlare] BxpEL

dol At

[€)

-

)
pul

w5 7hgo] 2§ ¥ ojof ).
/b Ve 858 A A B H oo}
o §Ag%o] = 7}

3) 24 mRke] Ao

HE A ek 174

3}
o}

ol
__Qn_
oF

Bk

A

3

glth 2Bz 24 nvke] Sxtel Al A EA] o,

24 mlke] Zrofel A o) o] oke] Algol

.

F 25 =
2ol EE HEF 24 H|vke] dajof A o] <

<)
pul

2 mlgk Aol

=

H]
Y

ile}
il

Aol pell A )

]

s

D FEA 13

]

J o

3

ol

)

1) 184 ©]

o
NJo
o
ajo
ol
G

o

)
—_

GF 23 40] e A8l

o

RO 0
xS
4
u;{

A5

A 345

A1-2F

o AANA £

)

184 o]

100 mg

50 mg

12.5 mg| 25 mg




o zE _
o O@H.R/H o 3 o e
ELW mﬂwﬂ.m\) mw%
o - ol
RPN & L%Mw_u 8@«%
1:._Wc ‘Almco,»ﬂe mlgi
oo £3 _ —
wE o oo W ST m
N g © W 2 o N Q
2‘_Ly:._ T — —~
e muwﬂﬂ om&o ol g
ol HT_) o o i o v oy W
e Mg S 2 S LW
I N~ N
o~ m
2T g_ﬂwﬂ ~
—~ - E_, M7
T S o ol T -
& = =y
mcl Omcl
o T S7 sTF
B B L o S R s
e Wy g AN T g H oy, Ty
L A BT ® o R
Y B ExwTegl B g™
5 © gm??ﬂﬂ%mﬂgﬁﬂ_dwﬂiﬂﬁ%
= P e R s H Y oneww
WMo [P Rw E ok E om W on- o ok WokF oW T

S|
T

% g35ofof s},

ol

o
A

sfe]

< 238 +%

<
2

19 13,

o
=

g0 2 100 mg

A=y
—/ Al

1y

ol w2k Hdl 200 mgZ7hA]

_(H

|

a4

e
g,

=
A
o]

=

(52 232

sto] 19 13

=
=

s

N

ol A
=

=
-

zoo| =g} 2

v

@ &

~
B
0

Nfo

g ol

oyl

H| = H} 2 1]

A FhevbelAl A,

2 koA,



19 23] =

e}

=

3l 200 mg

o%]:o

=

T
T

Hoh 554 o

-

bl Tolg

°©

23 =

gS 1¢

m

200 mg
150 mg
100 mg

(200 mg/¥)
300 mg
225 mg
150 mg

1A ol i g 7o)

SF
.

514) egofol
400 mg
300 mg
200 mg

[}
200 mg/2

T
T

mg/4% 5 A

R I - SR T £ &)
g ™ I of o T W o ow = O
_ dp o7 o N o i —
7 o WO i 5 de WS = X
_Hw mla kES RS- M-J £l M_ 8 oF
o T o o —~ 1ﬂrr,_ X 3 W - 5 _
R G = ~ || X
W g o oI ~+ — T, a5 ] o o o
® o o T P oo AT o X
[\ 0 N —~ — ZT OﬁE
W T T . ®mETT B B T 2|
< T - T o Y o or S
TR R TR o i
o Ly do ., 1y T r o o
g ur%%%g%_,%ﬁ S ¢ N2
) ~s : i —_ v To —
¥ BFPEem*- & T o § T %
m» 0 = o\ - KR W 5o
T LE»O ET Lm_l e Ot % P ‘ITPI Ot DT.C Et ° ‘Urw_ e#a
—_ ﬁo Lt E_l ‘.:1_ i _E_v N o o ,Ur ;oT . ZT
L HammEayo- o, LwE T N T L
=0 @_,.A_v .w._e W o _/lh o S 3 o %c T o
Vg —TddkaggSE oy =
Mlu s 1JJII o _ﬂm ‘ﬂ - M ny = o = WMM — [oF
K b 1o s N —_ O# = 0 o 03 ‘_.,Wo o
_MW o om_M J]LM 0 T o% 2 o o Ao m y whov fi oo o
S Do o= E gy # of oo = W X 7 o
Ty PR Py 2A R RO
o TamllereE g Py o & 0
o = B o FA ol o o) F R °” oo
Sal L T o o = o ok 1o°
- olo - o =) m@ S Hr 3 5’ e
L 8y A L~ I B ey ok A W
= o X Nfo 0 3 O o B
Ju Et O_E I ZT d! X TR AN X FL —~
X_l N _,A =0 o) 6 _ L [y
— ~ o A —_— E — — 1_ Wﬁ ;_OE .mWO .
0
ow TR e B XD Iom o w d "
roU | = op o ) =o o 3 o e <
oW oo M o s op W oMo oF oF do gp ° o g
G Uy
© N o -
a %O o
B o I

NE{EE!

7=
=
=

w4l )

o} 2 Al (o]
Fr LAl (o]




=](200

22

W=
i

=4
oy
)

&)

~
23]
<

)

—_
fite)

<A

Bojo] E)S] Fof

=13y
=

—~
10

ol

oF
il

o

CFh=viAR)e] Fol FH F

Al (4]

ol

Nlo

oAl G el B A 2 19

=
T

7}

() e fEg »

FoiA ¢

&)

aho] o

=

Tl 7]

1N

iu
i
N —
= NN
X OTME
dv oo
ﬂwom
tof
53 o
o
NF g
—
= |8
—
G
d W W w g
<ol R Bl o
_ﬂﬁEdJ%oO
(@]
oy oo
or H
B
<
mﬁw
E.W
Jemw_l




Zofo]E)o] F.7 ool &S FA(150
[o]E)e] H-7} 300 mg | 150 mg | &&= A
SWA ZREY mg/¥)

(o) = E ok
A I el | el s=e s4c200
of whg} &= Al 400 mg |200 mg

200 mg |200 mg™| 300 mg**x | 400 mg"”

150 mg |150 mg™| 225 mg** | 300 mg"

(d : ZF=nvfabA
100 mg |100 mg™| 150 mgx** | 200 mg"

N

§% % 59

t

Ad)

T dmEelse] ofEsests Faatgel duA A e FHNAE
iAol Qlojre] §F F7h= of ofy} WERoo|ES W Fold we W3
% g-5of o} Bk,

1Y 13], 52 232 £ Fof, w1 23] T

oo @
_O‘L

oft
Mo r|r

2) 184 wlwte] Zof 81 HAad

184 mwk Zof B HAade]l F=5A4 ol ek o] °fo] AREE F7FE A
@k 184 wtke] Aof B HAde e R A Aollol tigh o] ofo) <kd



T

4. A

o5
Mbﬂaaao_ﬂ
Z]GIJ =
aﬂurlwmow7ﬁ
nomﬂ%:
ﬂaoﬁﬁomﬂﬁok =
_Egoﬁdu. of W
—_ ]Mﬂ] mMﬁoTqu}
MﬂZﬂLﬂLQﬂIHAF J]k__o
o = T T oo 7o ) ol o 5
e mjﬂaw HE%ELE S
%ﬂﬂP@wLx zoplxﬂr] NI
ﬂ_EHNIV_ﬂ__O‘.ﬂ;OML b“w,l., X Z#O
ﬂmo dlj:.ul‘.ﬂaﬂJf ‘LWH/]QWMWE = orﬂﬂ
%@Ezé%& %VO%OMQ ® 2 g:
ﬂ_z]ﬁ@ﬂﬂ,egﬁ muoli% L g
mxdmw@@o O#Ewﬂﬂo_b T 3 ~ R
7 < 14%@ 4%?%% 5 = NS
1d.|d.|tv T 7A(1r e 3
mK Lnn.ii 1r7aﬁﬂ e
o |y J) Koo ~1 L4 T
?Egkmgeo_} arao}mﬂ SR o
,|O N o= NH r
god;o]uux,_ eiwﬁmuﬂ o — ]_1/
ﬂ%.@ndmgﬂ | S X = X s <
O g 2 %aﬁy}; g3 =
o 2 %73 oTﬂ_Ex@ 1_05 Mﬂrao
N o % = ) o i T S = = %P
wx Ho T g o il £ wm X
o o N iy JET g ° > °
&ﬁﬁhﬂoﬂ}@ NLLtaoi zo% no_uv
19#\31}5:0 o%wrz 3 S
0 ~ N ) 7o T il Nfo Yy —
Njo o o_ﬂo N ha o % = < {
o) = X = M o o M =2 ° R
o o T o g ® T o =
%@ﬂ_xs?oﬁ %H%wn. -V 3 5o
_UDE_I‘.%N,.%U]TZOJ.O HLﬂﬂX]_.,MPDrF ez:ﬂ .1Ur|
F 1o;u B T B S 0w 5 o
o Eurdn_ BR &ﬁu iJl_a o S e oo
Mﬂ]ﬂryzoﬁ% A#O_Eﬁoo gOZ,.# ;OLO
zLomaovﬂjl ﬂﬂoq# T £ X s %
La]o dlLlo — x_.ao,fll g]ﬂu =
H,@IZQ#O N X wA‘Nﬂ‘Ln ‘I,A__o U_'A ‘W_OUU
@%Fﬂgg%q friict LR =7
mjw@ov%ﬂovﬁ moﬂqof%w m%ﬂ o
I o ) ot ™ ~< ™ - J O < el g
Fom 5 = +1wgmog Tz i
* T - Wo = .2 o bl o X2 - o
° EWWWOW& wr%amo %Twm
ZM%@I%J. o &or o
_nqu.‘_.&.‘._xo,ATﬂ;lETx E.ﬂ‘|oﬂmo ﬂﬂﬂ
T E %370# L 7 N
o 1_.1_._ o] X N
ﬁjix ﬁru
mVOT ‘&H_L;oo
. © ~
O dlm.x Mowrﬂg
AMo]XF
7&;1%

7}

3z}l A



o Fo)AHY

A}

bof =8 zotel 4, 24l

file)

)

o Fof s}
o w1l u} ek, whehA

E

ol

(1) ©]

)

Xl

B,

3 oF

A

2

)

~
file)

2 9%

i} LA E AT 2= Exlo] A

SIEE

b}, e

5]

ok
24

B

A& E7hs

T
T

]_

fite)

= =
E"(S‘Ué

1

A

]

7)—\]0

N}

15T} Axofo A T

-

/KC—)] e}

S
T

30071009 2

L
T

o] Alel

14 A2 YeESt Aol A vk

&

ol

sAn ok A w7} = e

o] #l=

W
o~ 3 X
& U o
of o %°
— — B
° 2
wbﬂﬂ
X7 K
%ﬂmﬂ
. O
B 7 ok
__O‘_If_OIL
oL X
1 0 R
PEw
qor%%
oo -
,AU ~
ﬂegw
=13
-
NI

o
%Lﬁ#ﬂ
drﬂ%
ih%
ﬂ,_robéa
umow_tdl
= oF W
X]ﬂﬂ
B X0
W o
W No
ol
NS
%ﬁ%
ﬂ%%
° e
il
N
jan
©



o} )P
| e e

)

KN
o

W54 dad

==

LHER

L
a

W

(multi-organ failure)<

A B

Al
™

Al

Fol YEhbY S 842

o] ofe] Fol g T4

=3
2 Abde] A o] ool

o oF 3

&, 7] (multi-organ

L.

& Apel ol

A}

o, §

failure), 354 3 &322, o 2 X4

b

Ay

o] %ojo} elalol

ok
24

o

o7

A=

o}
D AN G

0
Njo

2d(18A wRb)o A o] =}

g

L=
7<7<

(1) %o}

Hadel A2 FE ALAE Y

ol
=

A8 74 20}

s
ay

)

g4l

)

g o

Al ol kxlol| A =}
(3) F=FA3HN A2 25%~50%7F Ao

iji
X
op

o)
~

CEREERE

}

N

3

1

;oo

o

;OD
2]

of

2 Apaege] BatE Q) o] of

F

A A

o] 7HEe dHA IA

ol et 919

_(H

e Aow Jehdr)

baqlA ek whebA, AR

d S7kel 7hsAd = wiAls
HH
Al QAP Al e Es Al

&

hE

AYA
S

SAH(E 5=}

ksl
T

Ho

& oF

7k
_Lmo

0

X

To-

v}
=

°

5) G4 ol Bxjol 4



ol

T HX X
< — o Mﬂ“ ol ~
w X o e 5 rE R ¢
@ P o R S il T
@ﬁww R ) ﬂMMﬁ&O_E%JL
o N W o w Eﬂu_sxﬂmﬁﬁoiﬂmﬁlﬁol
Som o= g X o AN U TE NGO P FW
T By A J o w oiﬁgﬂa;ﬂ|ﬂo% el
2 = o= menﬂ ﬂﬂ7:TEmaﬂ1.x»Muutm@o EEE =2
o|J =R B ny = o+ o — Cny ~ 5 o9 B
K X~ i ol TR ﬂaquﬁo 5 1 S = K )
_E_.Mﬂﬂ A 1/_x Mﬂ]brﬁo &a%éelﬂ,.ﬂaoﬁx‘o'erlﬂrﬂfH\Hﬂl Qﬂﬂog._dro
‘I;o OE‘Iﬂ AR o — ) ny ,ﬂlﬁwym..#ldlﬁA‘lET,TPOI ﬂ,HEA,._‘urM‘uI
7ﬂ_rm%mﬁo = = N ﬂucT_E e B ) o o & X TRET
_élmezT R ) n| or %ﬂaoz_}%ﬂ:%}Ho_n T E
RIErT RD B3 EETEEiTER IS 2Egc T
ET%oam o O ™ e &%_xxlh @our%m e BT T
FEamt ow w q%mﬁa%_%} 5T T L g A
T o B I N éiﬁ%ﬁ%?%b% & oon B o B T o
A T 2 T ﬂﬂo.ﬂa%afﬂ%%mﬁﬂoﬂﬂ N
O#L‘l_xﬂﬁu.ldl Nrow &Mﬂﬁ ‘wdﬂdli%aleﬂn]dﬂﬂOAT ;lw_ﬂ mxo‘igﬂ
Eeumoﬂe_v z_oo t/L.,ﬂ,_ %.]LMMO_(\&odﬂﬂnﬂoLM_uPiejwﬂ_; ..ELEELﬂ
o 2y o o m_x,Ao_ﬂu .ﬁoozglaompﬁmoﬂb%ﬂﬁ 0! ﬁﬂrdl.ke_w::
Cewry U® No 14 = ﬂ%ﬂﬂ%ﬂ o e b o
B K9 N - % | g B g T w o o
g a2 =X o o ﬂg%ﬂ%aﬁzgoﬂaqq%moﬂfw@
LmWo&LOMP IRy viﬂulﬂr‘_ ﬂ‘ﬂlio_uﬁ,lﬂ;o._ﬂﬂﬂﬂmﬁ.Eeﬂ‘_tﬂLET‘loMT
m.%&zﬁo» LAY = A A mu%o#%%oa‘_ﬂﬂ&nuﬂr&ﬁﬂ‘lﬂ = P
. -~ . ~ oF o ~ _ﬂ-O
T bk oH G d mﬂ;f@wquﬁﬁgmqqnzﬁoo
o»om%ya% T oy mﬂyg. o=y omMauﬁnﬁv%ﬁLaﬁafﬂgmmx%
Lazommum} <0 7B o A EL@H?E%%ATEX%ﬂu_se]ﬂﬂoﬂumﬂ I3
N o o2 Eﬂﬂmﬂbmﬁ TR T o ° _Ejl)%ﬂ
]ot.]&o ]u z#ovww_. __o*\._ﬂiﬂu_]w_.m%oiéaclﬁi%ﬂﬁ_ﬂaqbfoﬁu“ﬂi
oiﬂrjﬂ‘o' Mdﬂ OI&Uo] }gﬂuﬂploom,mﬂiowrx_AﬂFﬂ]mﬁﬁl dlﬂ;o._roﬂ
Eﬂ(_wﬂ,_x_@u Mﬂﬁ.izvo _6meve€Eﬂr._LL1__/lwm_.k Eomﬂ]MoLoLMWTaumMEO
ﬂ.ﬂ}rﬂmﬂ XNSWH ) n_rmOcEﬂﬁﬂ*ovo_.]ﬂr.lﬂoxa\%@ﬂmobﬁ_.xﬂa
1r01..%”ﬂ_” _E,_IAA_UH_EL(‘A\:M‘HI ,I_.D._ JlELLI ‘OI‘.__W]A Z‘.#pﬂ__lm‘mﬂ ‘lﬁi
XO_I;O_/,mﬂ E]XFOr!ﬂE::ﬂVI ,JIIJ‘UMUﬂiO,mVI7A.m_XMﬂLlOﬁO,®l m‘l‘wl&roﬂEUerﬂ
momﬁaow_mEdl.mx%ﬂmﬁ s G %ﬂﬂr@ﬂ%ﬁﬂ%ﬁ%%@%éﬂﬁéﬂ
_I)AOJ| —~ == HA_I —~) © ~ E‘.Ll = )A_ X
LopomE1A§PE%mﬂﬂl ﬂ%m%@%élﬁﬂ%wsAtmL%uoﬂ,%Q
nﬂu.xuayrx Emrolum o o O aaqgk7 Hmnle_ ] N
s W W B b o AL.W(Eﬁﬂﬂ]mLo;our%%ex g Mo
S, . oﬁgzoﬂn%%waEufDHl%_zu = ]mmM_quthl
S 2 gﬂe_ﬂﬁve}_o}ﬂﬂﬂﬂ%o%?ﬂ 3N
= ol ~ naAfﬁrﬂﬁ%&ﬂmg%imzwaﬂ
— X
~ E‘UTOT%Apm,Olm_Qedﬂm.L
)%ﬂﬁ@
Q)



<

T}

17} g ofof 3

A

o] ofe] £l A|FA] Axle]

| .

Hozo] o

o]
k=i

ATk web g7

2~
T

ahw, WE2Esy v

sk
=

S

= Al
3 oF

=

€
e

X&!

o

=

[e)
WS

]

zel g 7t
o

Wi

ol
oR

o] dldH =

a

S
~

=

173

T

=] -

}

G

thARA] 2]

p s

|

3=

=

S
=

O]/ﬂ

s 2 A,

S ALl Al

o

o
A WEH A gekeh Teju 2R
=

“
T

o)
AR
5t

T

L=

3} 2}o
o) Bl = AF

o4
Fol gt}

o]
2) Atef gA}(o]

o

=
]

=
=2 T

2. o}
2) o] ¢
3. o

o

w
=
il

N
ojn

)

=7

=
y -

= 71(<1/10,000)

=

o] -§- 2=(= 1/10) ; A(=1/100, <1/10) ; W= =(=1/1,000, <1/100) ;

(>1/10,000, <1/1,000) ; wi-<%-



o]

-

T

g ¢

EERE:

T

T

3T
It

o

g

=

=

=7 154

=
o o] YO R 2% fAt

T3¢ Gy

ol

o
2 A

ok

ot} ¢

—_
file)

Ao UEbE AL

¥

[e)

Nﬂ\_'mw
I NN || oy 0
Ay 1] — ||| @\
N = E
3 =)
s
BE
T |X ©
2 T Jlenl=lol|xolo
o = S — — AN =N
noE
MH 6N
W&
™o D
— — © —
::ﬂi/\ /\%1m8 Vv
ﬂifm
oy
(%)
AL
of D N o0
ﬂlmﬂnﬁ — Al_..l o)
m B 8
o B
NI AR
e
b S| |@elelo
Nu __2111111
E(n\
Gy

L
=]

No
ol

olp
o

TE
3357]
ol




14
<1

12

<1
<1
<1
<1
<1

<1
<1

Aol

5o N T ol )
s - me =3 o N E —
W % e B gy o o8
= B BN Do O x
w T o P L
i~ wo NJo e = o B g
= = q4 T e k=
X ~n N_.o ﬂ_nﬂ ) i.o o ~ ‘Ur ‘_Qu
T wfﬂ % EZRw oSN e
— ~ >~ X ) ~ S
Wu = N o " Mo S T o ,MO
o = B oR L oo
Lo OL e m_.oé = N ~5 = ‘q
- X . S =R
< o gl %o oy 2 E®
Fom T B E T
olo o - Nlo =r iy n - 3
A Mo o W o T E U om
s q oM LB o X
e palcs R R
T X0 o ~ . r e W of X I o
= Il ey ﬂﬂ_ﬂ_nﬁw”&u
&) e T LR e
H ) Njo No N ™ AR
f my {4 ofp {F O 5 o = i)
S e e el m w 2T R .
T " JlﬁﬂﬂL B MM&ew_’ﬂwﬂ%dr
WM ~ o Wyl o R w We 70 iy 3 ol
B _ . . T TN
T A T B 7 g N
N e X ~ - K 2y 5 XAm.L o
Bﬂmmnr) Vﬁaﬂ;l m\ﬂu T HTﬂME zo‘ulﬂ
oo o ° = oo W MW 5 oo o Mo
S R o B oy g B T2 T°
3 ol 2 = & T O Gl oﬁ A Jﬂ il o5 N ay Wi T
o RO o = Ho B R o oo . — T
Zd;maﬂl% ﬂwmuﬁﬂo ﬂlaTmomLﬂrEMMmoeT ﬂu,
Loy o= o WU =0 o R (v R v e S T o
E_L@ﬂo oo X N ﬂu,:omeaomﬂﬂ ~
BRI P=Ra mRoAW =H T e
K T _ . = oy B TN ay Xz o
= W E o K o No 2 = mﬁ . = = o w o~ o M Mo .
%o w9 M E BN o B g BT B iR B
LA.O 0 ﬁl MWL E,._ = B OT ﬂU Eo B! OT O#O mg g/ o ™ B RO T X - N
A = 2 e
3 = ® E = " *
— 0O O o_o




w.w

!
"B

=EA

Nfo
1oH
ﬁo
.

oR

)

of

g4

R

SAIZE A AP M = FA 9] 2 7 o}

5_]__

o 7]E] o7

o

o 9

27,864 9]

Ho

B

A

T
=

5

oule] A}k

ok
2

Slor wolgiAel WA

FaAE

[e)

Al A 5824 0.43% R0 2™ 16,0299 9] 9oF Fo Skatel A= 0.24%

}

1

]

S
RN

s}

Btk 1259 A

ol

ol

=7t

3

™
=

|5 x}of
el E o] 913

x]_ A)

15 sHabol A 4719] Apabol

Aol A glelth 2o, A d57h UR Aol of o A

i

)

&)

!

A (5~100ADel

FA] g ol A

T

-

7}

e et o dHge ®

weh Aol7k YA gk,

o

Aol M2 A3
3ol

3

o
1=



TR
ar

=2

79, T8

AF T, FE, A4
o9 A
AT A}

ol

AT T2
11) =

—_
10

i:!

= °]

3
ar

718)7] ol dt}. o} #jel

=]

8

U

A

3

—~
file)

o] o] oF Fol @Al A e}

=
=

o,

i

—_—

olo
jant
1o

oF

mﬂ
-

2y

o

o
5t
]_

°©

1

°

0.1~1%
0.01%°]
0.1~1%
0.01% ©]
1% o]
0.1~1%
0.1% ©]

Al
2

gof 7, TE, A4,

=

=

°f, I




(HFEEZZ 100~400 mg/

W

s

o ¢l WA 7]

—_—

™

A1 %

&

o]
(n=190)

S
=

10
5)

:_?4
(n=227)

fral Atel

pu—

X

¥ =

oF

N
T

e}

T

p

s

13) o] of Fofgkxte] 1%°]%d 5%V]

o
Tr

(1) A4l

(3) tHA

A

—_—

(6) Bl A2 7] A -



9 of Fol2
Fol gzl 6%l A 9] F 2% o]

vl
=

o1 o] o el Al 8%

3

©
=

gato] 12%914
A

]

ot

[e)

o) 1r
B
i 4 oo

ﬁlﬂ%nmw1
ﬂJEds)o 2 = o
EﬁEeTE%mﬂ N -
#Mﬂulkiané:i T N X ‘D_loﬁ;
oo P e LR oo R T
ﬂﬂoﬁao_b%@m _Hvﬂ o
=5 R P or o - =
on_nﬁlm.%ﬂv_ﬁuﬂx_mb LE;%M Iy
mmomﬂlli._d.xlo Emﬂé 7
— yA].EO ) |
o o @ﬂux T] @amﬂoT io]
o B2 i T o o
THSENT W BT
O%_ELF%EM mﬂbﬁorw% T T
Wmﬂ:LU\lzome. Noxms_ n_momw
qi&xzﬂﬂq T
Tt RTE L me  ®BX
ET%Z#O@HZ]@r 5K H H%
Bk M 2T LT wp®  x T
oﬁo1EHWMdrov B Mo A
HoMm_xaNromm]McT Mﬂmv_AlE T 5
cIincigs sxi i T
ﬁo M.A [ — O];A Jl_l
% . C I N E LR = ® o W
y o er NweE A T & g A
§ e : W oo R N - B
N o o ~ A T = o 2
N i = dl_foimuﬁd;\_mﬂ,ﬂ == 2 alley
i N — N %= o= TR oo
X R N _,A\_ ‘UI]RU A cEa A
o Ny R o T NER] ik X ) or
Xz @z B Qigv@Mﬂmz X TR
. <0 2 oF X = 0| WN‘O|E17_A| m.LME_.oue
o o & < % < 2 o T W Mo = X W o
o N a ol SRR No i) op = X R o 5 -
f N S e G
,ﬂwuﬁ]wui W Eozogxo__ﬂlﬂ_pud.h < Yo NIECY
ﬁ%%ﬂowﬂoqﬁ;w,ﬁmMMﬂ%ETw PR
A XU. 0 (@) ~ L O =
.xoﬂ_monl 7 XZ_oﬁoOdJXOoﬁooﬁ.ﬂ g m X =
..mﬂ_,:;..ﬂexoﬂL\NHoEo%AlEoﬂLnUﬂLMﬂoL dﬂ]ﬂlo_aﬂﬂLﬂN
x1_1xr7o})@o$)o%$mﬂwé T )
o= XA Mﬂﬁﬂm_lﬁl]:fxo
o~ T o
— )
[&N]



=
o

=
=

o]

o ol
W R M 5w
WE o W S B 2o
i~ L F o o g
&EW@ on_x%odo BT x
= : — ~ K vl
w Wl oy o o %A Nf- M ‘_XIE i ~ WL T T
X ML Oy Mﬂ s ) op S Wr o) B olo = AEOY
5 Ho up E® ua zuN ~ T o w X . ¢ =
g g = T N i B s T ow S =
augeal e w ®X o) k- N - % ™ T ° o
I~ "o - nﬂ ° X R T o} oH I — N %o Eo
%0 B T Ho o X = NS~ mK A o X o) X N X e
o- b X ol ol | ~o O 4 r ~
n - ~ ) R o o— 02 B iy w Y o of ) " Gl
—_— ‘Nﬂ »AL _ - < 0 0 ‘Ol = e ~ dﬂ_ — _voL [r— 1rC
nl D o T e IRl X X B o Bn OF o X - ° )
= o 2o A = ) B o P il & W B
T w2 L H o T / S 2 4 Mo "
T N 0 S 0 R iy %! 1_,.Al o o - o) ~ I oy N ny .
T N H = o o o o o X == ol ~R X L 0 o —~ ojn
o T o = T o o 3 T X N o o X
< Ty & d) o N Nd %: E w#.o e fron! 1d_.| = g 5o o i o
sy & T S fo © = T ol o Wh oo H | 9
ol X© o T - bl = o . i~ — o=
4 o OO . vﬁ N X OWH ~ ,WWO 0 ol q — O ol HL
mﬂ_zmﬂg s U 0N Pgﬂ]mﬂ A G
e = o) < ! A —_— N ° 0 3 = . B =
9 3 A & B °| < B o iif 3 T F oy o x
o o % ML m ol % ‘ﬂoly < 0% 0 2 = H._Iow_ﬂ TO J|J o MR KR =l ,UF o
ﬂc —_ f 0 ‘OI o T —_ 0 —_ = il = .
awo@ mLmaxof N E_La«@]ﬁaﬁow %Tﬂ% %
- | . o o X T w 5 Ho = = =
e 5 E X p 2E woox Gl A
— T = 5 w = o = _— T o ~ — ) = = . o ~ Jh -
o N 0 .1‘1%1%3 o~ 7;&%11@&1] %0 ~ R A 3
e Vﬂ@ﬁ_ %@hw@]MQQ R 5w 57
%wrae7 2 - X gad.ﬁo_ﬁﬂ_,%) ~ ﬂ%@r ay
~ = jod = — 5 ol N
imMﬁ_.,xo .um%aﬂgom% ww_ﬂwﬁﬂd.zwﬁw oR mﬁﬂdl ﬂm
Eﬂ%ﬂ iﬂu@%mﬂ mﬂmﬂﬂnﬂef%ﬁ_@wﬂ% A %ﬂET J%ﬁ
o uAvo \I% .U|. ._&H X O\ Oﬁo ‘U|. ‘wAI ‘»LAIO UT ﬂ_wl Mﬂ L _ /\dWl\ ‘HE . a_‘_ NluM O_E . ‘W_JI ﬁiy
oy = T Ej.l} o_u&lleTo_.uﬂ Lﬂrﬁo hﬂr
%QL%;@J;M@@Q % o = il 4%@4%
Ot —_ ! Lo L} OT ﬂ%._ R ~ E_l —_ ‘W — 17rL o} o} —_ 7L J)NO mmm JL — JH
o~ N WO o8 Fll_lﬂ.ﬂ_?_ < Woo —_= ~ T oy O ™ ) mr
ol O — i N ol u_ol Ho = o N T g M_rZI LULE Rk HML e N Mrm .Wa _ al s 8
d.l]]ﬂﬂ.ﬂxﬂ\hkxﬂ_oPﬂn nﬂ_ﬂo_{o_.ﬁ.voo zo}P_ﬁaﬂLo]ﬁT
o K e = T N <O = Nl o ~ _— To a | oo =
— B B o X 9 = o o X! ) H = ~ N W X ~
- = T = o 0 ‘R HML = Ho T ) fe 1@ T X . T~ o & %0 Jo alo] Tor
sgg%g@ﬂ%ag y35235 L
B xmbog___;oqL@%xﬂ ﬂoyﬁaw .
a}éuaard%ﬂﬁﬂi Efmaﬂ%ig
>Aaﬂ1% 5§%1a e
s © 2w AL ~ T oo T
= o s L T oo e
® a%]x]%mawemﬂ%
o % ° g iy ol
. B o N =
S S O 4 o o
= = o~
— ~
N
—

bt

)
pul

ok

S

NIBDEE
@%7]—% /;}9]

==
=



[@))
o
o
By
L o

1) UDP-2FF&84F dolaie gREZZIY thitE Fdstes 48 AF3l. o
ofo] 7kl AkstA SFETHAlEAE A R T e e AR = A=
glom o] o3t CYP-450 &l old] thats = oFe o] Aoatd2 TAsA 3=
Ao R Wtk o] ofk2 A thAlE: =T 4 oy 1 Gy Aty Ao
2 73 A3E 2YshA] g A o® Bl

gREZ SFFE24 £ U & e JIF

gREZZS  F|HERELNY FFFEN ZHREYZIY SFFE

FFE XSRS FYsHA Rk oA RS FoeHAl

ostA A= A - b K e e

= %= oF =

HESE 2 of| o] E 7+ 2 nuiA]| A 2

HHESQ] -3 e T2
TP = =dxA
H =n 28] A S 7tz nA A
214l Ay o] E
23 1LpH]| o) /2] ELtH] o 7Hat ™
otefALH| o} /] EvtH] o] | E] eh A
A D ~E gt &/ H =z 7
ZA~ED E3FAA Evgiro] E
ZUAHo] =

+ OFE A7 A 2 HRT o] of oFs] PG oot 4] stetu]efo] fATalA| 9 g-< v
QAT ol @ Q17 o] o] X ekgkrh.

te Farke 4% Est waEns nast Ao gEARE o ok 1

§FI% e FAAe] APFEe] 2 vAths FA b @itk A

A2h(in vitro) Aol SISHE o] oke WM AR Slo] 4] e FHIHA S A A
S CERSE

3) WFFYAELE FESHE FARAGIIES, A2 ubobAa, o wpng, Lejv

)& BEe) FFFRA T PAE FE50] o] ko) AR FHAT 7]

A
=
B} HOFRUIALE A S FESIE O of o] giAlE £IARIT)



3
pul

b

7}

Aol Al o]

o

-

ok
=)

g e

R
=

5) 7= nlwkA] A

o7 72 v

F AR =

ksl
pud

o] Bt} o

23!
ol
3r

W

7}

Al

o]

9]
oA &7t ERkA 2 o]

~gheubaw el tate] W

_\:j,]_

}\(—)] 0] x]

Z} 2 v}

o
=

Ao w2 Bt EHA 200 mgd 272841 1,200 mg

=
=

A

ok
2

b4 gkgkom of

S

=

2 29
}2) eksrd). ey of ekw) S gheula)

o

o] thAtel] W3}

9_}:
7]

=
=

o

el dl

B R

i

vH o] E(1,200 mgX 1Y 23])

b2
=

ol A

o

9]

o

o] o] o

o))
gyl

o ZHlE kA

o}

Ay

Ty gk o]

o Fofiz

ok
2

11) Evgtdo]Ex o] ko] &

E9 252 159% Z7HA T}

RE

Fol Al 357 ZYAFFO] =(200~400 mg/Y) <9} 2

o

2 2 (150~500 mg/¥)<

gLt

ke
T

p—

oA FEREZA Y dx} thAE A 2-N-glucuronided] A& H

k53
=

14) In vitro @A A

EE EEREERE T RSN

S}
=

=S AIE,

=z
=

2y, SEUAR, ol EYEd,

Ay



HS AaATE Aoz el Qu). o]# sk Ao A WEEAL
7 S e B

i3 22 EF g

Z R0l 2y B R o] B
= g el

T =0

AUCZ} oF3F 371 Att. wheba] o]y gh Bz A= oln| EYEd, S 2 A E, &

2 gE, ZepAlE e AR AR e FeAE Aol A& A 7

2] th= AL A AT 3 i vitro A1E A3} Bt E Y] A o] FEA}

A Ad7, gaggE AEZSY EgxEd 93] 93-S WA et Ao
Ebttt. AbgE 7 mlol A 24 0 2 BE] 9] bufuralol thAFe] &3 A5 & o] oF Fof

7} CYP2D69l o3 == ajd s = e HaES THAATA &S A S

15) 1A7+sk 420 A hAE g o= g AJdolA ST 156 mgS HEEZZY A
2 Cmaxs 77 1t 24% 2 20%7HA HAaAIZ T o] 2 sk J 3k dntyg o= ¢
102 7| A ek FFREZ R 200 mge] &FolA &dAA

AC)

t

oy
X
o
fu
2
>,\1

o
12
il

=

rY, ol
% of
X,
ro,
_|>i
=2
X
o
_/l%
AL
td
[t
)
™
S
(@)
(@)
=)
o
~
me
o
T
T,

N S

16) 14

ol

B
)

-°
ftor o o
N o,

32
o
12

Ir o

N 3

2
oo
o
o
oR,
of\
1)
o
fUpN
oo
o
o7
K
ol
P
o
=
%
o,
12
X
AU
[>
é
AU
rf

o It 52
,

£

3

tlo r

hinl)
O rﬂ
ko =
Ir
.
o,
off ©
—
\\}
o,
-

= FFA gel 18 AR 187
= 259 10 mg/AolA 30 mg/L7A
2 18] A% Folatdnh. B e Cmaxel AUCE Bt
WA Ao dgEA

12 oF
19 oo

17)

S
J

oy

>,

ol

=2

N

(e}

e
Av
& ok g

r’g ‘11-0r‘ OTE &
= o
o
N rTE
il
°
Au)
3
=
0
o
=8
N
S
jales
ox
i)
B
2,
o2
ol
o

[ —
oy

Efgte] tist S =274 ALl Gk 167 oA A UAE b
30 mcg oE L A~EZT]2/150 mcg #HE

wEAZEDL o] o] BT FAES O F |2 FrNROM o) ARH o o
2Ee AUC % Cmax® BF4 02 717 52% 2 39%74) 74T 82
BEEH FEE 159 Fop] B¢ AAHOE Fokste]l Fopy) FRANE B
Moz Wgrel 717 Bl FEnh of F v} o] w8 A Oo® vehgt,

19) SR EeRlo] Z2E A HQAle] FEFH S M= GG 168 o4 AN
o o AolA FAE § RERR 300 mg EFFTILA A



= T B AEGH 2 fms et GEFE vAA o dHeEASED
AT Aage o ket PR 2A~EZRe] AUC ¥ Tmaxs B
ZF19% B 12% AAaA7E Aom #FHAT @ ZRALHE =9 54

al

RE Aol A mjie] 284 A= YERUEA oy AR s 5
FASEEE B FAFGETEE, d2EGdHE vk SAAN dF odolA da
2 G4 AATF A A AR YEET R 2 ARED H4ago oF
el 7R 8 GEAFEE2EY FAYY 22 WSt GAe] v &4
2= FFE dHA A Fokrh 300 mg/d FAE AL g o] oFY vgE &l U
P ATHA Fkor & o TEE AA e A4 FAEHA F%
.

A=} ]7\14 Aol A stebAl B o] EAskel] BtREZ X FoA] o
°k4 Hj A o] tha F 7= St
21) o] oF o] &9 °F 96%+= glucuronyl-transferase &= 7‘7<4H EQEH/\}OH o]
3 wi ATk CYP-450 ©] ko] thalel o8t A=A Fomz o] ofo)
CYP-450°1 °]a] tiAts = oF=2o] mid S Al 7Hed 2 St
22) 1079 &3 ALAE gz 3 AlFelA 2F3ie R EZ] % 5\_%% =
TEA Ao SFFEAL Lol Hofsts 1ta Ao ool oa R EZ XY

S OEAL. ABANE BE FoASE BN, FRENAS FEEEN ¥
T HEA 98 Folne Ao P Fof AHS 4 getolok k.

23) AT AAAE O FF ATl A Z]hu]o)/2] Erprloli= ofrbe FRTEA
EFS Fmstel o] ko] YHES Aol Wl Wolme A0 ehuh
23 bulol/e Evhi ol & M EFel B Qi BAAM o] e WEFAT B
SRELAT} FELEN EF FEA BE TN A9 AnHE ol ARS 7
g3l of wrh,

24) AAF A ANAES dAom @ AFelH, ofekibulel/z) =] o](300

mg/100 mg)= FEEZZ(E3] 100 mg Fo)o % AUCS CmaxE 77+ 3
T 32%9k 6%7HA ZHAAZ T

25) o] ¢ko] f-7|%kol &4 A 2(organic cationic transporter 2(0CT 2))o] mX]+=
Gkl gk in vitro B7FA FAA QD Q4 FE sRolA HEEZXS OCT
29] dAA eI, N2)-ZFFF2Hol= dAMA = OCT 29 AAA|7} ofd Ao=
ekt o] AtgseA #BtREZZI] AlWEdEY o g¥o] gk OCT 2 A
AR vepgten, IC502 7H7F 53.8 uM, 186 uMolgith.



26) o] 9ko] H-7|%ko] &4 2(organic cationic transporter 2(0CT 2))¢] 7]Z

H] o] oA A o] 7]

o

]

A
a

FA1 A

)
FTEE A

OCT 29 7|4(dE E°] =ddete]|=)a} o] oke] H
_g]

o

) .

%

PN
T

3] 7 2] Al (Hypericum perforatum, 9% St. Johns Wort)E 33}

157
=4 AASk

S

27) o] °f=

-

~

;OL

il

—

0

o]
t}. of
2RE e A

AR

1A= e

FA ekttt 25 mg/kg/

A7 B

1

<)
h

o2 100 mg/kg/<Y, 25 mg/kg/Y, 30 mg/kg/A7HA] 2
71t A 71e AL Fhael o

=
=

A

-2, HE, 27

2) 7]

&

s

e

ok

o) x}17}

ko)
pul

2+t

1ot

A iz AelA ol

e

T
| .

=

[s]

Al A}

=
=

7}

=

[}

Hel AAA

3

ke
=

2Ah Apmol A g
%

k<3
T



ol

o of

°

1 9 24 YEYE R dEa WS ALe

4%(—)10

ks
=

o/ gl M 7189 ¢

T

=] -

]_

S

g5l

mK
e

—_—

~

—

oF
ol

0

)

ox

T}

°

}of oF

B3 Fols

~
file}

N
il

k)

el A ] = A oF 50%7HA] YERE A

=

=N

A
ol

S A
sl

7 el

o] FEq A HEEZ S 20 mg/kg/

o

7z ol AR, A F] B F67) 5

ATH ek, B

o
o)

=K

4

o] Ap-g-of st
A= gtk 2B 24 wuke] Aolo Al PA Y

i 24 wRke] Aol Ao o] oF

S

o

|

o)
=<

7}

]

8

1 7FE o] AA]

©

o

) .

)=
b ool o] Abg

°©
pal

1

k)
pul

Fo 10 El 2 Aokl o)

o
A

o} 184 7]

(e]



10. 5ol A o] 24

-
T

o] & B AtEl= AW Aotk 475 g9 HHRE]

of o]&¥o] 87 12A1%F

| o 33990t) 5.6 g

[e)
=

}

% B

]

AE AT ko] A=

=13
=

BRI

A=

gt

Els

By

T
o

_E;
B
o)

Ho

1643k

o

0
o

]

. AAHA

A

L.

Ao}, FgroiAe] Auos

DRI R

)

o, 91417

=
T

Ay gREZ e 20%71 Al

2

S
=

Sach

af oF

=
=

1

AE AT o] Ao &

K

G

2) oj”o]¢f o] BA]

To-

o))

)

3

o

71914 Aie] & &7l B

g
o

Hr

B

T

12. 7)€}

ol
)

e A

(o)
A&

T
o7

Ho

gy

30, 10 mg/kg7}A 9] &2Fo 2 A 2



EQ o HIA

<E<¢ 2>

M
oir
4

=
K

i

Bl

<0

X0
o
ok
X0
K]

e

ol

A12010-81%,

i)
)

=y

0

N
o

il

gl

2010.11.12.) A|5ZF#|23} |

—_ <t

= _!1_ z_l IS
0 O |0
o~ O O
—~

© LLI % #

N o |O
iy % *

Lo ﬂl # “
ay |
~ O %
.

i ® %
—
n % %

— iy ® %
) = %

= ) % % "
T ~ % | B
;O.# N % # EL
TS ~
) - — O |0
—~ 7o
E@ ﬂ! N » x ﬂﬂ
~ = T
o~ w | Qo
© < | ﬂAJl
1) O C
~ ar
‘ul <t O o
) o ||
N < | ‘ml
= < B
N ) % B
— -~
o~ < | 11rV
— 10°
© ©) o
| o | I
N -~ o Nd
o~
® % 53
[ i %o
) kS | _L_H
— o |o[M

s

~

A

3

W |z |o
~ |T|K
HT _zrd ;:.E £3
- T |T|B

Hr
n

N

#F

O A

)

o
T

—_—

T
=

—_—

ojn
TR
o

—_
o

I

To-

w7

5. ofe]2hg-of

e
o
T

—_—

wjr

8. = AR ET] Bl



<N

d ZE QI

fob

o
TT

1. 7149, 24 2 /g3 9e #& A=

11. 719 2 AEBH

A FE(HEREERFo] E450me)e S 7]8
£74 2mg, 5mg, 25mg, 100mg=} T4 2 A Fo] &Y

HEREZZ AA S srtE &8 Tl oy, LE & o] o] E(Valproate) & F
212 A 01”«1 /\0}«1 o—°r Z2718FoE A 2F %OP 50mgs 1< 1§1 —roﬂ‘é}

N

of

P25 (F)Bgasnazele felgiol
= o] 3}

=

o k2

=
I,
]
=)
2
ol
oo
off =
G
S
3
xQ
)
e
fo
ol
d
f
=
fru
Ho
_?{_5
of
o
4
L
ol

12, ¢ FL71A

svoltage-sensitive Na channel blocker

2. 72AAR-EY3E 42 H HETH Ao 28 AR - AT U+F

3. A4 B AR

F7HEAF(25C/60% RH) 3670¥, 7F&EAIR@A0C/75% RH) 67/0¥, 227 A1R((30TC/65% RH)
12704

4. S #AI AR - T P

5. el gol B AR - AT UE

6. FRFAF AT A7
6.1. ¥ A) A5 (Clinical Data Package, CDP)
AEHE=AAAFAAE
& VA oAl (WA AEA RAeR | RU| WA | A
- Aok
TY)H A oFF ‘Teva =
iﬂ siigine Dispersib A e AUChpu, | HEA
- amotrigine Dispersible 20 |ABE Ao [F 8 SS{ng o3l 120h, Y
Tablet 50mg’ (2= E & 3] A1 - iz Cinax o)1=
']-LX]- ] = o] g} = =] q l:} )
50mg)e] A EEHES AP g gsol £
25mg x 2

7. 959 AR BF AR






<gXxI2>

Mﬂ
o0

m
[0

K

IO
0

ol
ol

4
: \ T :
klnnuu — ..MM © A O ..Nwm THH
ROl o %o 2 5ol I 5 B i
<A o Nk~ < N A < @Mo
RIGRE - 00| | o W%
W = |~ 8o =~ 00 < mhy
Gl ﬁo ﬂmﬂr | 3] - ot ‘0|D
5 ® el B U ol
= a1 e J0 g T .
oy o X —] =T NN W L o < BmE
e B | ® < x| |l= Z R e |0 o 4 3
\_lvn_ﬂ o E.H Enﬂ X 5] ] []X = X ol L] T
= T Ny 40 gl 9 ajo A/ >~ T
CL- N 1S = Hg A W %%% O 2
% mw% ° OO S m% h e |E A ”ﬁ mouré
| 7o [ S |7 00 o 5 54 O B g O
ol &) <ok = 22 U (g < o —
TR < OO0 Z ] n o B
RO T I -~ X % - 7o
1 T ) < = 8 1 = M o B
= < ||E vy oy s  do T
o U & . Cs = B v 5 o
ey # O Q KT i S TP
I\ To = . S = Mo | < = O atil
e Of % O < B RO o < // g
o By e — A ] &o ~ o }ﬁn ,AE
g T OO @ - Mg o ~W T g
N ) W/ g e BT g B Bax® I
- o K ~ & ] g X~ Wy Ay 5 B
E._u — ~ % ZT Lf ~ N ,_|1__A .8 o Ml N < ~ ~ =
R O] B R RS = N =t e T i 0 N &WHT_ ol W X
folo kx Y T/ |k P I tTuslsy EIZE g
o U oo x5 ° g = > éa/ﬂlﬂmaﬂl e
=l o G T = o) [ X oo ey u
oy bW c) o 2 g Sk WU
@.\ e TN = No Mﬂ%_ﬂ o my mm_ma Iﬁoaﬁﬂﬂﬁo O N
o ® W T P g mzto ITWeO3 e e
.ﬁﬂuﬂﬂﬂogn Ez_l_% ° gl X IDWJ = < (N
caeel WHT = O-®sl —Bl TR
O o & A S 2 Lo(an7uﬂﬂ T %ﬂauﬁ. R
Twooil/) 7 EEEEL A E yﬂﬂ&#@%@¢EQW@M%@W
- Tai b B2 - Amo_.iﬁ%womoxzaaoN__oiaﬂﬁxﬂﬁ
T4 < E O~ Sk E Zhopor L
- ~BEO03 TN N B
—_ % X HEEEN ~ Tou
<| B O o m: X
W | ) sl T
Gl < X B
< i T s By
"  ®° <0 oo T o e
% = = T 7oL o
N < X Mo 114
vA
T

-39 -



_40_



