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I. BiEICEYTSEE

1. FAROEE
AFNEZ, 7 NI XU 2RSS ET D EE/NEH 2mg. $2/0NEH 5mg) HiCAAAL, (88 25mg.
$E 100mg) HITADAAL BIRMEREREETH 5,

7€ b Foee/hNREA 2me/bmgl AET) ] KON T7E MU ¥ 8 26mg/100mgl HET]) (%, A

FE TR SN B R EIS & LT A2 RE L, B &K ORI EE R E, ZEMERR, A% FH
EPERRBR A FE N L, 2018 4F 2 H 15 HIZA&GR A B, 20184 6 A 156 HICIRFEA Bt LTz, (&%
1121 5 2 5 (CERR 26 47 11 A 21 A) (2D S &R HEE

20204E 2 A5 H., [ MU FU8E/NEH 2me/bmg HET ] KO [FF b U £ 82 25mg/100mg
THET &, TTADLABE OFERRMFEIEI T 2 BANRIE] ORI, HEK O &R
BinEng,

2. HROARFEHREYE

(1) RENE, 7€ N R 2080 L2 BE/hEH 2mg., $8/8EH 5mg) HLTADAALL (BE 25mg.
FE 100mg) HUTAMAHAL, BHBRMHERERRIETH D,
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I. &WICEYTSHER

1. W54

(1) M4
7 MY X UEE/NEM 2mg TAET)
7% MY XN bmg THEET )
FE PN X8 26mg [HIET
ZE MY X B 100mg THIET]

(2) ¥4
Lamotrigine Tablets for Pediatric

Lamotrigine Tablets

(3) BMDOHEE
—fx4 LY
2. —j&4

(1) % (WMAE)
ZE MU X (JAN)

(2) #4 (@aE)
Lamotrigine (JAN)
lamotrigine (INN)

(3) RTL (stem)
Na*™F v R ABHEHR, > 7 F IV RZHEA] © - trigine

3. EEXANETRERX

et =
=N

s
|

., N
NH:
Cl

Cl

4. PFXRUVHFE
45+ CoH7Cl2N5
& 256.09

5. k8 (MAiE) XEXE
3,5-Diamino-6-(2,3-dichlorophenyl)-1,2,4-triazine (IUPAC)

6. \EA4A. 4. KBS, &S
Briz7e L



. HHMEP BT SHEER

1. HECPMEE

(1) 548 - &R
HE~MEAROMETH D,

(2) Bf@t
AR L

(3) WiEtE
MG R R L

(4) B (PR, BR. BER
AR L

(5) BIGEMETER
AR L

(6) NEREY
AR L

(7) TOMDOELREE
AR L

2. HHRAOEMEHTIH T EREN
LR L

3. AYVRSOREREERE. EEE
(1) fesdaBRiE
TROMIIL A7 b VI E
BAEAZ U 7 MEEAREIZ L0 RBR ATV, R D AR MLERBOBANLT MV ELERT D & &
WE DAY NVIXE—EE O & Z AIZREEORE ORI 7B 5,
(2) EEWE
BN A E A
A & WERR VA L, iR CHET 5,



V. RAICEIYSIEE

1. #Ifg
(1) FRORHA

F a7 TVEE (FEE)
(2) RHDONHER UtER

R 724 FEMIX BN 2mg THEL] | M) X U88/NEH bmg THETL)
Al F T TIVEE (EEE)
145 A
- ®
Al = —
Ef (mm) 4.8 8.1x4.1
EX (mm) 1.5 2.4
H& (mg) 40 100
7 406 7 407
Affm—
2 5
Ao — R @406 @407
i 4 S LU ¥ hEosmg [HET) | 7% R U X6 100mg [HET)
b:ilbiA F 2T T INEE (GEEE)
5

e

-
N7 i

fal — —
E£ (mm) 4.8 8.4
EX (mm) 2.0 3.2
& (mg) 62.5 250

M 404 7 405
AKka— K

25 100

Ao — R @404 @405




(3) #Aa—F
(fv. 1.
(4) HADOME

(2) WHIOHMNB K OV DIHSH)

(Mv. 6. "WAIOKFEEN TITRIT 2LEN] DHESM)

(6) Z0fth
A L

2. AR

(1) APRS (EERD) OFERUVFMA

MR 7e4 ZE MY XUEENEH 2mg THET) | 7F b X 88NEH bmg [HET
1 G 1gEh
RS 7ER)FS FENYFL
2mg 5mg
WEIRIE I VY T N, AT~ T RV T AT A = L REBEE Ref
ML TREAEAR—RA, Fr T A LS N UL oAU F Y
LK, RE Ry TR AT TV VB~ TRy T N
e 7% MU X 8E 26mg [HET S b UL b 100mg [HIET)
1 g 1 g
RSy SERY XL Sl Yy
25mg 100mg
IR LY T B AR~ 7 F YT AT A=Y A EEREE FrX s
WAL TREACAR =R, Fr T T AT R G A, Fo A Y T RY Y
LOKF), REe Ry, R ATT7 VU~ TR 7 L

(2) EREZTORE
M E R L

(3) B#E
B R L

3. BRtERRADHERRUVERE

LR

4. N
AL

5. BAYT DHREMED % HKMY

B R L




6. HEOBZERHTICHITEIREKRY
(1) hnikakER
ABRE N A 2016/6/28~2017/1/25
OT7E MNUFUEE/NEH 2mgl HIE T

R 40C - 75%RH [i&alitpre (PTP @it) ]

PR IE H =y h LRATHA
<JRHE> & BH A 1% H 3»H 6 % A
PER n=3 LAM2T'1 ‘ : : \
LAM2T-2 1A A A ke
<HBDOFELE> LAMO2T-3
FeiRABR  n=3 LAM2T-1
(HPLC. &4\ Al e E | LAM2T-2 BEiRa iRy iRy Sk
) LAM2T-3
HMIAEARER n=3 LAM2T-1
(HPLC) LAM2T-2 Sk Ny iRy Sk
<H1> LAM2T-3
A —ME (%) n=3 LAM2T-1 1.9~2.9 1.4~2.6
(G ¥y —MEBR) LAM2T-2 1.7~2.9 — — 2.2~3.6
<15.0%LL F > LAM2T-3| 2.4~26 1.9~2.6
Lk . _ LAM2T-1| 95.0~95.1 93.2~94.5 92.8~93.5 93.5~94.2
{iﬁijf (8/81/(,ui_>18 LAM2T-2| 95.2~95.7 94.2~94.3 93.3~94.2 92.5~93.6
: LAM2T-3| 94.8~95.7 92.8~93.8 92.3~94.8 93.2~93.9
o (o Ko o LAM2T-1 100.1 99.1 98.9 99.4
1%5 0/2)1 0520;;3 LAM2T-2 99.8 98.9 98.7 100.0
: 0 LAM2T-3 99.7 98.7 98.9 99.5

1 2 OFEBRWE - 0.2%LA T, RIEBWE : 0.5%LL T X2 : FREICHT2E6E (%)

BRI : 2016/6/23~2017/1/27
OTE MY XU/ H bmgl HETL

IEER  40C - 75%RH [H#&miEmE (PTP @) ]

PBRIE B = AT
<Jis > e B Af i 14 H 3» A 6#» A
Pk n=3 LAMSTL) \ \ \
LAM5T-2 A A A WA
<HBDOFEHE> LAMAT-3
R B n=3 LAMS5T-1
(HPLC. &8I EEHIE | LAMST-2 W e e W
) LAM5T-3
HEEER  n=3 LAM5T-1
(HPLC) LAMS5T-2 W e e b
<¥1> LAM5T-3
REI) - (%) n=3 |LAMBT1| 1.4~1.9 1.4~1.9
(& ) —MaER) LAM5T-2| 1.7~2.9 — — 1.9~2.6
<15.0%LL F > LAM5T-3| 1.7~2.1 1.0~1.9
stEe (o ~ LAM5T-1| 93.4~94.8 | 91.6~94.7 | 92.3~94.0 | 92.0~93.3
{iﬁi:% (sf;i/ ui_>18 LAM5ST-2| 92.9~942 | 91.4~94.1 | 92.8~954 | 91.8~92.2
AN LAM5T-3| 93.2~93.7 | 91.9~945 | 92.2~93.9 | 90.7~91.7
e (o) g LAM5T-1 99.7 99.5 99.6 99.2
o5 (o/i )1 0 52 O(yn;S LAMS5T-2 99.5 99.6 99.5 98.8
: e LAM5T-3 99.8 98.8 99.1 99.2

K1 B % OIEGE : 0.2%LL T, MIEBEWHE : 0.5%L T

M2 FRRCKT DEHE (%)




BRI hE I : 2016/7/11~2017/1/23

OT7EMYXUBE2mgl HET | M#ERABR  40°C - T5%RH [ 0¥EFE (PTP W) ]
A BRIE H SISV PRA7HAR]
<HiHE > &7 BH AR R 1% A 3»H 6 »A
PR n=3 LAM25T-1 ‘ \ \
LAM25T-2 STk ST e &
<BEAfDFEEE> LAM25T 3
el n=3 LAM25T-1
(HPLC, #E4k T80 6 R | E | LAM25T-2 ks SRy SRy A
) LAM25T-3
BUFIB—PE (%) n=3 LAM25T-1 | 1.9~3.3 2.2~2.5
(& i A=) LAM25T-2 | 1.8~2.8 — — 1.9~2.3
<15.0%LL F > LAM25T-3| 1.2~2.9 2.1~2.9
I ~ LAM25T-1 | 86.8~88.8 | 84.1~84.6 | 83.4~85.4 | 81.2~82.9
{iﬁijf (;/;)%ui;ls LAM25T-2 | 89.0~89.5 | 84.4~85.3 | 83.6~86.9 | 82.8~84.6
: LAM25T-3 | 89.5~90.2 | 84.4~84.9 | 84.6~85.4 | 83.7~86.3
PN LAM25T-1 97.8 98.0 97.6 97.7
o5 éf’i% 0;;3 LAM25T-2 |  98.1 97.8 97.5 97.6
: D7 LAM25T 3 98.5 98.4 98.1 97.8

M RTRRICHT D AHE (%)

SEREHEHIR : 2016/7/12~2017/1/25

OFE MY X U8 100mgl HIE T I1ERER  40°C - 7T5%RH [ miEEe (PTP ©i) ]
BRI H 7k TRAF I
< HiHE > 7 B A IF 1% H 3 % H 6 » H
PESk n=3 LAMI0OT'1| : \
LAM100T-2 W WA A =
<HDOHFEEE> LAM100T-3
Bl n=3 LAM100T-1
(HPLC. #&4hrI MO EE I 7E | LAM100T-2 TRy A A e
%) LAM100T-3
A —M (%) n=3 |LAM100T-1| 1.0~1.2 1.3~2.0
(B =i Z=0%) LAM100T-2| 0.7~1.7 — — 0.8~1.3
<15.0%LL F > LAM100T-3| 1.5~2.2 1.0~1.5
et (o B LAM100T-1| 87.3~90.4 | 86.9~90.9 85.1~89.0 84.8~86.3
@H;Oit% <7/;2)/ uj;lg LAM100T-2| 87.9~91.5 | 88.7~91.4 | 84.4~90.2 87.6~88.1
Hn 1970 LAM100T-3| 89.9~91.1 | 88.5~90.9 86.3~88.9 85.4~87.2
o (o K e LAM100T 1 98.5 98.4 98.8 97.9
o5 éf’i% 0;;3 LAMI100T-2|  98.7 98.3 98.8 98.4
‘ o LAM100T3 98.0 97.6 98.2 98.2

% A RICHT BEHE (%)




(2) IR OLEN

RERFE IR : 2017/12/13~2018/3/28

OT7E FUXUE/NEH 2megl HIE T A% 40°C [, KEBER]
ABRIE B [mEVAN LRTFHIRE
< HIKE > He BH AL 234 1% A 2% H 3% A
‘E‘ N =10 iy = 2
S ordes|CVOL00| ok | Mok | a0k | AeokE | @aof
HERE ;EEC) n=3 | ovol00| A o o e o
YR HH 0 =
<“f5m,f égiﬁ f> CV0100| 95.9~98.6 | 95.5~99.3 | 97.4~985 | 95.7~98.8 | 95.8~98.1
N ()
P=N x% —_
Sk (%) 2 n=3 101.89~ 99.32~ 100.32~ 102.27~
<95.0~105.0%> | V01001 " 00 =6 100.19 101.37 | 9901~99.831 00 o9
ZEH
W?( <§1L13:10 Cv0100| 9~15 9~12 10~11 8~11 9~11
1l 2 OFEBWE - 0.2%LL T, ¥IEEWE : 0.5%LL T X2 BHREICHTLHERE (%)
OTE MU XUE/NEH 2mgl HE T a2 25°C - 75%RH Y, BEi
ABRIE H =N PRI
< K> T BHAGHEE 2 1A 1% A 2% A 3% H
’ IR :10 T g s
S o [ov0100| Mok | BEokk | BaoksE | AR | Aeok
WERH (HPLC) n= \ ‘ \ \ .
WL i‘%;ﬁf) "3\ ovolo0| 4 e e e e
PR HH 0 =
gffjf ééi; f> CV0100| 95.9~98.6 | 96.5~101.0 | 84.9~96.9 | 89.7~95.7 | 81.5~87.6
N 0
&R 06 = =3 |0 [ 10189~ 98.68~ 101.60~ 98 74~ 103.12~
<95.0~105.0% > 102.56 100.55 103.19 101.32 104.12
BEAH
@f; (ﬁ){i—w CV0100| 9~15 3~4 3~5 4~6 4~6
B _

X1 E 2 OIEEE - 0.2%LL T,

OF7E MU X UENLH 2mgl B E T adk

YN
e

WS - 0.5%LL T

K2 FRBEIHTDEAEER (%)

=R, L (D65 K (]9 1600Lx), ¥ — L& T v

7CE ]
HRERIAH =V S ey
< K> T BH 4G 30 5 Lx-hr 60 57 Lx-hr 120 57 Lx-hr
PR n=10 %= %= %= = o
< B o> CVo0100 SRENDE Fis SRENDE Fis SRENDE Fis SRENDE 7
ol T B HPL = . . . .
HIERE TPLO) »=8 ovoton| it T T o
HYE (%) n=6
<1545, 80%LL - > CVo0100 95.9~98.6 99.8~103.9 100.0~102.7 100.5~103.7
i (%) 2 n=3
< 95.0~105.0% > CV0100| 101.89~102.56 | 101.21~101.75 | 100.70~101.48 | 100.63~102.62
BEH
(B#5H) CV0100 9~15 9~11 10~13 10~13

f#E (N) n=10

K1 : B % DIEGIE - 0.2%LL T

7N
e

FERRE © 0.5%LL T

K2 FREISHTDIERR (%)




BRI : 2017/12/13~2018/3/27
OT7E MUF /N H bmgl HIE T ) ok

40°C [, REAAR]

HERIE A SIS TRA7 I
< K> FH BH AL 234 1% A 2% H 3% A
Mgk n=10
. DFEE EF DFE DFEE FhE
<A ERE> CV0100| AfmFEEE | AROREE | AROFRE | ABORE | AROFREE
MifEERER (HPL = . . . . .
WL i‘%;ﬁ;” "3\ ovolo0| A e e e e
wHM (%) n=6
<154y, 80%LLE > CV0100| 95.3~97.5 |100.4~101.9| 94.2~96.8 | 94.8~96.3 | 92.3~95.3
G (%) *2 n=3 cvo100| 100-30~ 99.26~ 100.18~ 98.55~ 100.58~
<95.0~105.0% > 102.09 101.57 101.00 101.06 103.41
(B#51H) CV0100| 137~175 116~141 127~151 110~142 119~134
HE (N) n=10
W1l & OXEEWE - 0.2%LL F. HEEWE - 0.5%LL F X2 FHrREIZHTLEREE (%)
OTE MU XU/ H Smgl HETL a2 25°C - 75%RH LY, Bk
ABRIE B =I5 PRATHA R
< HIKE > FHe B AL 234 1% A 2% H 3% A
MR n=10
DFEEE =57 DFEEE #iE =57
< fan > CV0100| BfaDFEEE H D EEE [ERENPEF HEDFEEE B FEEE
HERE glPiJC) n=3 | ovol00| A o o e o
wHM (%) n=6
<154y, 80%LLE > CV0100| 95.3~97.5 | 97.6~99.1 | 90.5~94.5 | 91.6~93.7 | 88.2~92.5
i (%) 2 n=3 CV0100 100.30~ 100.56~ 100.21~ 100.89~ 102.24~
<95.0~105.0% > 102.09 101.29 100.45 103.39 102.72
(&)
HE (N) n=10 CV0100| 137~175 50~63 52~61 67~72 62~176
1l 2 OFEBWE - 0.2%LL T, HIEEWE : 0.5%LL T X2 BHREICHTLHERE (%)

OT7E® NUF /N A bmgl A E T ok

=R, L (D65 K (]9 1600Lx), ¥ — LV &7 v

7T ]
FRIERIE B 7 bk et &
<> T BH 4G 30 5 Lx-hr 60 /7 Lx-hr 120 57 Lx-hr
‘I\i\\*lji n=10 Sz e e == 2 o=
<Htan g CV0100 HD IR EE HD R EE H D3R EE H D EEE
”@Eﬁ‘% glPiJC) =3 V0100 A TRy Ry e
BHYE (%) n=6
<1545 80%LI I > CVo0100 95.3~97.5 100.1~101.8 99.3~101.8 99.6~102.8
i (%) 2 n=3
<95.0~105.0% > CV0100| 100.30~102.09 | 100.67~100.79 | 99.24~100.68 98.99~101.89
HEfH
(B%51H) CVo0100 137~175 137~165 137~165 135~163

A (N) n=10

X1 &2 OEFEWE - 0.2%LL T,

7N

IR E - 0.6%LL T
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K2 RREISHTDIERR (%)




BRI I 2017/12/183~2018/3/29

OF7F MU X BE 25mgl HEE T A4

40°C s, KB

AERIAH =k PRATHIH
<HiHE > BT BH AL 234 1% H 25 H 3xH
< D> CV0100| HfDFEEE SRENDE 7S HEDOHEBE HEDOHEBE HEDHFEEE
BHYE (%) n=6
<1545, T5%LL 1> CV0100| 91.8~96.5 92.5~94.2 92.2~95.0 91.5~94.5 89.9~94.2
i (%) ¥ n=3 98.87~ 100.82~
< 95.0~105.0% > CV0100[98.98~99.83|97.44~99.47 100.27 97.57~99.35 102.36
(ZE&1iH)
B (N) n=10 CV0100 53~66 51~68 53~65 48~61 48~64
X EREBICHTIEER (%)
OT7F MUXEE 26mgl AE T #adE  25°C - 75%RH [, B Ak
ABRIE B =y h LRATHA
<JRHE> & BH AL 234 1% H 25 H 3xH
< B oz CV0100| BftanFEEE | HEADHRHE | AADHRE | AROREKE | ACOEE
wHME (%) n=6
<154y, T5%LLE> CV0100| 91.8~96.5 | 87.7~93.9 | 89.6~91.6 | 86.0~90.1 | 86.8~89.8
P = A P —
&g (%) n=3 98.78~ 100.78~ 100.77~ 101.41~
<95.0~105.0% > CV0100|98.98~99.83 100.80 101.29 101.48 104.01
(ZE&1H)
B (N) n=10 CV0100 53~66 24~32 27~34 26~32 27~34

X BrRRICKT AR (%)

OTEF MY FUFE26mgl HIE T L =R, B (D65 R (R 1600Lx) . v — L &7 v /" CE
5]
ABRIE B =y h et &
<> H5 BH AL 30 77 Lx-hr 60 /7 Lx-hr 120 )3 Lx-hr
PR n=10
- DFEE DFEE DFEE DFEBE
<A ERE> CV0100 A DFEEE H oD FEE H oD FEE A DFEE
wHM (%) n=6
<1545, T5%LL > CV0100 91.8~96.5 91.2~94.4 92.0~95.1 90.8~93.4
P = A P —
&8 (%) n=3
<95.0~105.0% > CV0100| 98.98~99.83 97.92~99.07 99.58~101.57 99.11~99.69
(ZE&1H)
@ (N) n=10 CV0100 53~66 55~T72 53~69 51~66

X BrRRICKT D aRE (%)
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BRI I 2017/12/183~2018/3/29

OFF MU X BE 100mgl B E T 048

40°C DY, S A

]

AERTEH =R PRATHIH
<HiHE > BT BH AL 234 1% H 25 H 3xH
Mgk n=10
o DES DFEFE DES DES i
<A ERE> CV0100| AfmFEEE | AROREE | AROFRE | ABORE | AROFREE
BHYE (%) n=6
<304y, T5%LL 1> CV0100| 93.7~96.4 94.1~95.7 94.5~96.6 92.8~95.8 93.2~94.6
8 (%) * n=3 100.08~ 100.78~ 98.64~ 99.77~
<95.0~105.0% > CV0100 100.78 102.21 100.16 97.67~99.17 100.05
(B#5 ) CV0100| 134~166 135~150 136~151 127~149 129~149
HE (N) n=10
X FREICHTIEER (%)
OT7F MUXFUEE 100mgl HIE T Ma%E  25°C - 75%RH [, BAk]
ERTE A =R LRATHA
<JRHE> & BH AL 234 1% H 25 H 3xH
Mgk n=10
e DES DFEFE DES DES i
< HOERE> CV0100| BAfmFEEE | HEOREE | AROFREE | ABORE | AROFREE
BEHYE (%) n=6
<30 4. T5WELE > CV0100| 93.7~96.4 | 90.1~92.9 | 89.0~92.2 | 87.8~89.4 | 87.2~88.7
a8 (%) * n=3 V0100 100.08~ 101.02~ 100.08~ 100.71~ 100.75~
<95.0~105.0% > 100.78 102.31 100.36 101.85 102.35
(ZE&1H)
B (N) =10 CV0100| 134~166 56~63 58~65 56~67 57~173

X BrRRICKT AR (%)

OFE MU X UBE 100mgl HEE T a2 =R, Bt (D65, vy —Lv &7 v 7 TEI]
REATEH =S et &
<> T BH 4G 30 5 Lx-hr 60 /7 Lx-hr 120 7 Lx-hr
‘I\i\\*lji n=10 Sz e e == 2 o=
< Htan k> CV0100 HD IR EE HD IR EE H D3R EE H D EEE
wHM (%) n=6
<304y, T5%LL > CV0100 93.7~96.4 92.1~94.3 93.5~95.1 93.4~95.5
i (%) ¥ n=3
< 95.0~105.0% > CV0100| 100.08~100.78 | 97.79~98.58 96.83~99.23 96.80~98.78
(Z%1H)
B (N) n=10 CVo0100 134~166 122~152 128~160 131~151

X BrRICKT AR (%)

A L

A L

. ARERUBREOREL

. fuFlEDEREELE (MEIEFIHEL)
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9. Bt
(1) WSR2
(SEFUXUENEASMmg THET))
BIEERR S DLW FERR SRR T A R T A VO~ EHRIEICOWT CERR 24 £ 2 H 29 B AR
%% 0229 55 10 &)

VeSS
1LE  AARKEF BWHERE SR LE
[FlEHO ONRER R - 50rpm (pH1.2, pH5.0. pH6.8, 7K). 100rpm (pH6.8)

CHIE]

* pH1.2 (50rpm) Tl FEHERIAI N OURSIEE HIZ 15 3 LAY 85% 0L EiaH L=,

- pH5.0 (50rpm) TiE, HEAERFIR OATIT E HIZ 15 53 LANIC T 85%LL BVt L=,

- pH6.8 (50rpm) T, FEUERIAID LIRS 40% K% Y 85% LD 2 B SIZH\\ T, AR
VSR AR E LA DS ER R £ 15% D FEPHIZ & > T2,

« K (50rpm) Ti&. HEYERIF|IOSEHERHERDY 40% M O 85% T D 2 B SI2B\\ T, AL D s
HH R AR VE R O SR PR 2 = 15% D #EFAIC & > T2,

- pH6.8 (100rpm) TiL, FEAERIAL OARILE HIT 15 3 LINIC T 85%LL Eist Lz,

b, AKdh O a8 2 R ERGH (7 227 2 — 88/ bmg) & bk L7k, & ToRBRKIZE
WT TMERREERGOEYFRIFEERBRT A N T A > OHEEEICES L.

(P HH e )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | O N 100 | o
80 g0 | 0 N==——C
60 60 |
40 | 40 |
20 —e— SEYFUGNERASMg THETL) 20 | —e— SEMYFUENEMASMg THET)
- =339 59—)LE/NRRASMg -t =F 32— )LEE/NRA5mMg
0 h L L 0 L‘ L L
0 5 10 15 0 5 10 15
B (9 B (5
AHE (%) pH6.8 (50rpm) RHE (%) 7K (50rpm)
100 | 100 |
80 I 80 A
60 I 60
40 | 40
20 L —e— ST FUFLH/NRMSMg TAET 20 —— SE FUFUH/NRMASMg TAET
- & =5 3545 —)LEE/MNRA5Mg - & =5 345 —)LiE/NRA5Mg
0 h L L L 0 h L L L
0 15 30 45 0 30 60 90 120
B (5) B (4
BHE (%) pH6.8 (100rpm)
100 |
80 |
60 I
40
2 —— S E K #Dﬂid"ﬁﬁﬁSmg THEI]
-t =535 —)LEE/MNRA5mMg
0 h L L
0 5 10 15
B ()
(n=12)
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(SEFYXUHE100mg THETL))
BIEFKLOAEYFHIFRIENERBR T A 7 A4 V5O —EEIZDWT (CER 2442 A 29 B A
A 0229 5 10 =)

BRI

E - AR T

WHRERIE N Rk

[AlHAEL & ORBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH6.8)
CHE]

- pH1.2 (50rpm) Tidk, HEERHFIKLOARMITE B
- pH5.0 (50rpm) Tidk, EEERFIL OAMILE B
- pH6.8 (50rpm) Tidk, EEERAIROAMITE HIT

-
(-

-
—

15
15
15

S LAY 85% LA A L7,
LA S 85%LL s L7-,
LA 2 85%LL s L7-,

- /K (50rpm) Ti&, FEYERLE KL ORI & B2 15 53 LAINIC ) 85%LL s L=,

- pH6.8 (100rpm) Tix, [RIFERIKD 50rpm DI H

85%LL FIEH L7272, 100rpm DY HEER 2 H I L 7=,

BT, 30 I LAPICEEMERLA] . Abdh & H I

PLb KO 28 2 2 =LA (T 27 2 —)LEE 100mg) & Hfig L72fER, 2 TORBRIKIZHE N T
(%38 = 5 DA P[RR T A R T A ) OHEIEEITES LT,

14

(s HH )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | 100 |
80 | 80
60 r 60
40 40 +
20 | —e— JSE X EE100mg THET 20 | —e— JEMYFEE100mg THET)
- & =339 42—)L§E100mg - & =339 42—)LEE100mg
0 L‘ | | | 0 L‘ | | |
0 5 10 15 0 5 10 15
B (9) BefE (5)
BHE (%) pH6.8 (50rpm) BHE (%) 7k (50rpm)
100 | 100 |
80 80 I
60 r 60 I
40 40
20 L —e— SE LUK UEEI00mg THET ] 20 | —e— S E UK UEI100mg THEL
- & =339 4—)L§E100mg - & =339 %4—)L§E100mg
0 h 1 1 0 L‘ 1 1
0 5 10 15 0 5 10 15
BFE (5) B (5)
(n=12)




(2) EEDETR 2R 0 [E TR 0 A B[R] R R
(ZERIXVUGENMNERA2mg THETL]) 9
ZE MY X UENEH 2mgl HET X, TE & 872 288 0 B RA O AW R SRR T A K Z
Ar CERi 2442 H 29 H  FEEEAI 02295 10 5) | 125X, 7 U X 8/NEH bmgl A
P L) AR ERigl & Uiz & & | IEHEEN RIS &HIE S, AW FPICRE & Al ST,
ARG
2EE - ARG wHEBE N RUVE
[Al#R%E K OFABRIE : 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk., FEERHFIKLOARMIZE HIZ 15 ZUNIZ Y 85%LL RiaH L7e, £7-. &
FELERERE AL (15 47) IR A AR OME 2~ OIRHFRIL, RO FHEHEE15%OFHZE L HH D
212 fE 1ELL T T, £25%D#IFEEZEZ D b DRI T2,

- pH5.0 (50rpm) TiE, FEERAIR ORGITE B 15 5 LANIC Y 85%LL FIEH L7z, 72, &
LR AL (156 47) 123U D ARG DM 2 OEEHRIL, REOFLEHFEL15%OHAZEZ 5 b D
2312 fEH 1LELLT T, £25%DHIFHEZE R 5 b DRI T2,

- pH6.8 (50rpm) T, FEHERIAID IR 40% K% Y 85% I D 2 K SIZ B\ T, AR
R RITEERA O PR ERE10%OHHICH > 7o, 7o, RAKEI S (240 2)) 2B T 5 A
i DO 2 OESHRIT, A5 OFEEE R 16%OHFHZEZ 5602 12 fHH 1 HLL T T, £25%
DEHFAZBZ D HDONR RN T=,

- K (50rpm) TIE. HEYERIFIOSEERHERDY 40% K O 85% UL D 2 B SI2B\\ T, AL D s
H R A MERLA DO SER VS HH SR = 10% D#PHIC o 72, £77. AR R (120 43) I2B T AR
Ol 2 OVEIHFIT, AR5 OFLEHFEE15%OHHZE 2 5502 12 Hh 1 LN T, £25%D
HHEBEZ DL ONRRNoT2,

- pH6.8 (100rpm) TiL, FEAERIF K OARIIXE HIT 15 UANIC Y 85% UL Rt L, £70. &
FEEERERE AL (15 47) 1231 D ARG DO 2 OEFHEIE, R OFEEEH B 15% O ZE 2 5 D
212 P TELLF T, £25%DFiHEZBZ D b DN 2o T2,

LLE, Kb Ot s 2 R (T 8 F o 88/NEH bmgl AIEET)) & HERLZRER, £2ToR

BRI T TEEN R D80 ERRA O ALY FR R SRR T A R7 4 ) OHEREEICES L
776
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(VA HH )

BHE (%) pH1.2 (50rpm)

EHE (%)

pH5.0 (50rpm)

100 —— = 100
80 | 80 I
60 | 60 I
40 r 40
20 | —e— SEYFUENEA2mg THET) 20 | —e—SEYFUENMNEA2Mg THET)
0 K -~ =-5% b~ ')-‘\‘L‘Vﬁ/l\}%%Smg rEI’£I4 0 1 -~ =5% ~ 'Jﬁvﬁll\ﬁﬁﬁsmg rEIEIJ‘
0 5 10 15 0 5 10 15
BFfE (53 B (99
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 F 100 |
80 [ = 80 A iy =
60 (fﬂ‘fu 60
40 40
20 —o— S E X UfE/NEMA2mg THEI] 20 —o— S E MY FUfNEMA2Mg THEI)
0 é -+ =3F} ')‘:\f‘/\’ﬁill\'ﬁﬁﬁ\“}mg TBET) o A -&=-3%h 'J‘:\f‘/-‘ﬁill\'ﬁﬁﬁf}mg TBET]
0 60 120 180 240 0 30 60 90 120
B (9 Bl (59)
BHE (%) pH6.8 (100rpm)
100 r —} -
80
60
40
2 | —o— SE X UHE/NRMA2mg THETL]
’ =& =5FFUFUHEMRASMg THET]
0 5 10 15
Bl (9
(n=12)
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(SERYXUEE25mg TBEI])

ZE MU X8 26mgl HIE T 1L, 15 &0 872 280 BERA O LY FRSEERBR AT A KT 14 v
CPpk 24422 A 29 B SEAFAT 0229 5 10 /7)) IS %, 7F MU F U8 100mgl HE T %
PEAERLA b U7 & & IWHZEE S FESE &OHE S, EMTFIICRISE L Al S iz,

RER S
HEE HARERS BEHRBE SRk
[al#R%L K OFABRIE : 50rpm (pH1.2, pH5.0. pH6.8. 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk, HEERFIKR OARMITE HIZ 16 HSUUNIT Y 85%LL Riath Lz, £72, &
Kb R (15 43) IS8T AARMOE # DFEHFIX, REOFHEHFEL15%OHMEBE L2 5 O
2N 12 EF TELLF T, £25%DFPHEZ B Z D H ORI h-o 7,

- pH5.0 (50rpm) Tid, FEERAIR ORGITE HIC 15 5 LANIZFEY) 85% L. FIEH L7z, 72, &
TR AL (15 43) 12881 D AR O 2« OEEIHRIL, RO FEEEHFEE15%OHHAZ B2 5 H D
2512 fEd 1ELL T T, £25%DHPHZEZ D S DN -T2,

- pH6.8 (50rpm) Tid, FEERAIR R GITE HIT 15 S LANIZ Y 85% L. FIsH L7z, 72, &
HELERIRE S (15 49) IS8T D AR Ol 2 O, REOFEEEHFEE15%OHHAZE 25 H D
212 fEH L ELL T T, £26%DHFHEBZ D OB -7z,

- 7k (50rpm) Tid. EEHESRIAIK OARMIE E HIT 15 P PANIC T 85% 2L RIS L7, F7-. fcfklt
WRER (156 49) BT 2RO 2 OFEH=IL, RO FLEEHE L 15%OFHA A2 5 H DN
12 fHH 1L T, £25%DHIFHAZ B 5 ONRRhoT,

- pH6.8 (100rpm) T, [RIFRERIKD 50rpm OFEHFRER T, 30 /r LINITAEAERLA| . AR gL & I
85%LL FYRH L7-7-% . 100rpm DO HRERZ2E M LT,

PLE, R OEEFE 2 EERA (75 ) X8 100mgl HE T ) & B L7-ER, £ ToORRIK
IZBWT TEENRAR 0B ERA O EYZLNREERBR T A 74 v OHEEREICES Lz,

(P H )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 + 100 |
—R====-"
80 - 80 e ==~
60 60 L
40 + 40 +
20 | —e— SE X EE25mg HET 20 | —e— SEhYFEE25mg HET]
0 K -&=5% |~U#‘>ﬁ100mg THETI] ‘ 0 -+-5% h'JﬂF‘pﬁJOOmg THEI) ‘
0 10 15 0 5 10 15
BEfE (43) B (9)
AHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 | 100 F
80+ @ =L~ 80 |
60 60 L
7
40 40
20 —o— SE X fE25mg THET) 2 L —— SE X E25mg THET
o =& =5EhUFUEI0Mg TBET] 0 K - & -5FErUFUEEI00mg THET)
0 10 15 0 5 10 15
B (5) B (9
(n=12)
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10. B -aF

(1) FRMIRELGER - BF. NEI/RKRLER - AEICEHATLHER
% LR

(2) A%
(ZELYSUE/NRA 2mg THEI D
140 #& [14 $£X10 ; PTP]
(ZELYXUE/NRASMg THEI D
140 §& [14 $£X 10 ; PTP]
(FERYX VR 25mg TAET])
140 §& [14 $£X 10 ; PTP]
(SERYX R 100mg THETL])
140 #& [14 $£X10 ; PTP]

(3) PHEBE
Y LR

(4) BHROME
PTP : RV =LT 4L, TILI=ULE
Fae—: 7AI=h RV FLUBEE T 4L A

1. A@BHINLIEME
EIRBRE AT &M - AX—F2— Xy Tlx
7% N X gl EEHZEN (RMP)
(IXI. 2. ZOMOBREHEER DHESH)

12. ZDh
PR E R L

18



V. ARICEYSEE

1

. DIREX IR

OTANABED TREREICK T HHAIRE

Bor#E (CRELBILEREEZSD)

MEEARE

BRI R FRAE

Ot TANMAETHLLEHNRESBEHOOLABVTANABEDTREEICHT IR TANAEL
(O 3238

Bor#E (CRELBILEREEZSD)

PAEMARE

Lennox-Gastaut fE{R#IZH T 5L FRE
OMBEEFICHETIR7FTEY— FOEH - BRI

2. DREXIHRICEHET HIE

3.

5.MREXFHRICEIETS HER

(BE XML

5.1 15 iUl EDBEICET 5 AIMER L EIEC SOV TIEHL L T a7z, 15 mAl CAA O
AR 2 Blh L7 BT T, 15 i BLRE bkt L CARIZ M 3 2 Haicid, BEFOREZ /58
2L, IR LR RMEDfEBREZ BRI LB S 25810k GT 5 2 &,
(DBHERBICETARSTEY — FOBER - BRIDGD

5.2 WHEPEREE ORIy = B Y — FOQMEEIARITN 5 AR O A MK O 2PEITHEL L T,

AERUVRAE

(1) AERUVAEDHESR

OTAMAVEEIZAWSESE
A (§ 25mg. f£ 100mg)
1) BEIREDOBE (BHRE CRELERIEREZEST) RUREMKRECAVSIES)
WE, ZERNIX L LTRIO2EMIZ1IAE 25mg 2 1 H 1EREO&KLGL, ko 28X 1A
50mg # 1 H 1[E#A&E L, 5 HEIX1H 100mg 2 1 H 1[0 X% 2 BIZ5E L CROKET 5,
ZOH%IT, 1~2 BEEIC 1 BELE L THRAK 100mg FoMiE+ 5, #EHEIZ 1 B 100~200mg
Sl 1THIEXE2ENZE L CRAKEGT 2, FERITIE U CEEHET 225, 8L 1 HEL
FoMEZHITT1 HEE L TRK 100mg 3o, 1 A A&EITHRK 400mg £TE L, WIhd 1A
1EIE 2 ENCHEI L CTRAK ST 5,
2) N\LTREEF R YLERATSHE
WHL,Z7E M) X & L TRYIO 2L 1[0 25mg ZFE ISR O®F G L ko 28EIX 1 B 25mg
1A 1ERAEST 5, T0®%IE, 1~2#EMFIC 1 BEE LT 25~50mg 7 ST 5, HFF
AT 1 H 100~200mg & L, 1 H 2[EICHE L TRAOKET 5,
3) SULTOBF FUHLEHALGVESE?
3)-1) RHADIT NI AUBAGERET IEH? #0tRT 584
WE, ZERNYX L LTRMIO2EMIZ1IA 50mg 2 1 H 1EREO&KLGL, ko 28X 1 A
100mg % 1 H 2 [MZ0E L CRAKET 25, T0#%IE, 1~2 BEEIC 1 BEL L TiHRK 100mg
FTOWET 5, MERFHEIT 1 H 200~400mg £ L, 1 H 2[EIZHEI L CRAZKET S,
3)-ii) 3)- i )LASNADEFEY #6tAT 556
HAFRIEOSL AT,
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2% . CAABEICHV 5SS (RN

OF FERE
2;;1/)1/7 =117 Al VRN - DA DAY ) D BAEE DA
C - (EB %4 (ki
2) )L a i) B 8)-1) N 4
et TRy s e R 2 2 7 |8 el
i BE M@é&ﬁﬁ%#éSﬁ)u%mﬁﬂﬁykﬁwéﬁA)
HIE D 2T 5| 20T 5mE | 7H
BE
1-2HHE 25mg % 50mg/ H 25mg/ H
b H £ - (10 1E#Y) (1 0 1E#YS)
3-4HH 25mg/ H 100mg/ H 50mg/ H
(1 H1EHES) | (1B 2ECHE L (13 1E#Y)
THE)
53 H LI 1~2 B 1~2 B EIC 53 H 1% 100mg/ H
25~50mg/H "> |H& K 100mg/H¥->| (1 H 1[EIXiZ 2 [ENCHEI L THE)
s+ 5, W4 5, Z Dtk 1~2 IR K 100mg/ H§° >
Wit %,
MEFE A& 100~200mg/ H 200~400mg/ H 100~200mg/ H
(1H2ENZZEL] (18 2ENZSE L (F K 400mg/ H)
TE5) T 5) (1 B 1[EXE 2 ENCE LTiE)
(EEIX 1 AR EoMEZ H i TR
100mg/ H o)

AHNIEEL LT NVT o o iginBRE cREsn s,

1) REOT N7 v A RIEEITKT D8RI B TRVIERNC X 2 0FHEE T, Sv 7 ek
TR U LEFHT S EORIEROHEIZNES Z &,

2 ARV o BIAEEFETLHA] 7= A, IARTEBE L T /N EH
—, FUIR V77, vESENL - U M EAREGH

[7.2, 10.2, 16.7.1, 16.7.2 Z#]

1 8) AFNDT IV v RIAITH LEEA RIESRWEA . 7TV ST =, TP,
V=B IR, IR F VATV METe— b, TLAANY . UFT A LT
FvH L, RXTURRN, TaBIR

(7.2, 16.7.1, 16.7.2 ZM]
IR (GE/NRA 2mg, #&/MNRA 5mg. £ 25mg. £ 100mg)
1) BRIRZDGES (BEEXMAEICAVNSESR)

WE, ZERIX L L TRMIO2EIIZ 1 B 0.3mg/kg 2 1 H 1 [E XX 2 FIZHE L RO

L, o 2 #MIZ 1 H06mgkg 21 H 1EXIE2EICHELCROEETD, T0kiT, 1~2

BEIC 1 HE & L THRK 0.6mgkg 70035, MFFHEIZ1TH 1~10mg/kg &L, 1 H 1A

XiE 2 BB CROK S35, ERICIES U CETEET 525, HEE 1 EBL EoRREE ST

T1HEELTHRAKO0.6mgke 7o, 1 HHARIIARK 200mg TEL, Wb 1 H 1[EXL2

ENZAEILCTRAKEST 5,

2) N\LTREF RO LERATSBE

WHE, 7E R XL L TRMIO 2EMIT1H 0.15mgkg 2 1 H 1[EFRO#KS L, ko 2 BT 1

H0.3mg/kg # 1 H 1 [HEEA#KLGT 5, TOHIE, 1~2HMEIC 1 HEE L THRAK 0.3mg/kg 772

W32, MEFFREIX, v 7 afig ) b U A TAREIO 7 v 7 v Ui & ikEd 5 38E5)E2

EZHRAT 554131 B 1~5mgkg & L, AFIDO 77 o U BEA EZFET H3A2 20 L Tn

WA 1 H 1~3mg/kg &£ L, 1 H 2ENZE L CROKET 5, 72, 1 HHEIZHRK 200mg

FTET 5,
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3) SSLTOEF YD LEHALGLEAEEY
3-i) FEDI VY D UBHAEFERT HER? 20tHT 284

W, TR UL L TRIO 2EMIZ 1 A 0.6mgkeg % 1 H 2 [

SELTRAKRS L. RO

2L 1 A 1.2mgkg # 1 A 2 [ENZHFIL CTRAKEGT 5, £0%kIE, 1~2 BMmEIC1 A&EL L
TieK 1.2mglkg T OMiE9 2, MFRFHEIX 1 H 5~15mgkg & L. 1 H 2 BN L TRO&KS
T2, 72¥, 1 HHEITEK 400mg £TLT 5,
3)-ii) 3)- 1 LIS DEHIED 26tRT HEHE
AuTafgd ) U LAEFHT 2558120,
B CAMAMBEICRHOCEHE UNR)

RAIESES

DANTaiEF My AEFATB) LT BT M) U AEGHL
L% RN AEY DHAFED G
3)-1) &
AFNEPRMT|IRFN O 7 Vv v\ KEIO 7 Vg a|KEO 7T 2)-ii) (7E B R o 38
LIERORE | Bin G 2 FE|vBaGcHE e o BLS & 3)-) B SEHE EICH W% 5%
T A 2 OB HAD 2T S | TR )
ATama LRSS [P 26T Y o
PN
1-2#H 0.15mg/kg/H 0.15mg/kg/ H 0.6mg/kg/ H 0.15mg/kg/H 0.3mg/kg/ B
(1R 1EEE) | QR 1EEE) | QB 26125 (1A TEEE) | (1 H 1 EE
L TE) 2 [ENZHEILT
&5
3-41H 0.3mg/kg/ H 0.3mg/kg/ H 1.2mg/kg/ H 0.3mg/kg/ H 0.6mg/kg/ H
1R 1EEE) | QR 1EEE) | QB 26125 (1A TEEE) | (1 H 1 EGE
L TE) 2 [ENZHEILT
#&5)

1~2 JE
%X 0.3mg/kg/ H

1~2 JE
X 0.3mg/kg/ H

1~2 JE H
K 1.2mg/kg/

1~2 JE [
%X 0.3mg/kg/ H

1~2 JE [
K 0.6mg/kg/

FTOWHET 5, | TOWET 5, | BT | oS 5, | BT OB
D, D
HEFF = 1~5mg/kg/ H 1~3mg/kg/H |[5~15mg/kg/H| 1~3mg/kg/H [1~10mg/kg/H
(K 200mg/ | (FK 200mg/ | (FK 400mg/| (HK 200mg/ | (FK 200mg/
A) A) A) A) A)
(1B 2ENZ%E| (1A 2B (1A 2ENZ| (1B 2EZE| (1A 1E
LC#E) LCiE) EHLTHRY) LCHE) i 2 [N
LC#HH)
(HE T 1M
YL EoR %
I TIK
0.6mg/kg/ H "
)

AFNIFEE LTO NI v o iR TR SN 5,

E 1D AFOZ VT v BREEITHT D

5 9

e

T RI U LEFHTOHEORIEROHEIZHES Z &,

2 AFOIIV o A ZHETHIHEA  Tx= A2, AR BE L, T NLEX
—, FUIR, V77, v S EN - U MFEAREGA
[7.2, 10.2, 16.7.1, 16.7.2 Z#]

3 AAOT NI o U FRIAEITH LEEEZ RIESRWIES  7TIET T =L AT P
VB IR, IR TF VATV METw— b, TRV UFT A LT
FeH L, RXTURRN, TaBIR
(7.2, 16.7.1, 16.7.2 Z]
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OBRBERZFICETARFTEYV—FOBEH - BRAFICAVSEE (82 25mg. £ 100mg)

1) BEIREDBS

W RATIETE R X & LTRYIO 2T 1 H 26mg 2 1 B 1 ERROES, ko 2 8T
1A 50mg % 1A 1EST2ENCHEILCRAFZSG- L, 5 HIX1 H 100mg # 1 A 1 [\IXX 2 [H]
HAEILCRAKST 5, 6 HELMRITHERAES LT H 200mg 2 1 B 1[\XX 2 BIZHE L
TRAKREST 2, BRI C TEEHEBT 5220, HET 1AM EOMREEZHITT1I HEE LTE
K 100mg 72, 1 HH&EIFRK 400mg £TE L, WIivd 1 H 1ESUE 2 BIUZHEI L TRAOEE
T2,
2 N\LTREF R I LERATSBE

L, RANIZIETE N F & UTRAIO 28I 1 [E] 26mg ZFE ISR A& S, ko 2 HHIE 1
H2mg# 1 H1EFRAOKESL.5MEIX1H50mg % 1 H 1R 2EICHE L TRAOKBET S,
6 3 H LA IR A E S LC1 B 100mg 2 1 B 1 [E3% 2 I8 L CROE 545, RIS
UCEEHEET 228, BMEX 1 MU EoMEZ5H 15 CT1 HEE L THRAS0mg 7o, 1 A HREIX
BAK200mg £TEL, Wb 1 H 1ESUT 2ENZHEIL TROEST5,
3) SNLTAEEF RO LEHALLZMEREY
3)-1) RHADIT NI AUBAGERET IEH*? #0tRT 584

WL RANIETE R XL LTRYIO 2HEMEIFT 1 H 50mg 2 1 H 1 EEO#5, RO 2 @FIE
1H100mg % 1 H 2EIZHE L CROKE L, 5 BT 1 H 200mg 2 1 A 2 [EIZ5E L TR0 #
595, 6 HEIL1 H300mg & 1 H 2ENZHEILCROKS L, 7THEBUBFITHEFHAEE LT
H 300~400mg # 1 A 2 ENZHE L TR AKRET 5, ERIZS U CHEEHERET 225, HEIE 1 H
MU EOMRZHITT1 HEE L THRA 100mg 37>, 1 HAEIFHRK 400mg FTEL, Wb
18 2EZHE L CTROKET D,
3)-ii) 3)-i )L DEHED 24AT HEE

HAWRE DL AIZHED

B JBHEEEICBIT 2RS0T E Y — RO « ERIEICHW 28548 (kA

OF R
3Tt U 7 AEH LRV EASEY
\ 2) 3L 7 g H3)-) . D HARIED
D N R RS Y AT | G2
g L A é%%ﬁﬁé%ﬂﬁw3h)u%®£ﬂ %
7 w B 5 458
ZOERT 2546
1-2H 25mg % 50mg/ H 25mg/ H
b B $¢ 5 (13 1Mm#%5) (1 A 1[E#5)
3-4MH 25mg/ H 100mg/ H 50mg/ H
(13 1MmE#%s) (1H2ENCHEILT| (1 H 1EX 2 ECSE L THRE)
e 45)
51H 50mg/H 200mg/H 100mg/ H
(ITH1EXZ2E] QH2EICSHELT] (1 H1EXZ2EICHE L TES)
(58I CTHE) e h)
6 1 H LARE 100mg/H 6 8 H 300mg/H 200mg/ H
(F K 200mg/ H) 7 H LAKE 300~ (F K 400mg/ H)
(1 H1EXT2MH 400mg/ H (1 B 1R 2 ENZ5E L TR
(8L TG (F K 400mg/ H) (HEEIX 1AL Lo E &1 T
(R 1TEMLLE (1B 2ENZ5EI LT &K 100mg/ H3°)
D% & T #45)
K 50mg/ H 4°o) (BRI 1AL B
kR4 &1 TR
100mg/ H )

AFNIFEE Lo v o BB EERE RSN D,

22



1) KEOT NI v A FRIEEITRT D8RI B TRVIEFNC X 2 0FHEE T, Sv 7 ol
TR U AEHATIGEOREROCHEICRD 2 &,

H2) ARV o BIEEZFETLHA] 7= A, IARTEBE Y, T /N EH
—, FUIRY, V778 mEFENL - U RS EAREH
[7.2, 10.2, 16.7.1, 16.7.2 Z#]

1 8) AFNDI NI v IAITH LEEE RIESRWEA . 7TV ST =, TP
V=B IR, IR F VATV METe— b, TLAANY . UFT A LT
TN RTZURR, TahIR
[7.2, 16.7.1, 16.7.2 Z]

(2) RZERUVHAEORERE - B
MU ERR L

4. AERUVAERICEET IR

7T.AERUVAEICEET R
(FhBELLE)

74 BPHEOREREEORBFZ, EOONTEHELOCHEZBZ TEE LEGEIZEN T LEHARS
NTWHDT, FHT2HADOMAEDOHICHE LT, 6 HIEAUCHELZETTLHZ L, b, K
EHREEIC X VR LRI BT 28AOMAEDER WA IZIE, g L-AREICR LT
<O OBRROCHRICR D X9 SRl MG b T2 8, [1.1.1, 1.1.2, 7.3, 8.1, 11.1.1,
17.3.1, 17.3.2 /]

7.2 fFHT2EANCOWTIFIUTO LB EEINLOTHETHZ L, ek, AoV v g
AT 2R D TRWEANZ LD 0FRIE TR, ST e@gt M) v 22 0FHT 256
OREROH&EIZHES 2 &, [6., 10.2, 16.7.1, 16.7.2 ]

- BHND TN v G AR D A

Tx= b Ay, NN 7/ v X =)L FUIR, V7708V, BEFE
b U N EVELA A

- RENO TV v CEBEEEITHR L R I S RO SEA

TIVETST— N AT V=Y IR IR F UAFY METw— R T
VHNY Y UFTL LRFTEXZL XT3 FathI R

7.3 RANZ L D RZHE DO KEIERDOIZ DI G- 2 1k L7z 5E12iE, 10 EOR RN ERMEZ LA
L Ll SN AHEELSMIFE G LW &, BEREIZHIZ> TEL, W\ CTEZHIEL
FREICEONTS, #FAREIVERVHELDWE TS 2 &, 2B, 5 H 1R BAKI O I 6
Mo 5 EOHM SV 7afEr U o AEOHH L7ZRER 350 BER, S a gt v Y v AEOEA
ETARANO 7V v UG 2SR T 5 A 2 O L 72 Rf 3K 65 R (W s NE AN O T — %) |
AnTalEF ) U NSARENO TN v A 2T D 5RO Lo TSR 170 R
i) 28 L TV 25 EIL AR ED S 6 HIER OCHEICHE > THIIT 5 Z E 3R 5, 7.1,
10.2, 16.7.1, 16.7.2 &H#]

7.4 AREG I, REIO 77 v L BRE % LE S D WVIEEEE T 2 384 2 B 5 Blas 3 G k5
LA, AAOHERTGEZETH L,

(BHETADMADARE)

7.5 AF| & BB RARELAO/NETADAVBEICAWDIGEIIE, ot TADAIEE JFH LT

M35 Z & ERIRMFEIELS O ENERKEER 23\ T AR G- T oM AL 2V, [9.7.3
ZH]
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7.6 NRTADAVBE~EET 25612, 59 (1~2 @) [SREBRFE L2 1 BH&ED? 1~2mg
OHPANTH > 7o E1T 2mg EZ R B IZ 1 SERMT 5, (KEEE L7- 1 HHED Img KiO%HE
AR A IR L CTiE22 6720, REEG R, REEA(LAEE L, LEIDS CHEUICHEDOEE %
119528, 23, 2~6O/NEDBEITHEFFH EO EIRMEOHENRMLBERGENH D,

(fiE)

7.2 AANIOFH T 2 8EHN OGBSO IFEFIC LY | W FER OMRFHER R D, REIO 7NV 7 a
i G /8T 23K, RRIO 7NV T v ATk LR E KFE S 2 0FERIIZ DWW T, BIRFRT
HONRbL DT XTHIELEOT, SFHOBICIIEE T2, £, ARlO 7V 7 a v Bis
WZXET D BN B TRWIEFNC L2 0FHBE (TADASUTRHRMERE S OTERICHW B 5 3
FINAFI LIS b O STV AHEE) Tk, 2v7af@r ~ U o APEHR o FE R O &EICHE,

RIEHENOREGZIRT 5 Z &,

7.4 KFND T NI v O IEEIIR LT 2 JF T EAN OB 5B 3Gk L v o AFlo i
REPEIT D22 EBHLOT, AFBREGPICAKAD 7NV 7 0 G ZHED 5 WITFHET 53K
Bl B 5B 3R G 1T 2581203, AFOAELEE OREBIZIS U THEFE 2 EZEET 5 2

ko

7.5 NRTANAEEIT U TKGE ST D BARIEIIER R IEIEDO I L 72 D, ZR LS DFAE
OB TAPAEEITR L TIE, toFi TAPARR L OUFIRIEEZITY 2 &,

7.6 NETANAEREICH L TEET 2560 EFHE, ARHE WIEHEROWEEHEE) 282
THEELESAICHEREDORARNEL LD ENMONTWED T, /MNETANABEICES

THEHITIE, BEOKREICS U TCHEAEUICHE T 2 &,

5. ERERALAE

(1) BERT—21Rv 75—
MG R R L

(2) EREREEHER
M ERR L

(3) AERERFERR
Pl v/

(4) BIEMEER

1) AREREERER
(BETADLADARER

1711 EfEERFEIAERR (KA. BHEIRZE)
NN BT DER S FAE X ITRE R IELZ BT 5 I SN TANAVBREROER LT

rin i iEE CRIBIE) 65 B (AN 39 ) Z /512,

H A K Ot [ENE 3V THER IROE B etk o

0% SEf L7z, #MEFFHIEE 200mg/ B & 705 X 9O BOE LT L7, FEMERIBIOMERPRIEN (HiE 4
TR D 24 W) ISR 2RIEHAMERRIZ, TROLBY THoT,

58 F A I SRIES = %{/ﬁfifﬁgﬁﬁ ](%)
FTANTDOIRER 65 28 [méf%ﬂm
A 55 22 [27.0?'24.09]
i A 10 8 [44.3?)(,)87.48]

1E) AERPRRIEINZ S R ANHERF S VTIERIEY 7 & b ) & R GIEBIEL
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MERFIR G- 2 # T Lo Ok 5 (24 B8R (ISR 2 BIEHRMERIRIT, TROLBY TH
ST, ek, MkRiER G-I AARD R TEM ST,

I ) RN AR ED (%)
< VT = EVETH JCHER
5 17 A5 56 (10 A 551 b
: l 84.2
T DFNT 19 16 [60.42, 96.62]
AR 13 12 o
i [63.97, 99.81]
\ 83.3
PRIE IR 6 5 [35.88, 99.58]

1) Mkfse s G- NS FAIEE R DMER S NVTIERIEY 7 € b Y & R GIEBIEL

BIVERRBISEE 1X, 31% (20065 f5l) Th oz, ERBIERIL, 5B 15% (10/65 ), Bk, %
W, MOEIBREES 3% (2/65 1) THo7- UKFREE),
17.1.2 ERARFENIERER (MR, BRIEE)
INRICEBT D ER R REIEE T T DHIIC2E SN 4D 12O CANARE CRIGH) 20
B (AAN 16 #) Zxt412. BAKROWEIZ IV THAR G2 X 2 I BIESHRER D 94 Ehi
L7z, HEFFAEIIBIEORESCZ2MEEEE LT 1.2~10.2mg/kg/ H X% 400mg/H (WK
WHE) P O®FEN TS Lz,
HMERFREIA T ERPEIENICER T 2 12 ) 128V T HV-EEG (12 & 0 @R R FREIED T IH
TR S N7 BB T 1RSI GIEFIE 20 BITP T HICTH Y | ZOEIE (95%IEHIXH]) 1%, 35.0
(15.89~59.22) % Th -7,
HMEFFRIEI 28 T L2 Ofkee i 5-11 12 IR T, HV-EEG (2 & 0 @R R REVED I A e
REINT BRI L, M G INCBAT L TR 6 il TH Y | ZTOEIE (95%FHHIXH) 1% 85.7
(42.13~99.64) % TH -7,
BIWEMZBISERL X, 35% (7/20 ) Th o7, TOWNRIT, FZ 25% (5/20 B1]) . FFFERERMR A i %
BN OB S 5% (1/20 ) Th o7z KREE),
) NROERURAFAEIZ KT 2 KGR SN ARA O BAE G O/ &L 1 B 1~10mg/kg, K
200mg TH 5,
17.1.3 BHAEIHEER (MRRURBA. BEEIEE)
O RAESUTREMRIEEZ BT D H IS SN CADABE R OERE LI CADABRE (R
159 343 5] (12~72 k%) H#XRIC, IANATPEURIESHRRAER 9 105 EfE L=, FERY
XU OMEFFHE % 100mg/ H X% 200mg/ H L 5%7E L7o, HERFREGH] (& THREDY & 24 H[H)
(BT DRI IHMRFRIT, TEDOEBY THoT-,

FJERUF FJERUF N
100mg/ FI T 200mag/ F B HATEE LB
BRI 115 111 117
TEAEVH SRR 59 67 64
FEAETHIHERFR™ (%) 51.3 60.4 54.7
[95% ZHE X ] [41.81, 60.73] [50.63, 69.52] [45.23, 63.92]

1E) AERFBRC G-I I AR S VTIERIEY 7 & b ) & R GIEBIEL

Z7EF MY X BRI HDRWERRBIBEE X, 26% (58/226 fil) Th o7z,




17.1.4 ERFETAEZER (BA. 6iARX)
NI T D0 A R OV VE I D Add-on #0512 X 2 B IMAERER (T H 5 i)
WA E L7z, 7F U X OMEHEITZ SV o) Y o AGHHEEICIE 1560mg, LT
afgs ~ U v LI BT 300mg, HMERFH EHIH 8 M L3 E L CHEM Lz, A RWEMAT X
GUEBNC 31T D B R UGERE K OB FIERIC B 1T 2 B e EEIZLLTO L0 Tho T,

e
. JiE ] PSR B e
By b = ERES N WE |
% e = e R HAL P Wilcoxon
_ L 10 20 16 26 12 3
TERIFAEN ST (1ep) | (23%) | (8%) | (30%) | (14%) | (3%) 0,011
Sowst | 89 8 13 9 34 23 2 [P
(9%) | (15%) | (10%) | (38%) | (26%) | (2%)
£ k=
FEAVEA 51 151) . o AR | AL R
K % 4 N
= = e
SERUELEE |66 6 | 17| 9 | 22|10 2 (325:3/0)
I 1E m
AN 66 | 6 | 12| 7 |20] 20 1 (%o%)
Seruxcrt |7 lols |2 1]1]o0 @;@
IR TS 5
AN ml1l1l1]7l1]o0 (18%)
_ L 4
Lennox-Gastaut 7ERYE o 3138 2 210 (36%)
) X PN
HEARRROD SRR A 75 R 6] 1]0]1]l10] 4]0 %%

ZE b X URHCB DEIWERRBIUSEE L, 37% (32/87 %) Th-o7z, EREIEMIZ, IR 20%
(17/87 Bil) . FEWED E N 18% (11/87 #il) . AR M ORI 5% (4/87 fiIl) Th o7z,
w15@m%mﬁaﬁ(¢»‘ﬁmﬁﬁ)

AN BT B RS FEAE R OV SEAEIC KT 5 Add-on $5-12 X 2 FIFHAER (B 5 R FiaER) 19
WEFE L7z, 7F b X UOMFFAEIT VT ai) N U AGFHBE N 1~5mg/kg/H (N
NTaEF MY UAEHFHL, Z7a rBRIEAEFHET 5 IEA A IEOFHOBEITITH 1~
3mg/kg/R), »Sv7 afgE) b U o AIEGFRBE TN 5~15mg/kg/ A | #ERF AR LI 8 MM & 3% E
U CHENE L7z, A WERRHT I GUEGNZ 35 2 R B UGEE K OB FIERUZ 31T D B B UG &
BUTOEEY Thote,

A AR U

. SE B ——== HE
wore |0 % - HE |
by s g e ARZE AL, b Wilcoxon
- L 12 26 18 18 9 3
TERVERARE) 86 00y | (30%) | (21%) | (21%) | (10%) | (3%)
=0.0009
SR 3 17 17 22 20 3
h (4%) (21%) (21%) (27%) (24%) (4%)
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‘ 2 2 f)
P BB f S| || B
v | & % 0
TERNYXUHE 3|5 |7 7T|19]5]0 (313%/0)
AR \ 14
V=3 R 39| 3 (11| 9|86 |2 (36%)
FERUXURE |17 3|9 |1]2]|1|1 (711%/0
S R T : ;
EFIRRE 11200 1113 ) 440 g
- — 14
Lennox-Gastaut TE MU X UBE 333 |11 |86 | 4|1 (42%)
) DA HEH
SEWERE D BTN V=3 REE 34| 0|5 (6 |11]12]0 (15%)

Z7E b X URBCRT DREIEA BB X, 43% (B7/87 1) TH-o7=, ERmIERAIL. IR 26%
(23/87 f5l) . HEMED F VN T% (6/87 ) ThH -7z,

17.1.6 BSVREREER (BIA. SFREE)
FRNIZ R B FAEICHK T 5 Add-on & 512 L 2 “HERZ 1 A4 — /3 — [higili 1020 % 32 L
72 7 M) X OMEFFHES 400mg/H OV gt U v AIEQEH) . MEREH R 9 JEM &
E L CHEM LR, 7F N X UBRCB T D RIEHERDRITT 7 e AL R L THEICR
Mmoo,
Z7E b X UEGEINCE T 2RIEARBBEE X, 70% (66/94 ) Thotz, ERBIEMIX. %8
PEDEV 30% (28/94 B1)) . i 27% (25/94 f51]) . 1R 18% (17/94 ) TH -~ 7=,
F72, 7F MU XU ES 300mg/H (v g U o AIEREA) XX 150mg/H (S0
TaEt Uy AR, MR RN 12 B RE L CEM LR, 7 M) URICBITD
FAEBE D RIL T 7 B AR & i L CRERICE o T2,
7 M) X UEREHICE T 2RIERBBEMEE X, 71% (2941 ) Thotz, ERBIERIL. %8
PEDFEN 17% (7/41 B1) . B0 15% (6/41 1) . BEJR ROV 12% (5/41 f5]) Toh o7,

5 TE B FEESH BN 2R rh Jufi Y
400mg 88 904 K
150mg "2 |3 300mg 41 069, R

1) 7R EDE
H2) v rafgt Yy AFHOSE
IR p<0.001

17.1.7 BHVRERERER (DR, SFRAEE)
INRIZE T D FAEICH T 5 Add-on #5651 X 5 —HE BB TREM kel 20 2% 5206 L7,
7 M) X UOMFFHEL VT aig) M) U LAFHEE TR bme/ke/H (K 250mg/H) , /N
N7 aps b v AIESFRERIEICIEN 16me/kg/ B (e K 750mg/ H) | #ERE A &1 12 B & 3% E
U CHERE LR, 7F MU FURECH T 2BIEMERDRIT T 7 v L R L THRICE -
77

50 JiE I FEAEAABE R il
?JE%U%‘/Ei 98 36%><><
7T AREE 101 7%

1 p<0.01
T MU XUBHCBIT HEIEAREMEE L. 66% (64/98 f5]) Th -7, T/RENWEAIL, IR 18%
(18/98 f31]) . {FEHED F N 15% (15/98 i) . 23 10% (10/98 f5]) T -7,
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17.1.8 BIVRIRSER VMNRERURBA. SFARE)
Lennox-Gastaut JEEHE (3~25 %) (ZB1T 22 FEIEITHT 5 Add-on 512 & 5 “EHERIAT
REM LR 29 202 F2fE L7z, 7€ MU XU OMFFHEZ V70l U v AGHHEBE IR
5mg/kg/H (K 200mg/H) ., »Sv7 mfg) b U w7 AFEGFHEE I 16meg/kg/H (kK 400mg/
H). MERPHI I 10 M & 30E L CEm L7 R, 7 b X URECRIT 2 B ERERD RI1T
FERBEE B L CHEIZE DT,

BeRE IE 5K FEVESAEE IR 5 LfiE
TENUFUHE 78 32%
7 J AR 89 9%

1 p<0.05

ZE MU X RSB DEIERRBSEE L, 30% (24/79 #I) ThH-otz, EREIERIZ. B2 8%
(6/79 1) | Mar:, O KOV 4% (3/79 ) Th -7z,
17.1.9 BHVREREER (DREUEA. SHRAEE)
SRELMCIRIE (2~55 %) 124§ 25 Add-on # 512 X 2 ~E BRI/ TREM LB 294 Ft L 7=,
FE M) X UOOMFFHEL VT g ) U LAGFHEE T, 2~12 512138 3me/kg/ B (FRK
200mg/ H) 12 mEARIZ1E 200mg/ H . v 7 afigt R U o ARG Tk, 2~12 %21 12mg/kg/
A (&K 400mg/H) . 12 5&#81213 400me/ B, #HEFFHEWIM 12 @M & RE L THEmM L2/ R. 7
T RUXURHCBIT D REHEERDRIIT 7R L I L CHEICE D > T,

BEGHE I Bl FEVERAE IR 28 i
ZE LY XA 58 829%™
75 R 59 =
K p=0.006

T MY X BB DRWERRBEBIBEE X, 22% (13/58 i) Th-o7-, ERRWEMIZ, ZFEIED
FU, BHIRLOELK 5% (3/68 i) Th oz,
(RMBHEEEICHITEIRSTEY— FOESR - BRIED
17.1.10 ENE I/MERE (BRA)

PR I REEZ G4 588 21546)) xRz, H1H (8~16 #H) &L THEMRFTIERY
¥ 200mg 5L, FH 28 (26 W) & LT, JERNLE LTEEEZRNRICT 7 BRiT v
Z LAGIRE R IEFRER 204 F20E L 7o, EEFHMIEE CTh 555 2 WIBRLA ) DIaBRZ Ik - B2 £ C
DOHF (Time to withdrawal from study : TWS) X, FERDO LBV THY, A X MNEHETO
REfEIE, 7 MU X UBETIE Y 7B ARRE L ik U TR MEHEIIR A EEZDN RO btz (p=0.010,
vryZw I E),

% I/MAERERIC BT 5 TWS

75 REE FE MY X URE
FFAm 3155 58 il 45
A R N REBLES 74.1% (43 ) 53.3% (24 f)
TWS fufif [95% (5 4EX M1 (B) 67.5 [32.0, 127.0] 169.0 [111.0, n/c]
7T R R L Ol p=0.010

n/c : HHAHE
H) v /7o 7 BE

B 1WNCR T DEIERREAEE L 32% (69/215 ) Th-o7=, ERBIERIE. 2 6.5% (14/215
1) . BEIR 4.2% (9/215 ) . IR 3.7% (8/215 f5l) . HE.L» 2.8% (6/215 ff]) T -7~
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171.11 EREHBRESER (RA)
55 T /IAHERBR LS fkfe L C S L 7= 52 M O FEEMREME GBI W T, PP L v FRE L
Mk OHE (50~400mg/H) TT7E MY X 25 LIHERIZ. TROLBY Tholz 20 28,

- " CGI-S v HAM-D17 "2 YMRS 9
R\ PR T Bl | aath | ERE | Afh | AR
ARERBRAAGEE | 92 | 2.9%+1.1 - 9.7+8.0 — 3.0+5.5 -
6 i 84 | 22+09 | -0.7t1.0 | 4.3+49 | -47+7.2 | 2.6+4.4 | -0.3+t5.9
16 i 78 | 2.1+0.9 | -0.7+1.2 | 52+6.0 | -3.8+75 | 1.7+3.0 | -1.3+6.1
28 i# 77 | 21+1.0 | -0.7+1.2 | 45+t51 | -45+7.7 | 2.0+5.2 | -1.1+5.8
40 A 70 | 2.1+1.0 | -0.6+1.2 | 4.7t55 | -3.9+7.7 | 1.7+4.0 | -1.1+6.7
52 i 68 | 1.8+0.8 | -1.0+1.1 | 3.9t5.3 | -4.4+6.9 | 0.8+1.7 | -2.1+6.0
AR | 92 | 21+1.2 | -0.8+1.2 | 55+£7.3 | -4.3+72 | 1.9+56 | -1.1+7.1
P E = A E (R 2=

1) RO EEE

H2) NIV b ORI RE (17 5HH)

¥ 3) v 7R R E

£ 4) LOCF (Last Observation Carried Forward) (2 CXKHMEZ M5, HAM-D17 (X YMRS (2
DUNTIE 91 4

FEWHRGRBRICBAT LERIC B T 2RIERRBUBELIL, 21% (19/92 ffl) Th-o7-, EREHEN
X, BHBEE 7.6% (7/92 1) THoTz UKFREE),
17.3.1 ERNEBREKBRICETIHEDRVICLP2RBEOREREDOREE VNIV TOBF YDA
PrREBE)
ARHE FIEHEROZOHROEEHE) L EWHETERS LZENBERRER (S aig)
NU U AGHHERE) CTORZBEOREREOFBLREIT 10.4% (18/173 ffil) TholzdizxtL, N
N algr b U T AR BEICBOCRGRHAE TRY LB IR RER Tl 2.9% (3/102 #i) T
Ho7- 2930, [7.1, 8.1 &)

N o B DR E D
RR HEP AP B
S AN AL 102 3 (2.9%)
BT S 0 BB R L AR | 173 18 (10.4%)

17.3.2 EREREKBRERICE T 5 REILEREIZRF (Stevens-Johnson FEER) DREE
RN KOV T A DA B x5 & U725 T K OV AR ER PR RBR I 35U C L 547 filH 3 1] (0.5%)
(R ERE R AEBERYE  (Stevens-Johnson JEBERE) ARO LN, Wi b A7 e s v Lazf
ML, A#EHE WRHEARZOH%OWHEAE) LmWHEZES LICEFTH-72 (A -
335 B 1 f3] (0.3%). /N 212 1 2 61 (0.9%)) 3V, [7.1, 8.1 ZH]
2) R&EHUHEB
MR L
(5) BE - WEAHEER
MR L
(6) AMMER
1) SEARERE (—REAKERE. HECEABREREZ. GARBELERAE). RERFTRT 4R
—RRE. RERFTREBRAROAR
MR L
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2) RBEHG L LTERFEORAETRIIEEL-RE - HBROME
R LR

(7) 0Dk
R L
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VI. EMEBICEYSEE

1. REPHICEAESSLEMX T EaMEF
AR Na F v & VI ER 249 2 3880 (U CTADARALL PR E R E)
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. XBER
(1) {EREREL - VEFFF
Na+F v b & AR DBAARFRNCHH T2 Z LI Ko THRE L L Eh S, Zvx I
P D BB MR R =W E O 2 345 Z LIS K W PUBER 2 R & B2 5N T 5 32 39,
(2) ENERMT SRR
18.2 HER{ER
BFETANABDET VICBWTHEEE 2R3 2 E3fE SN T D,
18.21 v U AR WNT v N DR RKERERRE 2 I3 2 39,
18.2.2 W (R F LT FT7 Y — ), 47 I 7 EY VKDY 6,7-dimethoxy-4-ethyl-
-carboline-3-carboxylate (DMCM)) 12XV = 7 A ZFHFE S 5 Gl B R 2 1] 5~ 5 34360,
18.2.3 7 v MR X OWEKITIS T D BRI FE 1% R 5 2 Bl 32 37,
18.2.4 WK NESE X KU 7T v MIBWT, 2 FU U7 RBIEZMS] L, %R FH R &
HiEd 5 8939, F7o, RbkEX L KU 7Ty MZBWTEx v KU 7 O Z B4 5 39,
18.2.5 HFEZHI CTANAEET L WIRMERIE~ T AR DT v b EL v X lethargic v 7 X)
DT D IARFNEZ I 5 40-43),
18.2.6 7 v MIBT 2 WhaltEEBIEEIEM X559 < | 1R (BairEEB) S 4 7~ 3 EDso fl/bE s
EF® EDso lED M) 1%, 7 == hA RV TERLLD HEVEZ R 4D,
(3) {ERAZRINFA - Frisbs
BRI L
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VI. EMBEICET HRE

1. IpREQHTE
(1) ARLEDGOPRE

B R L

(2) BERERTHERESL-ODRE
16.1.1 BEREA
TR 6 BIIZ T E b U %2 25~200mg % HilRlHRE 125 L 72, $5-1% 1.7~2.5 i C Cmax (Z
FEL. teldf 31~38 I TH o7z, Cmax KN AUCoolI G EDEIMIEVEER LT, F7-.
fEEERR A 6 Bl 7 R U ¥ 50mg & 1 H 2 [0 10 AMKER KL L2RE, iEF 75~ ) ¥
TEFE IS 6 H BICERIREBISE LT 49,

# 1 HEREAICZTE YT 256~200mg ZHEE ARG LZREO T F U £ ORYEE T A

—4
sk | | Cmax Tmax s Afg:f CLY/F VA/F
/oL i

(mg) (1 g/mL) (hr) (hr) h/mL) (mL/min) (L)
25 | 6 [0.338+0.031| 1.7+08 | 37.9+11.1 | 15.2+49 [29.77+9.12 | 91.0+8.1
50 | 6 [0.71870.049] 25+1.2 | 35.0+4.7 | 337559 |25.33+4.09 | 752+48
100 | 6 [1.488+0.261| 23+14 | 30.5+3.3 | 59.9+12.1 | 28.79+5.65 | 742192
200 | 6 [3.075+£0.336] 25+1.0 | 32.4+55 | 136.1£33.2 | 25.64+5.69 | 69.819.3
A fiE AR E(R 22

16.1.2 TANMAEE

RN TAMAEE x5 & LT EWNERRRBRIZ BV T,

SERNYXUPEEL, SATalBF N v ARG L.

ZE MUX 2 200mg EBG LRl
FERNIXRLDI VT v U EBRE B ES

LI Z P L RNEAIEL 9.6 u g/mL, AT afEt N v AEGHET, SENIFL OIS
nUBIRA Z ST A L2 SE1E 2.2, g/mL Th o7z,
FRASUT/ NE T AR Z G L LI ENBRRERICBW T, BEFOI CTANAROE G251
TWHBFICTE N X U2 RE LEROEFRIREBIZBIT 2P 7E M) FURELLITICR L,
DERAPICADAIKIZE Y 7 N XU ORI EITR R 203, REROMPREN RSN, Fo,
7 N X oELR% TR TAP A MR EICBE 2213580 bk ho Tz,

#2 HMABEICRT DM FRE

O H ZE 55
FJERMNIFUOD|ITERNYF L ?J&I\Uﬂ?“/ﬁ’:‘é$%%{ migfh o~V
SNy a g TV v B O SRR EAE R & j%ijﬁ) XD
FU DA BEFET LD L TR (mg/H) (u g/mL)
Al PLC A A
BEA i D 3.25
bFH SEBET SEBET 100~200 5 (10) (1.44~9.58)
A X 2.81
FEOFH P H D6 200~400 60 (99) (0.32~7.28)

H1) IRy, 7=/ e X— FUI Ry, Jx=hrA Vv
H2) il (M~ oK fE)
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# 3 /NEREEICRBT D E
GiviiE:S:ll
FJERMNIFUOD|ITERNYF UL ?%]\Uﬂﬁy%‘é%%ﬁ migfh o~V
NV a |y v s EER| O SR AR HAE R | M{*f‘/ﬁ/lxiﬁ) XU
NURZEA BEFETHINE LN TRV (mglkg/H) (1 g/mL)
F|+v FLC AN AR
3.85
e FEOFH PR X 1~3 18 (45) (1.07~11.38)
il o 1~5 48 (101) 252
FEOFH P H (0.29~5.91)
FEDFH N O ST 3.30
i g 5~15 30 (54) (0.70~9.82)

F1) WA=y, 7z /LR —L, FUI RNy, Jx=h AV
1 2) FIE R/ ME~RKE)

TNy v BEERER RS DH T AN AL B LD T E b Y X0 te 136 14 B TH
S BMEAT—2), 2B SAEAEER LT R A ERFALEEOSE R X
D tue 135 70 B T - 7= 45)-52)

16.1.3 £YFHIRFEHER

O>ErYXURMNEAH S5mg TAETL]
BFEIR L D F R VR A R T A VO EYIEICOWT CERR 24 452 H 29 B 38f
FATE 0229 % 10 )
S YRR bmg THETL] KOT 7 #— g8/ N 5mg . 7 2 24— "—yE2 k
D ZNEN1EE (5 R Y F & LT 5mg) WEHERABIICHEAMERO#E Ok T2 0% EMRM
K OWHME 2K TR LTl 7 & U S REZNE LS b EmBE N7 X —~ (AUC,
Cmax) (22T 90%(EHE X VA THETHREIT 217 > 728 K. log (0.80) ~log (1.25) D#HIPANT

HY . WEOAEDFR RIS R S iz 59,
(FEE AR/ ARAITHD,)

F4 EPEEATA—% KTZEOEERM)
T A—H BENT A—H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
FJE Y X U8ENEA
-+ -+ + -+
omg [ HEL) 2858392 108.9-30.8 0.84--0.58 39.91+5.26
— — b NI=]
57m‘g7 e N 2852+ 405 102.3+27.2 0.97+0.72 39.86+5.79
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(ng/mL

150 1
——JENUF §E/NEASMg [HET]
f% -5 3 75— LEE/NEHABmMg
E; 100 1 135425, Mean+S.D., n=24
£
~
1)
*
=
7/%
E
(0F A . : . . r .
0 12 24 36 48 60 72
B (hr)
MAEPIEYREHER Ok TZ2OE EIRM)
*£5 FWEIE T A —& (HE%KTIRA)
HIENT A —H BEIINTG A —K
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
ZF hU X8R H
+ + + +
5mg THET, 3077291 110.2+21.3 0.82+0.86 42.24+4.97
S < S TNT=
57m‘g7 N 3102+259 114.1+24.5 0.77+0.79 42.94+6.05
(1 88¥% 5, Mean=*S.D., n=24)
(ng/mL)
1504
—— S E M) X /NEA5mg [HETL]
Elé -&-F 3 72— ILEE/NEH5mg
‘g 100+ 182425, Mean%S.D., n=24
£
~
1)
=
=
E
ok . . . : : ,
0 12 24 36 48 60 72
R (hr)

i 35 A o BEHERS (TELME £ K TR D)

MR NS AUC, Cmax 550D/ T A —2 (3, HERE ORI O BRI - R 55 O 55k
RS E > THRARDAREND D,

34



@>EFYXUE100mg THETI)

BIEIR L DLW FH R SRR T A R T A VD —WIEICOWT CER 24462 H 29 B #KA&
WA 0229 5 10 5)

FZERYFX U 100mg THEL] ROT7 I 7 ¥ —/LE 100mg %, 7 2 A4 —"—JkiZ L EnZ
N1gE (7R ¥ L LT 100mg) BEFERABIEICHERHERR DS Ok T O F FARA L O
WK TR LCiiEh 78 Y FUREZRIE L, 5 b7 ERE T A —% (AUC, Cmax)
[ZDWT 90%(E KK VA TREEHIRNT 21T - 7245 4. log (0.80) ~log (1.25) DHIPANTH Y |
i 77 OO AE W) R TR MR DS AR S vz 89),

# 6 FMEE AT A - OKTZDOEEARM)

HIFENT XA —H BEIRT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
T MU XU
+ + + +
100mg THET 58936t 7741 1942.4+429.8 1.10%+0.92 44.61+8.84
7 X7 SV 58923+ 6628 1944.4+548.5 1.20+1.14 43.75+8.77
100mg
(1 $g# 5., Mean*+S.D., n=25)
(ng/mL)
3000 7
o ——ZEMUFX>$E100mg [HETL]
15 24001 -&-5 375 —JLEE100mg
;F' 1$E#% 5, MeanzS.D., n=25
2 1800-
N
1)
% 1200
P4
7};%
E 6001
08 : - - - - -
0 12 24 36 48 60 72
RS (hr)
MgEh SRR K TEDOE EIRM)
7 IBhEE T X —4& (%K TARH)
HENT A—H BEIINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
FE MU XUHE
+ + + +
100mg THET 59154+9792 2140.2+489.6 0.63*=0.69 43.33+7.87
17085; /v 6065610102 | 2119.7+529.8 0.89+1.08 43.97+8.31

(1 88¥% 5, Mean=*S.D., n=24)
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- ——JEMUF$E100mg [HET]
1 2400- -&-5 3 7 % —JL§E100mg

‘; 188485, Mean=+S.D., n=24
£
N
D)
2
~
P
i3
0% . . : . : :
0 12 24 36 48 60 72
RS (hr)

i 55 R R B HERS (ELIER 4% K TR

MR NS AUC, Cmax 5 0/37 A — & (3, #ERE ORI OEREIEH + B O Rk
R L > TERRDAEEN D D,

@I ErYXUEMNEMH 2mg TAET]
ZE MU XFUE/NEA 2megl HIEET L, T8 &S B2 58 0 B RA O LW R R SRR T A R
TAY (CF 2442 A 29 B JEEFEAR 02295 10 5) ) ([2HES5%, 7F MY ¥ o8/ M 5mg
THE L) 2 ERA L Uiz & & IR EA RS LOHE S, ARERICRSE L e Sz 9),
@>FE )X 25mg THEI]
ZE MU X BE 25mgl HE T 1L, (& &N 58 0 BERRA O A FIREERBE T A K74
(PR 24 42 H 29 B SEAFAFE 0229 5 10 5) | ([ZHESX, 7F MU ¥ 6 100mgl HET)
wREMERLR L LT b & IWHHZEEN S FSE &OHE S AL, AR RIS & AT ST 9,
(3) &
MR L
(4) BE - ftREOTE
1) BEOEE
16.2.1 BEDOEE
fERERRA 12 Bl 7 b U ¥ 150mg & ZEGIE R OVBIZIC IR O & 5 L7 R, 8% 5 T34
BRICHEA_MAES T Y X0 0O Tmax 1TEBE L7=2, AUC ICHEBERZEZRD o725 (ULEA
T—4),
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2) ftRAEOZE

16.71 SERUXOOTILY OVEBAESICE IT26tRERDORE

[6.. 7.2. 7.3, 10.2 &M#]
FERNIX LTI u|ZE NI OV BRAEE|TE NI OV v o BIAE
VERIA D EE T A MA S (RHE) 35 3KH (R T S T ERFA

VAV 7 =1" 5l NN yIVNEI bt e N TIETT—u

VT Sl AV M
Tx )N X —)L V=9I K
7U IR H IR T
Vo7 By VAFTV
a e e U b EAERSA MET<=— |
THEFEFEAL+Y R FEL FLHNY

TF N A RNTIH =L LR F L

AN VVELER] (R O AT EE) LAR_F T H A
XTIV
ZatI R

16.7.2 fth#l & G ARER

OV A =] 5all VA FN

R N BEIC L7 e igE) R Y 7 A 500mg (1 H 2[E]) & 7 F R U ¥ 50mg, 100mg & ¥ 150mg
(1H1E) ZREFHLIZKEOZE M) X OEYENEA DL PR Lz, BERAICTE RN X
DB E R AOEE LT-RORGE L, Nv7afig)r b U v AFHABEOTE Y X0 tug
2MELULETHY, CLHY/FIX 12 FThoto, Fio, MR AL T o BREEICEESNIALNTZ LD
DO— DT ST, ZOF IR ZHERF L T GMEAT—4), [7.2, 7.3, 10.2 &
]

#9 RNV el N AL TENIF R LEREO T R X 03EyERE S

T A=K
5
7 ‘\}\ Cmax Cmin Tmax tie AUCss CLt/F. Vd/F
VXN (el | (pgml) | (hr) (hr) Cog e | (mbmin/l g o)
EE L& re hr/mL) kg) 5
50mg 3.4510.61|2.53*0.46|1.83%0.98(75.3+14.1166.710.9/0.170.03|0.94=*=0.10
100mg |18|6.78+1.13|5.02%+0.97|1.961.00|69.6+14.3 (132.5%22.6/0.17+=0.04 | 0.88+0.09
150mg 9.44+1.7116.48+1.52|2.02+0.96|69.6+14.8(178.2+37.1{0.20£0.05[1.03*£0.18
S = A U R 2

@UorrvELY

fERER N B L

U778 600mg (1 H 1) 25 HF#ES L-#

IZ5F FU ¥ 25mg &

HERRAOKEE LZFOTE NI OHNMTOZ VT 70 AMEED tie 1XZ0F 5.13L/Mhr KO

141l CTH o7z, 7 PUFUHEMES (7848 5 HREGOEHIZ

F% FY X 25mg A H

B OFEE) LIZEEOBRNNT O 7 VT Z 2 AMEK Dt 1XZ N FH 2.6L/hr LT 23.8 B TH Y |
V77 BV DORIHRGICEVTE RN IF o DOBRNTOI VT 7 AEFHEEICEML, tue 13FH

BZENG L= WMEAT—H),
Iy b ELEEFH
BT, JERNIFr o e U RFEARASHE E OGRS

@nEFEIL -
Rk AN 2 x5 & L7=iBRIC

(&0 FF M) FUOMAPBRENK 50%E T L7z 57 GHEAT—H),

]
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@7 2¥FEL+Y FFEL
fEEMRA B ERSLE LeRBRICBWT, 7 MU XY (100mg) &7 #¥FEL (300mg)., Y
FFEL (100mg) @ 3 AZEJFHES LI E U ¥ 0 AUC, Cmax 1X, 7F hU ¥
(100mg) % H[A[EH L 7-HE & i L CENZEH 32%, 6%IK T L7=59 (UNEAT—4), [10.2 &
]
®YARRY FY
TEFERR N 25t g & LR BRICB W, 7 MY ¥ (400mg/A) OREERGITY AU R HEE
B (2mg) OIEMENRBIZEEIRAICHE L R 58 a 52 70ho7z, VAU RV 2mg L FE b
VX OO A& %, 14 BlF 12 BHTEIRN A BT, 7 U X2 BEME 56 TR o® 5 1
<L U ANRY R B BCIE 20 Bl 1 BNCEEIRDS A B 39 GMEAT—4), [10.2 B
ErOBITE (I% WIRMSSFH—IL30ug RULAR/ LR LIL150ug EF)
R RSN 2 U 300mg &R O RHESRK A O L72RE, miG+HZ7E ~ U XD AUCo24
&UCMMi7%F)%/@ﬁ@&@%®%ﬂ%h&%&@6%ﬁ%@\ﬁﬂﬁﬁﬁ&@ﬁ%_
FVMERTE MY FREITA G ITRT Uiz, R REHEREARSEIM (7 ) <Tik, 7F R
X O FRENR 2 I EF U, RIS T IRFI IR m BT SEAR IR & bl U R 2 5 & 72 o
Too 72, LR VZ A R LV AUCo-24 2 O Cmax (3558 1 BELT 3B 5B D Z 240 81% K Y
%%T%okoéﬁ TF =T A b T VA= AUCo-24 I38% M REATFE BN G- F D 93% Td -
7228, Cmax [ZEWIIA LR 7260 UEAT—4), [10.2 ]
@A S HEY
fERERR AN B ZE Y ¥ 200mg (1 H 1R) A7 156mg (1 H 1[R) #RERS L
T-EEDERIREE (56 HB) IBIFHT7E MU XD AUCo24 KX Cmax (X7 F b U X BHMES
D ZNZEH T6% M TN 80%ITIEF Lz, £7-7F b XUHEHEGHOA T e D AUCo24
J O Cmax O FHMEITA T o B HME R L FRRE CTh o7z 6 UNEAT—%), [6., 7.2
Z ]
®YV="¥=zF
TAMAVBEIZBWT, 7F MU X (1560~500mg/H) &>~ =% F (200~400mg/H) % 35
AFIPFAH L7, 7 MU X 0BT AL 5 2 200769, [6., 7.2 ]
Q@HNRVF Y
FERNIFUBEMEDRTE N X TR TF OB 2% 72 34 BlOTANAVBEIZE
FHL b ANRTT 4 TR LIS, HARCFUIETERIX L DHRNTO I VT T R
Ba b 220726 AEANT—4), [6.. 7.2 Z#]
@rEST—F
fhmh%% BWT, ZEMIF & MET~—F (&M :400mg/H) EDOHFHIZZE MY F o
EFIRIERF D AUC, Cmin, Cmax ([ZEE 5 2o 7260 WMEANT—H), [6.. 7.2 BHH]
@bﬂ??ﬁ@A
TANAVBEIZBWT, 7F FIFX & LR_FTEZ A (1000~4000mg/H) & OFFHIE. FHAD
BNREIC B A b 2 Taipodz 69 60 (SNEANT—H), [6.. 7.2 BH]
QRZ VRV
TADIVBEIZBWT, ZFRIF XT3 (12mg/H) 0L LIEROTE NY X
YOBNTOI VT T AE RNT NV IEGFHRE L LT 9.3% DN & HEE S AL, B R
ZETH BRI oT2 60 UNEAT—%), [6., 7.2 ZH]
®3av=F
TANPAVBEIZBWNT, ZFMNIX LT a8 IR (200, 400mg/H) L OO, MiEH 7€ b
UX PRI 2 ol 69 UNEAT—H), [6., 7.2 ]
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@DTLHNRY Y
Z7E MU F 2 (100~600mg/H) % HAITHERHR LG L TWD TANAVBEIZT LAY 0 200mg
(1 B 3[E) ZKEROEE LR, VAR ) ALEFREICB T 2 08EH 7 h U X RE (H
T 7ME) \CEBE L2 ol 69 GMEAT—X), [6., 7.2 BH]
B AFTY
fERER A BPEIC S AT 400mg (1 H 2[]) 2 5 HREE G L72EAIC7E M) X2 25mg & HiA
OG- LKL I X UEMRE (78R 5 AMKREGOEAICTE b ¥ 25mg % HiA|
BOEL) LIcREO 7 b X OIRMENRE ST 2 — X ITHHFE R ETHA DN Do T2 50 NEANT
—%), [6.. 7.2 W]
®YFoL
R ABMEICTZERY X2 100mg (1 H 1[A) AT VafgEBFya2g (1H2E) %6
AMKERAES LcR e MK 7 L a @) 5 U LARMBE RO Y F U LAOEYBIRE T A —X
B 7223 A Dol 10 (UMNEAT —4), [6., 7.2 ]
@7FIVEFSIY—1
7% b U X2 100~400mg/ A Z#ERFE 5 L TV 2 BMEREEBRF BT, 7V EFZ Y —)L 10
~30mg/ B ZPEFA&ES L=, 78 F U ¥ Cmax XN AUC 135 10%E T L7 ™ (AHEAT —
%), [6.. 7.2 BHE]

2. EMEERB/INTA—S
(1) BIAHEE
MR L
(2) BUIEEEH
MR L
(3) HEREEEH
ZYERR L
(4) YVF7I3VR
(VI 1. (2) EEARRBR CHaB SNz PiRE] OESM)

/-

(5) HHEHE

(VI 1. (2) FEKRER CHER S NI P isrE ) OEBM)
(6) Tt

SRR L

3. BEM (REaL—Lay) @
(1) BAE
MR L
(2) RSA—2EBHER
MBI L

4. IR
16.2.2 £EYFEHFAE
BERERC A 8 Bl T E bV ¥ Thmg & HEIRR M5 L 72 Re DA HF FHEIL 97.6% T - 7z 50
HEANT—4),
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5. 9%

(1) Ii&-kxESFEEE
MUERR L
(2) miE-RAEEEIFEBYE
(IVIl. 6. (5) ki) DOIEZSM)
(3) Eit~DBiTit
(TVIl. 6. (6) #ZFhw) DOESH)
(4) HE~AOBITHE
MUERR L
(5) ZofhoiBB~DRBITHE
MG R R L
(6) MFEAKEEE

Invitro TOZE R ¥ (1~10pug/mL) Ot bIEE AR AR 53.1~56.2% Tdh - 7= 2,
6. K

(1) REEEIR UK BHRR
MR L

(2) REICEEE5 T 5EFK (CYPH) OHFE. 5%
16.4 {ti8

FERIFITFE LTIONY v ofpinliEif (312 UGT1A4) TREfEN D, & M T 2

FNIVTF U zaFERL ~aY F— b LERr 780 (RLETRE) FETT

UC-FE N Y XL ARMUEEE. 5F FUXL-N2-Z 47 0 VIR A EDA R 17~29%I% F L7
75 [10. ]

(3) PEEBHNROEERVZDOEIS
MY ER e L

(4) REDOEHEOFERVEEL., FELE
(TvI. 7. Rt OIS

7. EEi#
R A 6 BllZ 14C-F7F F U X 240mg (151 Ci) ZH[ERE OG-, &5 168 B £ Tl
FEPITHI 2%, RIPICK) 94% 3P STz, RIP~ZEICTE Y Fo-N2-7 7 v VAR (19
71%) & U CHEE S AL, BLFARZ(BIR (10%), 7F U X2 -N5-Z 07 v U RIAR (5~10%) K&
MG E R U FL-N2- A F /K (0.14%) DIETH 7= FEAT—X),
8. FSURR—A—ICHHT H1EHK
16.7.3 In vitro A&
FERNIXNIEEITAH L N T U AR—4%— (OCT2) %I L7I=BIRME /5% BET 5 "laErE
DRI NI D,

9. BMEICKLHRER
RUERR L
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10. BEDEREETIEE

16.6.1 BHiEEERE
MRS ERE 1201 (VLT F=2 2 )T T A P 18mLimin) K ONENTEE 6 i (g~
LT F = ¥ 854 umol/L) IZ7F FU X 100mg ZHEREOFE L2, 7 R U XD tie
ITRERERR A D Z NEIKT 1.6 5O 2.2 5128 L, AUC 1T RERERERE T 1.8 fFlclnL
Tz ET-MARENT % 4 FERENE L7256, RNICHEET 2 7 F b Y ¥ 0K 20%235E8T 2 K D BRE
SNiz® 1 GEAT—%), [9.2.1 ]

16.6.2 FFriREEE BE
BERERR N 12 B R OFREZE B 24 BIC T b Y ¥ 100mg & HERR 05 L7ZKo 7T U ¥
DIEYENE/NT A —F Z LU IR Lz, FHEEFELZBFICBWVT Cmax O TFRALATZE D
D, /8T X — 5 TIIHEFERA & ORICBRE R 2T bR oo, BEEFEZA B T EER
A & H#E LT Cmax KO Tmax LS D /RT A —H 2R B IV, AUCoo KONt ZIEAZ LT 2
T EAKS Y TR AL, CL/F XA LT 23, KDY T 13 IZHEA LT 80 80 (HAE A
T—4), (9.3 B3]

# 8 NITHREREFEEE BT L7 F M XY@ T A X

R W A A R
okt FEEE) IRCENE e L g 0
(12 1) (12 1) (7 41)) (5 1))
Child-Pugh 43¥4 — A B C
Cmax 1.61 1.34 1.48 1.65
(1 g/mL) (1.14-2.53) (0.99-1.81) (1.22-2.26) (1.12-1.84)
Tmax 1.00 1.00 1.00 2.00
(hr) (1.00-8.00) (1.00-4.00) (1.00-4.00) (1.00-9.52)
tue 32.16 35.99 59.68 110.13
(hr) (22.27-49.29) (30.16-89.08) (34.79-145.12) (50.11-158.14)
AUCo- 69.07 70.60 110.72 248.86
(1 g« hr/mL) (38.77-98.09) (47.86-215.75) (73.53-225.35) (73.72-368.62)
CL/F 0.338 0.312 0.237 0.103
(mL/min/kg) (0.267-0.593) (0.165-0.443) (0.114-0.356) (0.061-0.260)

i (EPH)

16.6.3 SEE

miEE 12 #l 65 WL, 7 v T7F =227 VT T A Y 61lmL/min) (27 E U ¥ 150mg
ZHEREO#EG LR, 7 Y X0 Cmax, AUCow, tiz 2 O8 CL/F O FEHE (BEUERZE) 1%
% %2.35 (0.40) 1 g/mL, 93.8 (21.0) ug-hr/mL, 31.2 (5.4) FFf K% 0% 0.396 (0.063) mL/min/kg
Tholz, TbiE, ERABIEICTE MY X2 150mg & B A& 5 L 72RO Cmax, AUC
0-con tr2 OV CL/F O (FEHE(R ) . 454 2.45 (0.18) ug/mL, 117.30 (24.61) u g - hr/mL,
31.2 (6.4) FFf, 0.313 (0.087) mL/min/kg & BAZE 72751372 o7z 49 822 83) (SLE AT —4),

1. EDik
EER e L

41



VI. £t (EAELOZEESF) CEY HEE

1. &

RELEDHERA

&
1.8
FHDOBEIZK Y hHEHRFEIEFTBMAE (Toxic Epidermal Necrolysis : TEN), FE#:EARE %
B (Stevens-Johnson fEfE#H) . ERMEBBEEERSEOLSEREZHSEECRBEENH LD
hEaZEMHY., RTICESHPIZBESNTNSIDOT, UTOBEISEET S L,

1.1 AZERUVARZBATAREZRE L-BEICEEEZORRENFT L LHL . FKEID 6.AER
UVHAEZEFTH &,

111 BERBBEEDON-RAERVAREBAGBWNI L, NILTOBFT )Y LRABORER
g 2 BMFE CIEMAREIZT S E (BRADH), [7.1 BH]

112 #BFEFAEFTOFBRLEOON-RAERVABRERBALGIN &, -, HERHZREDHEL
Z&, [71 B8]

1.2 REREFICIEMICRERMEMECHHL ., BUGREZTI &, Ff-. RBICMALTIC
RIEREBHOON-IHEICEXEELREETICELZCLRHIOT. BEbICFFDOEBREEDILT
52¢&, [111.1, 11.1.2 BE]

%% (38cub), Bxm, OF - ARBEOUL A, WIER. £25BERE, VUNHER %

13 ERAREEFORAENL, MRISBEVWTHEVWIERNREATVINT, KITEETH &,
[8.1. 9.7.1 &E]

1.4 BEXBREICH LT, REOCLEDERSEHSON-BEICEFELICZETHLS5ERTSH
&,

ok

2. ¥ERABRLTOER

2EE (ROBEICFIBRELLZNI L)
AFNO oI5 LI EOE DBEAEE D & % B

3. MEEREMRICEHET HFE L ENHEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(V. 4. AEXOHEIZBEET IEE] 22T 52L,)

5. ERGEFNIE L ENER

BEELEAXNIE

(FhBELLE)

8.1 AAOEHIZ X HRBITEK - EBRICHDLOND Z ENEL, BEERLERFEORIEIT, K
B G5-B4E5 S EMLINICE K, £/, 7@t N AL LSS, D WI/NRI
BOWTEWI EPWRENTNDDOT, AFOELGIZHT-> TUIHRICERE L, BEIRO LY
i, &E5aik LEyRRELYITS 2 &, [1.30 7.1, 9.7.1, 11.1.1, 17.3.1, 17.3.2 Z/#]
8.2 WhtEfEEBE Z T O, 5 DIERE 2T 2 BHIMERE N H Y | AREMDOBENDHDH DT,
ZOXD R BEITEGHBREITOICEGEEZEE T HEICITET ORER HEOEL 2 IER
RSBIRT DL, o, iR, [OEE), 7o P7 R EE) RIS OBV R L E DR
B, b LI IO DEROHENBIRE I NLEITT, IREEZHEE T, RecBEL, Pk
T LR EWORNEAEITO Z &, (8.3, 84, 9.1.1, 15.1.1 ]
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8.3 HAHMTOMERMZBE <720, BEMEANARD SN D BFINSFT2HE12IE, 1 B OL
TR ERNRIZEEDD Z &, [8.2, 84, 9.1.1, 15.1.1 & ]

8.4 FIHEICHASES AR, BE, BB, GRS OTEI O R OEAREEE & 5
bivd U A7 EIZONWTHaR A ZITV, B L BREICHEEZI A9 Ko RETs2 L, [8.2,
8.3, 9.1.1, 15.1.1 Z]

8.5 IRK., HEN - ) - IKETHEERENFEORTHRERILZENH LD T, AEIEGHOBEIZIX
HEVHOEERE | fER A ) RO BEICIER S ERWEOIEET D 2 &,
(BEHETADMADRRE

8.6 TAMABRETIX, HATIZB T A2 EGEORM WD 72N LEHORIEIZEY | TADAFIE
DOWEN I TANAERRERS Lbd ZENH LD T, FHE2HIET 2HEITIE. BBORKE
LREOBENOE LIRS EFIE L 2T TR bR WEEZERE, D &b 2B BT
THRZIZHET 270 EEEIZITH 2 &,

(fiA)

8.2 I OJEREETHHAE TIX, FBICOWTELEX D (HEEE) Loicky, BREMIZOR

MOBENDR DD ZENRK EMONTNDTZD, 9 DIEROH 5T X TORICHEERERS B&ED
fERftt 2 3 L TV BN D 5 89,
F o, BABRMEREE 2 ETEMEE L AT 2 BFEOIBRFRICB WO T, FHEEMIRE O BRGS0 S-
BEEHETLRICITBEEORBOFREOE A FEERSBET L2 ENHEETH DL, BEDIREX
O O ELOIER E LT, B, [OEE)., 7h o7 EEHAREEOFH AR ZESL I
DIEROMIENEEND Z LN DH, ZHHIERIE., BREREXOFIEER Th 5 /[ EMENH 57
D, ZOXIIIEIRBHELNTHEITIT, HEEEAHMET LI LR, BEOREZBELEND
WalcE L, PikT oL, WURMEEZITY Z &,

8.3 HEAIDKEMIEIX, BROELRTFEO—2THY, ) DERE R T DE BT L CHRANRE
BT TVWAHRBRETIE, AN A2 BB TRERET HEERH D, LIzn->T, H
BAESCHEENO® L BEITH L TL, 1000400 B Z F/RICE L, BEICKEDIES
AL SNV S ICERET S Z &,

8.6 TAMABEIZEBWTAKIOE G2 IET 5356 OEEFHE, TANAEBIRE L X, [BERD
LREORIU LR 2, T FWIIETHRE LZOMEROREN WS 0] L EEEFTA
NAEEE  ( International League Against Epilepsy ILAE) IZ XV EZRINTW5 89, TAhi
HERPRRBIC LD, EEITNICHEREELR LD, HCICELZ LR H D 89,

AFBEA ISR 5 EORMBRED 2 LG HIEIZE Y | TADARIEORE L TAD
NEFEIREEDNH D OND Z R 5, BGFIEICHTZ-> UL, BEORB L CICLvEBICHIEL
RFIENT WA EZBRE . RaICET 572 SHEEICITO 2 &,

BROFEHANIFEOIH & & bz, KRR L DMEE T, METTED TP, mEOKER:, G
PET v K=Y ZOMIE, EJlWEHAICIZe# 22 Bl K22 L 5 Wernicke IMJED TR &
72 % 80, FIBMEREE 2 %5 & LT E AR IREBR I W T, W5 2 & < ARAORG AT
L7oid, REEGH THICZ 2N EME L 72 2 FLOFKBUIR O b ho Tz,

6. BHEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 AHHE - IEEFOHLIBH

9.1.1 BRZEXIEREHIORENHSBE. AERTEDNDHLBHE
[8.2-8.4, 15.1.1 &M]

9.1.2 NOBHENEEXSHARREORANDH S BHE
FMERZ S E L 280D D,
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9.1.3 DM TANAEITH L7 VILXF—EBEXEREREOHMEENHLESE
HETIERWRZBORBUBEE K 3 51275,
9.1.4 Brugada fE{ZE D B H

Brugada JEMEREICRHAN 72 DEXZEL F~ v v 7 K OHEAIETE (V1~V3) @ coved i ST
F&) BDEEL L EOWMERDH D,
9.1.5 DXL, ERLER (DHEE. #EE. DHES) . AR CEEEOHLIEE

RS E A R - I ST D AR H D, In vitro i BRICEB W T MOBRUENARFE
Na'F ¥ % VERZIMHE L, FIREIRIE 7 5 2 Ib BECET 234 L AEOR M2 AT 5 2 L AVR
S,

(fi#)

9.1.1 9 DIEWRITIIRVEFEESL T ANABFIZEWTHLE Z A A[REMRH V| BUGRIEEEEE KON TC
AMABEITB W T, BAMESES (BRSME. BRITE) ORBLY 2708 ERT 52 &R HE
ENTN5D,
HEASESAREMOBEDOH 2 EE T, BHEOZRWEFE LR LT, —RICAZED U X7 BEn
ZERMBENTWD, FRC, HEEXOBEREL, &b EERAROMBKRKFTHY . Z OMEKRIA
Fa b OBEIL, FERFERROITAZ 0 KT AREER W E Vbl TS, LEER-T, 2O XD
B LT, BEOREROREOZE A EERSBIE LN b EBEICRGE T2 L,

9.1.2 AHNL O DIERZETD2EBEFICRESINDARERH L Z LD, JL) DEORMNLFELSE
WZRE#E L 72,

9.1.3 WM BW T, fDOHLTANAIETRZ OB H 2 B TIEBE RO e WERE 1T~ T,
EHETIIRWREZORBUEL K 3510720 2 EPRIINLTND 88,

9.1.4 Brugada (Z/V# %) JEGERET, DIEOFT R UL ALV TAF ¥ FLDa, BHTa=y
DI a—7—2a L DBEBRBEOEFEICLVRIET LI ENMOLNATND, 7F M) FU0X
FIZFT M) T LTF Y X VERT 52 &, E7o, RAIF 5% Brugada SEGREIZFHEEY 7220 FEX
FALRBEAL LT L ORENRHDH Z Lo bk LT,

9.1.5 RFIDDLEDE /M~ D B L T 5 72 DIt T b - R B & %f 5 & L7~ thorough QT
HEBRCIX, AFOBEEAE (1 HH7ZY 100~400mg) [ZBWTLEKX T A—F ~DE% (PR,
QRS KOt QT RIME~DEE) 1TRD NN ->T- b DD, L Na B MITTHEL M L=
in vitroi BR T3t MOFHREN KA Na™F v ¢/ (NaVl.s) Z[H#EL., HSiAHEIRE Vaughan
Williams 73360 7 7 A 1 b BECIR T 23K L FERORHEEZ HT 5 Z LR ENT-Z &b DARA,
SO R M REEEZHTHEFICBN T, AFBRLERELEE (QRSEZIEE) SH5
ZEE s TAEIRZF R T DRI SEETCERNWEB XL TBR L,

(2) BHEEERE

9.2 BEHMRERESE
9.21 BX£EAE

7T TUAMET LTS 2dIc, EREY (F vy a B O s e A
T bEL DL b5, [16.6.1 BH]

(3) FitkeRERA

9.3 FFReESTEE
WEAZEZETDH &, TEREREDEREISUTAFOZ VT I ZAMET L, IR N TR
THZLENHD, [16.6.2 BH]
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(4) &GEREZHT 5F
BRE I TV
(5) b

9.5 ITiE

9.51 UFOWEEBIE L, fE IR L T\ 2 AIREED & 5 I iE, 1R EOA st fakiit
Z BRI EHW ENDGEEICORKET D L,

SN TOEBOT B AT T 4 THREICBO T, MIEF 1 = EHNORA A B 5 S 7oiks
2000 BILA LDk DML SN TWD, KFEHIC L2 KRAFTEHBLY 2 7 OFEH 728
IERRO BTNV, WL ODDIHIRFEICB W TR 0% N BRAERI Y A7 O8N
BPEEINTWD, r—Aar ha—/UFRICBW L, oK L L T, AFIOMEHICHE
D HNBARBHOFEY X7 NEWnE OFRERITH/ LN TWRY, KIEIRFAE DT — 21X, ZHI0FH
FAERF DS REFFBLO U A 712568 T 2 ARHN OB DV TR T 2 DIZH45372 5 D TR,
~E5h) (T v b)) ICBWTARIOBRIE~OBITRRD bz E OWERH D,

- B & T AR AR BRI B W TR MEER TR D b o o3, AANZY B Ru3E
FaiR R Ik LISV EER 2/ 35720, IRPICAKIZ &GS LI2E. MIRHELEFHRT
LIERMENREZ b, £72. 7 v F Tk Mg KHAETH 5 400mg/H ® 0.12 FLL Lo H-& [{K
REFEHRE (mg/m2) (2S5 <] IZBWTREMW ORI O BEALIZ B L 72 ig VAR D R,
BRI « JR R R OFEREV AL O, R R E#8A R OB, A RIZI T Dk
TR . HAERRBE (WEFORNOHAREZEEL, 5 2UWNICRE NI HAR
ZHNRET) O F XUIHEROAEGFERE T AR LN,

9.5.2 MEURIZ KV AHI O I iR EEPIR N AT BN DN D FREMED B D 72D (BEIRHIT A o 1.
HIREME T L7z WIMERH 5), It LARRZ &5 T 2551001%, BFEORESEICH5
TEETHZ L,

(fiA0)

9.5.2 HEHFITICTSE NI D2 VT30 2D B, $4bblMfETE Y FUEEMET L,
FIUWES 7 N XU DORGEOHENVNETH 5 899, F 7o, EIRMFPICHM L= MY
XD VT T AFHEZRESCHIZIE T L2 EnHEInTnd,

(6) B3

9.6 1ZELIF

AFF G IR S D2 &, AR FAHTA~BITL., HATOLIRICRT 5 g E
X, BRI OLEO M P RE DR KK B0%BIZZE LT ORENRH D 92, /-, WHALINTWDHHE
WL IRk W T, I, EIR, AREEIIARELZEZ T2 ERRESN TN D,

(fian)

S3it% 4 HEHORILT v M2 [4C] T U X0 amglkg & HERE OGS LZFo LW O FH N
ICHUHBER R ST 2 &b BURBRIIRE O P A~BITT 2 2 ENRBIN TN D,

Fio, AP LARFNC L DIREENRGE LT BREE IR L L, RO H~OBIT R OHLICBIT 5
i R T 2 s U 7o RRBR O LRI 1T 2 K O i iR B I RER O ML R B 0D 50%I2 F TET 5
ZENHENREINTND 92, F FBEBAARFIRAPICRIL L Z L BRI NIIER O 5 B, 2L
L7 RICBWTHEEFRPRIE LT IEG] 2 il L7 fE R AA) & OBIHEME N E T X 7o WO BEREIY 25
BLUT2EB e O, R S OMRE N B 2 388 L 7 JE B3 Sz,

(7) NRZE
9.7 NE%
(XhREFHE)
9.74 HEELNKEBEORBEL. NRAICBOVTEWI LARINTWVWAS, [1.8. 8.1 &:E]
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(8

(1

(2

(BB TADADBE)
9.7.3 IKHAMKEN, HrAaR, A
[E N R BRI 320 L Ty g

I3 2 AR DOLIE,
. [7.5 ]

(RBEHEEFICETHR9TEY— FOBESR - BRI
9.7.4 /MK 18 AT D BA x5 & U BRRERITEMR L Th 72w,

BIZITRCEET D 2 L,

9.7.2 /NRIZIN T, RIBOMMIMIELRYE & 82 ShoT 0 0T, AR5k 8 AL R
R OGE BN DRER A TEH L 7255

B OVERL R AP FEAE LSS D BEAIBRIEI %

) BiRE

9.8 BiNE

BEOREZBE LN OEEICHREGTH L, RIS, AFEEMIT LTV,
. HE#%R

10.48E{EA

ZEPUFIELE LTONT v iR (12 UGT1A4) TR# SN D, [16.4 ]

) StRESEZFOER
BEEIN TR

) BERAFE L EDER

10.2 GEAEEE (BFRICEET S

&)

A4 55

BRIARIEIR - HEE T4

BEFF - faBRIA+

VY% i=1. all NURVN
[7.2.7.8.16.7.1, 16.7.2 ]

ARANDOIH IR ) 2 fFHIER
THLEOWEDBDH D,

FRCBIF D 707 o iinsgn
BAaT 5,

KEND TN 7 0o ipiad w3y
ERAE S
TJxz=krA v
TR
7 x /)N )LEH—)L
7U IR
Vo757
o ey M EVEASH
[7.2. 7.3, 16.7.1, 16.7.2 =]

AFN O P EREME T 5,

B aARENO 7 NVT a
AEMEtE S D,

TEYFEL+Y R FEL
[16.7.2 &)

THEYFFEAL KR ke
Al & A & G L= 5 A I AA
DI FIRENKT Lz & o
N5,
AEERFH &R G i 2%
el e ER GBS
TGP IR 2 5A 10T, AFIO
HERTGEEZETDH &,

B aARENO T NVT a g
EMEHE S D,

TN

KHFE A~ roffHic

PSR

[16.7.2 /]

IE, ENEN OB G- LR
L CHIRDIME N L & DL
N5,

(6. ZH] L0 DFEW, KR, B, T
&SN IEEL L7z &0y 9 s A
HY . EE., NS OERIT L
NP roEICEI Y EET
60
J2ARY R AREFNE U ARY Ko OfF R 35
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Pl BEAEAR « HE (& 1A K& - falaR -+
PEOBEHEE iRy - BRI KRR E T =V X N T U4 —

AILE CELAHD Jbe LR J VAN LIVERG AL &
[16.7.2 Z:H7] OPFRIZEBENT, LT OWMEN H
%

1) ARANIOMPRENRA Lc &) FicBITARBO 7N T v

DOWMENH 5O T, RFIHERH EBaMEES NS,

e 5 TR O AT 3K & B B AA

XiF G- IET B EA T, AA

OHEREIZEETDH &,

2) LARIAFZ L ADME2) BEFAY

EREA L, mAIifa s LE
(FSH) MK OVBERIEE AR VE
(LH) " EF L, =AFT7UF

— L MENC FR/ L & o

N5,

8. BEleR

11.El4EH
WOBWERNH H5bd 2 ENHDHDT, BEEHITITV., BFNERO b HAICT&RE % |
T 57 Y Bl 24T Z L,

(1) BEXGZEMEA & RRER

1.1 EXLEMEA

11.1.1 hEMREIEFEMAE (Toxic Epidermal Necrolysis : TEN) (HEEARE) ., KR ERSEAREiE
## (Stevens-Johnson fEI&E) (0.5%), S (HEAH)
FE, RFEM, EEOME, OF - DPERESRE O A, KECHBEOKAE, FLEE, MHIER .
ZIOEE,. RHBBEEDORENRD LN HAICITELICEEATIE L, MERLEEZITO 2L,
(1.2, 7.1, 8.1 ]

11.1.2 ERINEBREERERIE (S RH)
B, RAENIHNCA LN Z ENRH Y, IV o HilER, BEimzE, mikkEE (FRRERIE S,
FERIE N, 2R Y L oERO B R OMEsiRE (FEREREES) ofix 0ORFIERNH Hbhd
TN D, FEHINEMBOESEMGRE DO UE SUTIEIR NTEFMEI TR BT D, FEHINE IR BUREIE R D%
BENRBD LNTEEITIEL, RAOEGAZEGICHIEL, BEEURLEZITS 2 &,
F72. B b2 A LA 6 (HHV-6) DU A NV ADEEMELZEDY Z ENEL, B IRk
LIB, FE, FHEREEE S OIER N ER D 5 VITBIE LT 5 Z 0D 5D, P, IWEUE DO YIHIE
WX, BEZFEDLRNZ b H LD T, BELUSNOIER T » HiFIRE) ORI HE
BEALETHD, [1.2 2]

11.1.3 BEFRBRERM (L), RMERED GEEAN), MERIRE (FERP)

11.1.4 MREREERFH LR
FEEN B MPROEIR, MR, U OoRHiEIR, mMERE . BT 2V FUmE, &MY 27Uk U Rifn
SE, FPHERERESE . IMfeE B ES o B AR SN HAE, BG4 FIE L, BEU2R 0@
1O 2 &,

11.1.5 fF¥, FEERERVUEE (0.1%)
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11.1.6 |EMEE SR (BEERH)

TEYOAHE . FEEA FENE. LD - R SOXERRIEERSE OIER 2 fE ) MEMIEA N S bbb Z LR
B, AFNOFEEICLY, IOICEERIERZ D MEERERR DN Z 5% T ICHR L EOH
HNH D,

(i an)

11.1.2 FEANRBOEREGREIL, B RREARIE e rh Bt R B SEE I W S EIET OIZE ThH 5, 2
o TRHITHBE B EALRE N A Div, TS 2 EALRIEIL R D, W, KBS IX b2
DRFETE, L XICABEO S A AR D, o, RH DU U HER, HF#RESZIICD
LT DR E . R A MEREE (BMmERE L, ekl L, B U NEROMB) BA 6D,

11.1.3 FAR B, LMERREVD . MR ERAE 1X 11.1.2 OBBUEEEREOEIR E L TRRT 254
b D,

BRE 54TV, BREPRBD ONLEHAICIE, B2 P I+ CEURLEEZITI Z L,
11.1.5 iFde, IFREE R OUEEIT 11.1.2 OWBUEEBRREOIER & L THIAT 256055, BIEE+
FITATV, BENRBD ONZGEICE, HEE2PILT 22 E@URAEZITS 2 &,
11.1.6 [Z&] EEMERERK IOV T 99
ORI LB T PR IR & IR 715
HOAERBICB W TRERO—ER E U TREMMER 2 £ C 256000 #EZo LT
HBEThHD, £/, AIBEARAT oA FELREMFEIEEZ RAREIZIT Y A L 2 & OGO fERR
DRE AR R 24T 2 25503 H 0, SIS FRICNEE L 72 5, BB MR O R BUE
DEWERNND D D551, PIED D VITMAI~DEF 72 ECRIEERB Y X325 Z LB RUITH
Do
BETRAT R I, B OEEMERIEA D X 512V S EREBMOMKE S 238D 5 Z L b H DA, T
L A% < OIEFI TIZZ AL A ML EREAL O M EIE 22 338D BTV D FUTITFFICTEE N MLE T
H%,
—IROIEF TITBER P IS AFERER SN LT, M TEREIER & B 2 b b 856 T, ME MR
TR DB IEAT U TR e fUEME R G T o G A I MEREE S B ICKE L T L
FOHRAENDD, ZOL I RGE TIIREFT AN LERRZKT S Z L ARETH D,
A VAR . REREMEBEIR S, BRI 22 & BRI T REEETH Y . PCR AT
R, SFEORER EERFTT 2 2 ERNMNETH D, MEEEE R & ORYYENFFE TE 55
BRENNTNULRETHY | AT - BARIERGERNT 2 2 ERRETH 555121, FEH
OfIE « BRICTRIBHET L LDNEETH D,
R MRLIZE W T HBEEOEE N RGO DD e EHE MRS & RO BE R4 5854
MEN BTN D, IS BIF ORHELS L 0 R A T2 IR CTElE S AR O T2 iER] b F1 5
NTW5D, ZHHDOFTRIZFHRTH 5,
MRI k., BEERERG & FHPIOP R E2 S92 BICE, KEEEGERE (BRI e S b
W) RONBEMERERE S 72 & ORI RO IE R A TR LR FEE L2 5,
(ECBEEAE R C b BRI AT AL CHIIR SR % - B A B F-25588 v, EIUCITBEREHRIIER b A0
HZENRDY, EEXLETHD,

OIaH Ik
AIE & e > o35 BI2IE, FIRRED H 2 JRIN AN A FE L, Mok 2, JRKRERICEY R
A IEREE L WA ICB O T BB ~DEE RN LETH S,
BMEBIEMER R R N DO D LAESCEEFICE W TIEAT a1 RV R LR EoSENE
WD LBERIGERH D,
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(2) Z0iDEI{ERA

10.

1.

11.2 EDHDEIER

5%LL Lk 1~ 5% A 1% A BHEEANBA
B fg I i &
EHEIR FERN, W, IR
FE RS R IR (16%) . O |, RIR, R4 - |5 R vE, E8 R RS, 7y 7.
(A e - B, CTADE, KH. BRI, 2Bl N—F Vv

AFEVERIE O R, IRIR, BBEVE EROE L, #ERSh
BEREIR . BRI T T

F—¥, EBY

ML & BEEE (RX - 6| SRR
M. FHISE)
iR PR RE o A fiE 2
iRl HERN D A ER | M, U RE S v~ e T
WL, A EhE v gE
i3} B F SN S S
R WiE . BEHETE
Z Dfh JNo—T AREROE
. BERRERRICRITTRE
BE I LTV
BEHRS
13.B8EHE
13.1 FER

QRS SEROFEBAWE SNT VD, R FIRO 10~20 fHkic J 0 IRHE, K0, Sk, KwiE
R, B IS DIERO RIS B SN TS,

(fi#s)

AFN DG Nat B IRIC METEE L ME LTz in vitro RBRIC T, lEEMETORBEREDOEMEOREE T
7 7 A b BHEOPIAREENRIE & FEED NaV1.s BREEHZ 7R Lz, LEOFSRA~OFEL T 5 72D
(AT O T EREHERE & kF 5 & L7- thorough QT RABRICEBW T, E%HE 1 HH7-Y 100~400mg
TILLER AT A—F~OE% (PR, QRS &' QT MIF~DFE) 13580 S TVRNAS, bE#
52X % QRS IEERHENENITHE SN 0BRR LE, £72. #BIMIBW T, A#| 15g £TO
WERHAPHRE SN TEY, BERGICEVIRR, K, BilkEE, KB ERE, SRS OFLRNTH
BHLTWD,

BRALOIE

148RALDOEE

141 EFIRXMHFOIE

14.1.1 PTP @30 3AIL PTP > — b B HO H U CTARAT 2 X 5 8%+ 5 2 &, PTP > — h DR
XD DS A RIERE AT L, BICIEFL 28 2 U CHERRINZR S O B 7 A DHE & O
THZENDD,

14.1.2 KANIDEOKEIRIZZOEEMAT 5. & 2 WITIENE TP 7 < & b EERIDNR D FRE DD &
DKL TIRAT 2 X988 52 &,
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12. ZOHODEE
(1) BREFERICE I HH

15.1 EREREERICE D < 18R

15.1.1 ¥4 CTHEMi SN AF 2 E0EE O TANARIZE T 5, TADA, BEREZx 5L L
72199 O 7 7 2R3 RERAR B OBREFHE RICB W T, BRASELOCBEEAEMOFIO U 27 R, i
TADAVEDOIRARETT 7B AREL I LT 2 5 < (UCAMNA SRR © 0.43%, 77 &R
B 0.24%), FICADNAEDOIRMBETIZ., I BRBEL 1000 AdH720 1.9 AW EEHESH
7= (95%(EHEIXH] : 0.6-3.9), F7o, TANABEOY T IV —T7 Tk, 77 BREEE <1000 A
Hz0 24 AW EFR SN TS, [8.2-8.4, 9.1.1 &]

15.1.2 RENZV b R o BERRIETRER IS LI WREER 263 5720 R 512 X 0 BEmEH 4 0
ETDLHRELRH D, B, B MBI L2RHEGOMREICENT, 5 1FEETE~NE/ R Y
E EERILERARE, Mg R OURILER T OEFRRR A BERZE TR O 6T, £z, &5 5
B HE CHRIMERF OZERRIRE A B2 ZITRD iz oo 7z,

(fi#s)

15.1.1 HrCADAIRIZ B OEEHIHE,

AAATENE, FEREE & OBOBEAH 5 & SN TEY | BHEEICE T2 RO IICHFE L
TS EEZLNTWD, £, BBMEREEBRE O 25~50%2EIEIC—EIXH R EXORBRNH 5
EENTEY, BREZORERIL 20%ICHLDIFEDL L ENTWND, Z0HBER X ITHZBEZEDE
WRBLERIL, AR EOS IO, PUBRMEREE ORBBUFR O &, HIERFCA N LA Rk
HiRE, f2fAR— boxR, 5 DMEROBBE LBEERH D LEZX HILTND 9% 9,

F70. ) JERRIBIEEE T TAPABREICBWTHLBZAARESENH Y . TADABEE RO
PR EERE WL, BAEAEES (BRQE,. BRITE) ORI X7 EFT5Z L03#H
HEINTNWD D9, TANAUVBEICEIT S, BRITEIROHZRSEOEEARRIZIENLEI 5%&
W 14% & STV DHR, JEBEE CANABEIZBO TUT A DIZBIT 52 HERRFICHE L TEL,
LREELAHF L TODLEFEICBO T, e ShTWnD,

FROXIBEZNH D M0, BIMNIBOTEIARZ G TANAIRE ARBEF SRR &
DOBEMEIZ SN T, BRRRT — 2 %2 AW IcBRED Thh T %,

KERMEZRELF (FDA) 1%, W CEE SN AH 25T 11 FE O TANATEE DO TANAR
R EZ XIS L LT 199 O 7 7 B AR RERRRBRIC S T 2 BRATE) (B &R, AREX. B
FUEN) MO EBSEORIUCOVW TN ZIT-o 72, TOME, UCTADAERLCBT 5 A&ITH
LOBEGEOY A7X, 78R E B L TR 2EEmN-T2Z 2 AK LT (200841 A 31
A KN 2008 4= 12 A 16 HfI),

MIRFTRROK G LI o T2 HU T AN AT (R ARFRARFETE, 2019 4 10 A BifE)

HNNR<RBE Y, ST ait b vs, HARF o FJERIX LRFTEH L FET
~— bk, Y=%IF, FLHNY P felbamate®. oxcarbazepine®. tiagabine*

) ARFIZBNTIE, CTADPAICHT DI ER L TU7au,
(2) JFERERHERICE D 1HH
BE STV
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEERE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REEBE5SHHR
AR L

(3) BizEBHEHR
AR L

(4) BARMERER
MR L

(5) &REFRESHERR
AR L

(6) BFRIHERER
AR L

(7) ZothoEHESH
MR L
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X, BEMERICEYTSRE

1. BERES

S b U %N 2mg [AET -
7 AR 2mg TREET) o s pesam®

wog | EPYELEANRI Mg TRIELL T e s o e £ Y B S
F% b U ¥ 5 25mg [HIE T oL B

S R X8 100me [HET,) -

ks | 7ERUFS 5

2. AEIM
3 4

3. ARRETORE
R PR AF

4. RO EDEER
BREINTWRN

5. BAMITEM
BEMERLTA R H
<FvoLEY : FH
ZOMOBEMITEM - F
(M. 4. WEMAICELCEETNXEME] | IXIL 2. ZOMOBESEE DESH)

6. E—ms - AR
Bl—mksy . 77 % —EE/NEH 2mg, T 27 ¥ — /R A bmg,
537 % —LEE 25mg. T I 7 ¥ —/LEE 100mg

7. ERR4EERRA
NG|
8. HERFTABFEAARUVARREEES. EMELNFFALD. REHAKEAR
. U R 7T AR P A FE B AR 7eBR A
HHH FHH FHH
FE MU X E 2018 4F 2018 4 2018 4F
23000AMX00242000
/N 2mgl HIE T 2H15H 6 H15H 6H15H
FERY X UEE 2018 4£ 2018 4 2018 4£
23000AMX00243000
/N Bmgl A E T 2H15H 6 H15H 6H15H
7 MU X HE 2018 4F 2018 4 2018 4F
23000AMX00240000
25mgl H % T.) 2H15H 6 H15H 6H15H
A NVENZ 2018 2018 2018
7E b * 23000AMX00241000 F i
100mg H [E T | 2H15H 6 H15H 6H15H
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9. MREXIHREN. RERVABEEENFOFEABRUZOAR

OBRESUIENR, HER G HEDOBIN
FRAEA A 12020422 A 5 H

W74« 78 N U X U8E/NAH 2meg/bmgl HE T, 7F F U ¥ U6 25mg/100mg! H [ T

WA TTADABE OERIRMIEAEIS 9 2 BARIE ] (Sx9 280 RESUTZ AR OB

#r

IH

ol 3 G )R T

OTANAMBEICRANDHE
A (7 M X 8 26mgl AET), 7€ b X U8
100mglHET ) :
WHEAREOSEE_GoRE (CRESBIEEIEEL S
To) ROGREMRBIEICHLIHE) -
(BATHY )
@ vFagr b o AEHFATAEE
(BATHDY )
@ <n7afpt vV v AEZFHLREWES
B) - D) ARAD TNV v U EREA ST DA & O
HT25%46
(BATHY )
(3) -ii) () -i) DA DIEKEGHTIHE -
(BATHDY )

MR (ZE MY UE/NEH 2mglHET), 7E Y
XFobE/hRH s5mgl HET.), 7% MU X 8 25mgl H
ET), F Y X8 100mgl HET)) -
WHAREOEE Ghor3tE (RSB IEL &
Te) M OTREMAFIEICHNDEE)
W, TEPUXF L LTERMO 2 BEIE 1 A
0.3mg/kgZ 1 A 1T 2T EI LR OBE L,
WD 2 HIZ1 H 0.6mg/ke 21 H 1R XiE2EIC
SEILCROBEST 5, £0kid, 1~2 BMEIZ 1
Hi L L THEKO0.6mgke O3 %, Mk A&
1 H1~10mg/kg & L. 1 H 1[EXiF 2 BEZ2EI L T
BROBET D, FERITE UG a5, HE
31 AU EoMEEH T T 1 BEE L TRK
0.6mg/kg 9o, 1 HHEIIHRK200mg FTE L, W
ThbL1IH 1R 2EICAE L CRAEST 5,
@ <n7afpt v v AEFHAT LIRS
(BATEY )
@ T e b U AEHALRWES
G -DARFID TN v RIS EE T DA & O
A+ 25854
(BATi8Y )
(3 -ii) (3)-1) LSNOERZIHTLEE -
(BiATi8Y )

OXMBMEREEIZBIT DR E Y — ROHI - FHERIH
WCHWDEE (T ) XU 26mgl AET), 7%
)X UBE 100mgl HET)) -

W)HEFFREDOLE -

(HAT8EY)

@ n7ualipth by AEHFATLHS
(HAT8EY)

@ <n7afpt v v AEFHLREWES
B -D)AFIO T N v CEERA EREE T D A & O

A+ 28546
(BAT:8Y)
(3 -ii) (8) -1) LIANOEF AR HEE
(HA7880)

TAPAVEBEFEIZHWDHA
A (T MUXU8E25megl HEEL], % b U X 88
100mglHIET)) :
- BAPREOSE -
(&)

o7 aBEFT NI U AEATAEE
(H%)
oL aEEF U U AEGHE L WEATE
WOFRFO TN T a v BRIE ZHET 5 KA % 0T
DA
(m%)
@)L DR Z VT D54 -
(%)

MR (ZE MY U8/NEA 2mglHEET), 7 MY
X UgE/NH bmgl HIEET ), 7€ MU X8 25mglH
ET), ZF MY X5 100mgl HIET ) :

oV aEF N U AEHRATLSE
(%)
oV TuEtr ) U ARG LARWES
WDARBND 7N a U ERIE % FHE T 5 3EA 2 0+

AHigE
(&)
QLA DA ZH AT D56 -
(%)
PRRHEFEE I BT DR B Y — ROH3 - HRRMHC

HAWbE6 (NI X U 8E25mg/HIET ), 7 LY
XU BE 100mglHETL)) -
- BAEOGS

(M)
o VT e N U AERT A
(%)

o vTafEr N U ARG LARWES
WOARB O 7NV v U EEE % FET 5 3A % 05
H8%E
(%)
@LAN DR Z VT D546 -
(B%)

(
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10. BEEHER. BAERARERHRUVZTONE

FARANA

1. BEEHM
FPAROSA

12. BFEHRMEIRICRET 18R
ARENL, HBEYICET2HIRIZED 50TV 70,

13. E#Ea—F
LA S SEAT e | (RIS = — - Lt R
B4 s ) e HOT (947 &% |
W EIE G = — R (YJ =2—R) VAT LAHa—R
A AVE DS
1139009F1013 1139009F1056 126300801 622630001
/N 2mgl A B T
FE MUK U8
1139009F2010 1139009F2052 126301501 622630101
/N Bmgl F B T
A AVE DS
1139009F3016 1139009F3075 126298801 622629801
25mgl HIE T
FE MU X8
1139009F4071 1139009F4071 126299501 622629901

100mg! HI[E T |

14. REHBFTLOIEE

AANE,

I L OB IEESR TH 5.
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XI.

AR

. SIFAX#E

1) AR - R R

2) HNEEL - BEHIEER (B&/EH bmg, §E 100mg)

3) FENEE AR R (B8 EH 2mg)

4) R AEN RSB (52 25mg)

5) Yamamoto T., et al. : Epilepsy & Seizure Journal of Japan Epilepsy Society. 2014 ; 7 : 55-65

6) EBEILFEGIAHRER (RN, BHAWRE) (737 2 —/VEE : 2014 4F 8 A 29 HA&GR, FHaWmEH)

7) Yasumoto S., et al. : Brain Dev. 2016 ; 38 : 407-413 (PMID : 26518979)

8) HEEEMLFIZFEMARGE (N, BANE) (T 7 % —/LEE : 2015 45 9 H 24 AEGR, HiEEEHEE
2.7.6.LAM115377 i)

9) Reunanen M., et al. : Epilepsy Res. 1996 ; 23 : 149-155 (PMID : 8964276)

10) VAMBILAHERER (NI R ORI, HAIEE) (77 2 —) 8 0 2014 4 8 A 29 A&, FAM
)

11) APIREEHS  fl o BRACKS #REEEE. 2008 5 11 @ 117-134

12) ENF AR (A, OEH#E) © (7327 2 —/V8E - 2008 45 10 A 16 A&, HEHERHE
9 2.7.6.3.1.2)

13) [ENFIAHRER (A, OFAEIE) © (7227 % —/L8E : 2008 4 10 A 16 HA&R, HFAMEE)

14) KHJFZE  fh : TANAIZE. 2008 ; 25 : 425-440

15) EWNFEIAERER ONE, OFRE) (T 327 % —/L8E : 2008 45 10 H 16 H7KRR, FHaME )

16) Messenheimer J., et al. : Epilepsia. 1994 ; 35 : 113-121 (PMID : 8112232)

17) Schapel G. J., et al. : J. Neurol. Neurosurg. Psychiatry. 1993 ; 56 : 448-453 (PMID : 8505632)

18) MESMERIRTAER (RN, PFAIERIE) © (732 &% —/LgE : 2008 4F 10 H 16 HZ&AR., HE5ERHEE
2.7.6.3.1.5)

19) WEAMEEARERER (A, DFAFRIE) @ (7327 Z—/L$E 1 2008 45 10 H 16 A&, HGEEEHEZE
2.7.6.3.1.6)

20) MESMERIREER (BN, DFFRE) @ (T3 7 % —/L8E : 2008 4F 10 A 16 H7&R, HIGHERHEEEE
2.7.3.3.2.2.1)

21) Duchowny M., et al. : Neurology. 1999 ; 53 : 1724-1731 (PMID : 10563619)

22) MSMEEIARRER ORI OFFRIE) (T2 % —/L8E 0 2008 4E 10 A 16 A&, HFEEEHEEE
2.7.6.3.1.8)

23) Motte J., et al. : N. Engl. J. Med. 1997 ; 337 : 1807-1812 (PMID : 9400037)

24) WEAMRIRRER UMK OB, BEAEIE) (T X7 #— V82 - 2008 45 10 H 16 HKRS, HEEE
22 2.7.6.3.1.9)

25) Biton V., et al. : Neurology. 2005 ; 65 : 1737-1743 (PMID : 16344515)

26) /hLE] il ERARRSEREE . 2011 5 40 : 369-383

27) EANEME B (A © (7372 —/V8E: 201147 A 1 A7&GE, HFEEEMEEE 2.7.4.7,
2.7.6.SCA106052 ##)

28) ENEHHGRER (KA @ (774 —/L8E: 2011 4E 7 H 1 HAR, FARES)

29) EINERRRERICEI T 2 BREFE OJBLE (7 37 ¥ —/LEE - 2008 4F 10 A 16 HKGR, i
W 2.7.6.3.2.9)

30) EAEGEEEEREREMT  EIES - ERERE 2N R. No.287 (2012)

31 EELRAHFESR (BFMEE) (7372 —/V8E : 2008 4 10 A 16 H&R, HiEEEHIE 2.5.5.4)

32) Xie X,, et al. : Pfliigers Arch. 1995 ; 430 : 437-446 (PMID : 7491269)

Ly
f

5t

p=11103
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33) Leach M. J., et al. : Epilepsia. 1986 ; 27 : 490-497 (PMID : 3757936)

34) Miller A. A., et al. : Epilepsia. 1986 ; 27 : 483-489 (PMID : 3757935)

35) Cramer C. L., et al. : Life Sci. 1994 ; 54 : PL271-275 (PMID : 8152336)

36) Dalby N. O., et al. : Epilepsy Res. 1997 ; 28 : 63-72 (PMID : 9255600)

37) Wheatley P. L., et al. : Epilepsia. 1989 ; 30 : 34-40 (PMID : 2492222)

38) Otsuki K., et al. : Epilepsy Res. 1998 ; 31 : 101-112 (PMID : 9714501)

39) Stratton S. C., et al. : Epilepsy Res. 2003 ; 53 : 95-106 (PMID : 12576171)

40) De Sarro G., et al. : Neuropharmacology. 1996 ; 35 : 153-158 (PMID : 8734483)

41) Smith S. E., et al. : Epilepsy Res. 1993 ; 15 : 101-111 (PMID : 8103738)

42) Hosford D. A, et al. : Epilepsia. 1997 ; 38 : 408-414 (PMID : 9118845)

43) BB TADAET VB TORE (EL ~ 7 R) (7 327 #—/VEE : 2008 4 10 A 16 HKR,
HEHE B 2.6.2.2.1.4)

44) HEFRPBRE Z 31T D HEMBIRE (T X 7 # —/L$E: 200845 10 A 16 AR, HFEE TR 2.7.2.2.2.1)

45) Wolf P, et al. : J. Epilepsy. 1992 ; 5 : 73-79

46) Yuen A. W., et al. : Br. J. Clin. Pharmacol. 1992 ; 33 : 511-513 (PMID : 1524964)

47) Binnie C. D, et al. : Epilepsia. 1986 ; 27 : 248-254 (PMID : 3698937)

48) Jawad S, et al. : Epilepsy Res. 1987 ; 1 : 194-201 (PMID : 3504397)

49) Anderson G. D., et al. : Clin. Pharmacol. Ther. 1996 ; 60 : 145-156 (PMID : 8823232)

50) Morris R. G., et al. : Br. J. Clin. Pharmacol. 1998 ; 46 : 547-551 (PMID : 9862243)

51) Yuen W. C., et al. : Br. J. Clin. Pharmacol. 1988 ; 26 : 242P

52) HLCAMNAEEN AR O TRE(F X 7 ¥ —/LEE: 2008 4 10 A 16 H&R, HFEEEHIEE 2.7.2.2)

53) ML i [R5 L HKAE 2018 5 75 (5) @ 5157528

54) BEOKE (T I 7 % —/VEE : 2008 4 10 H 16 A&R. HFEEEHEE 2.7.6.1.1.2)

55) /ST RO R G & 2 T TR C I T 2 EmERE (T X 7 Z—/LEE 2008 4F 10 A 16
F7&GE, HREEEHSE 2.7.6.2.1.7)

56) Ebert U., et al. : Eur. J. Clin. Pharmacol. 2000 ; 56 : 299-304 (PMID : 10954343)

57) van der Lee M. J., et al. : Clin. Pharmacol. Ther. 2006 ; 80 : 159-168 (PMID : 16890577)

58) Burger D. M., et al. : Clin. Pharmacol. Ther. 2008 ; 84 : 698-703 (PMID : 18528434)

59) U AU Ry OIMBIRE (T3 7 % —/LEE : 2008 4E 10 A 16 HKGR, HHERHER
2.7.6.2.4.4)

60) % FBELESEDR IR O S B RE (Z

61) &7 L OMAEER (T
2.7.6.2.4.2)

62) Levy R. H., et al. : Ther. Drug Monit. 2005 ; 27 : 193-198 (PMID : 15795651)

63) Weintraub D., et al. : Arch. Neurol. 2005 ; 62 : 1432-1436 (PMID : 16157751)

64) Doose D. R., et al. : Epilepsia. 2003 ; 44 : 917-922 (PMID : 12823574)

65) Gidal B. E., et al. : Epilepsy Res. 2005 ; 64 : 1-11 (PMID : 15823510)

66) Perucca E., et al. : Epilepsy Res. 2003 ; 53 : 47-56 (PMID : 12576167)

67) Majid O, et al. : Br. J. Clin. Pharmacol. 2016 ; 82 : 422-430 (PMID : 27038098)

68) Hal4sz P, et al. : Epilepsia. 2009 ; 50 : 443-453 (PMID : 19183227)

69) Brodie M. J., et al. : Epilepsia. 2005 ; 46 : 1407-1413 (PMID : 16146435)

70) U F U AOFHREOIEYEIRE (T X 7 % —/LEE: 2008 4 10 A 16 AAGR, HEEEEHEZE 2.7.6.2.4.3)

71) Schieber F. C., et al. : Hum. Psychopharmacol. 2009 ; 24 : 145-152 (PMID : 19132712)
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ODT (orally disintegrating tablets) : 25mg, 50mg, 100mg, 200mg

INDICATIONS AND USAGE
1.1 Epilepsy
Adjunctive Therapy

LAMICTAL is indicated as adjunctive therapy for the following seizure types in patients aged 2
years and older:

- partial-onset seizures.
-primary generalized tonic-clonic (PGTC) seizures.
-generalized seizures of Lennox-Gastaut syndrome.

Monotherapy

LAMICTAL is indicated for conversion to monotherapy in adults (aged 16 years and older) with
partial-onset seizures who are receiving treatment with carbamazepine, phenytoin, phenobarbital,
primidone, or valproate as the single antiepileptic drug (AED).

Safety and effectiveness of LAMICTAL have not been established (1) as initial monotherapy; (2) for
conversion to monotherapy from AEDs other than carbamazepine, phenytoin, phenobarbital,
primidone, or valproate; or (3) for simultaneous conversion to monotherapy from 2 or more
concomitant AEDs.

1.2 Bipolar Disorder

LAMICTAL is indicated for the maintenance treatment of bipolar I disorder to delay the time to
occurrence of mood episodes (depression, mania, hypomania, mixed episodes) in patients treated for
acute mood episodes with standard therapy.

Limitations of Use

Treatment of acute manic or mixed episodes is not recommended. Effectiveness of LAMICTAL in
the acute treatment of mood episodes has not been established.

DOSAGE AND ADMINISTRATION
2.1 General Dosing Considerations
Rash

There are suggestions, yet to be proven, that the risk of severe, potentially life-threatening rash

may be increased by (1) coadministration of LAMICTAL with valproate, (2) exceeding the
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recommended initial dose of LAMICTAL, or (3) exceeding the recommended dose escalation for
LAMICTAL. However, cases have occurred in the absence of these factors. Therefore, it is important
that the dosing recommendations be followed closely.

The risk of nonserious rash may be increased when the recommended initial dose and/or the rate of
dose escalation for LAMICTAL is exceeded and in patients with a history of allergy or rash to other
AEDs.

LAMICTAL Starter Kits and LAMICTAL ODT Patient Titration Kits provide LAMICTAL at doses
consistent with the recommended titration schedule for the first 5 weeks of treatment, based upon
concomitant medications, for patients with epilepsy (older than 12 years) and bipolar I disorder
(adults) and are intended to help reduce the potential for rash. The use of LAMICTAL Starter Kits
and LAMICTAL ODT Patient Titration Kits is recommended for appropriate patients who are
starting or restarting LAMICTAL .

It is recommended that LAMICTAL not be restarted in patients who discontinued due to rash
associated with prior treatment with lamotrigine unless the potential benefits clearly outweigh the
risks. If the decision is made to restart a patient who has discontinued LAMICTAL, the need to
restart with the initial dosing recommendations should be assessed. The greater the interval of time
since the previous dose, the greater consideration should be given to restarting with the initial
dosing recommendations. If a patient has discontinued lamotrigine for a period of more than 5
half-lives, it is recommended that initial dosing recommendations and guidelines be followed. The
half-life of lamotrigine is affected by other concomitant medications.

LAMICTAL Added to Drugs Known to Induce or Inhibit Glucuronidation

Because lamotrigine is metabolized predominantly by glucuronic acid conjugation, drugs that are
known to induce or inhibit glucuronidation may affect the apparent clearance of lamotrigine. Drugs
that induce glucuronidation include carbamazepine, phenytoin, phenobarbital, primidone, rifampin,
estrogen-containing oral contraceptives, and the protease inhibitors lopinavir/ritonavir and
atazanavir/ritonavir. Valproate inhibits glucuronidation. For dosing considerations for LAMICTAL
in patients on estrogen-containing contraceptives and atazanavir/ritonavir, see below and TABLE
13. For dosing considerations for LAMICTAL in patients on other drugs known to induce or inhibit
glucuronidation, see Tables 1, 2, 5-6, and 13.

Target Plasma Levels for Patients with Epilepsy or Bipolar Disorder

A therapeutic plasma concentration range has not been established for lamotrigine. Dosing of
LAMICTAL should be based on therapeutic response.

Women Taking Estrogen-Containing Oral Contraceptives

Starting LAMICTAL in Women Taking Estrogen-Containing Oral Contraceptives: Although
estrogen-containing oral contraceptives have been shown to increase the clearance of lamotrigine,
no adjustments to the recommended dose-escalation guidelines for LAMICTAL should be necessary
solely based on the use of estrogen-containing oral contraceptives. Therefore, dose escalation should
follow the recommended guidelines for initiating adjunctive therapy with LAMICTAL based on the
concomitant AED or other concomitant medications (see Tables 1, 5, and 7). See below for
adjustments to maintenance doses of LAMICTAL in women taking estrogen-containing oral
contraceptives.
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Adjustments to the Maintenance Dose of LAMICTAL in Women Taking Estrogen-Containing Oral
Contraceptives:

(1) Taking Estrogen-Containing Oral Contraceptives: In women not taking carbamazepine,
phenytoin, phenobarbital, primidone, or other drugs such as rifampin and the protease inhibitors
lopinavir/ritonavir and atazanavir/ritonavir that induce lamotrigine glucuronidation, the
maintenance dose of LAMICTAL will in most cases need to be increased by as much as 2-fold over
the recommended target maintenance dose to maintain a consistent lamotrigine plasma level.

(2) Starting Estrogen-Containing Oral Contraceptives: In women taking a stable dose of
LAMICTAL and not taking carbamazepine, phenytoin, phenobarbital, primidone, or other drugs
such as rifampin and the protease inhibitors lopinavir/ritonavir and atazanavir/ritonavir that
induce lamotrigine glucuronidation, the maintenance dose will in most cases need to be increased
by as much as 2-fold to maintain a consistent lamotrigine plasma level. The dose increases should
begin at the same time that the oral contraceptive is introduced and continue, based on clinical
response, no more rapidly than 50 to 100 mg/day every week. Dose increases should not exceed the
recommended rate (see Tables 1 and 5) unless lamotrigine plasma levels or clinical response
support larger increases. Gradual transient increases in lamotrigine plasma levels may occur
during the week of inactive hormonal preparation (pill-free week), and these increases will be
greater if dose increases are made in the days before or during the week of inactive hormonal
preparation. Increased lamotrigine plasma levels could result in additional adverse reactions, such
as dizziness, ataxia, and diplopia. If adverse reactions attributable to LAMICTAL consistently occur
during the pill-free week, dose adjustments to the overall maintenance dose may be necessary. Dose
adjustments limited to the pill-free week are not recommended. For women taking LAMICTAL in
addition to carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as rifampin
and the protease inhibitors lopinavir/ritonavir and atazanavir/ritonavir that induce lamotrigine
glucuronidation, no adjustment to the dose of LAMICTAL should be necessary.

(3) Stopping Estrogen-Containing Oral Contraceptives: In women not taking carbamazepine,
phenytoin, phenobarbital, primidone, or other drugs such as rifampin and the protease inhibitors
lopinavir/ritonavir and atazanavir/ritonavir that induce lamotrigine glucuronidation, the
maintenance dose of LAMICTAL will in most cases need to be decreased by as much as 50% in order
to maintain a consistent lamotrigine plasma level. The decrease in dose of LAMICTAL should not
exceed 25% of the total daily dose per week over a 2-week period, unless clinical response or
lamotrigine plasma levels indicate otherwise. In women taking LAMICTAL in addition to
carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as rifampin and the
protease inhibitors lopinavir/ritonavir and atazanavir/ritonavir that induce lamotrigine
glucuronidation, no adjustment to the dose of LAMICTAL should be necessary.

Women and Other Hormonal Contraceptive Preparations or Hormone Replacement Therapy

The effect of other hormonal contraceptive preparations or hormone replacement therapy on the
pharmacokinetics of lamotrigine has not been systematically evaluated. It has been reported that
ethinylestradiol, not progestogens, increased the clearance of lamotrigine up to 2-fold, and the
progestin-only pills had no effect on lamotrigine plasma levels. Therefore, adjustments to the
dosage of LAMICTAL in the presence of progestogens alone will likely not be needed.

Patients Taking Atazanavir/Ritonavir

While atazanavir/ritonavir does reduce the lamotrigine plasma concentration, no adjustments to
the recommended dose-escalation guidelines for LAMICTAL should be necessary solely based on the

60




use of atazanavir/ritonavir. Dose escalation should follow the recommended guidelines for initiating
adjunctive therapy with LAMICTAL based on concomitant AED or other concomitant medications
(see Tables 1, 2, and 5). In patients already taking maintenance doses of LAMICTAL and not taking
glucuronidation inducers, the dose of LAMICTAL may need to be increased if atazanavir/ritonavir
is added or decreased if atazanavir/ritonavir is discontinued.

Patients with Hepatic Impairment

Experience in patients with hepatic impairment is limited. Based on a clinical pharmacology study
in 24 subjects with mild, moderate, and severe liver impairment, the following general
recommendations can be made. No dosage adjustment is needed in patients with mild liver
impairment. Initial, escalation, and maintenance doses should generally be reduced by
approximately 25% in patients with moderate and severe liver impairment without ascites and 50%
in patients with severe liver impairment with ascites. Escalation and maintenance doses may be
adjusted according to clinical response.

Patients with Renal Impairment

Initial doses of LAMICTAL should be based on patients’ concomitant medications (see Tables 1-3
and 5); reduced maintenance doses may be effective for patients with significant renal impairment.
Few patients with severe renal impairment have been evaluated during chronic treatment with
LAMICTAL. Because there is inadequate experience in this population, LAMICTAL should be used
with caution in these patients.

Discontinuation Strategy

Epilepsy: For patients receiving LAMICTAL in combination with other AEDs, a re-evaluation of all
AEDs in the regimen should be considered if a change in seizure control or an appearance or
worsening of adverse reactions is observed.

If a decision is made to discontinue therapy with LAMICTAL, a step-wise reduction of dose over at
least 2 weeks (approximately 50% per week) is recommended unless safety concerns require a more
rapid withdrawal.

Discontinuing carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as
rifampin and the protease inhibitors lopinavir/ritonavir and atazanavir/ritonavir that induce
lamotrigine glucuronidation should prolong the half-life of lamotrigine; discontinuing valproate
should shorten the half-life of lamotrigine.

Bipolar Disorder: In the controlled clinical trials, there was no increase in the incidence, type, or
severity of adverse reactions following abrupt termination of LAMICTAL. In the clinical
development program in adults with bipolar disorder, 2 patients experienced seizures shortly after
abrupt withdrawal of LAMICTAL. Discontinuation of LAMICTAL should involve a step-wise
reduction of dose over at least 2 weeks (approximately 50% per week) unless safety concerns require
a more rapid withdrawal.

2.2 Epilepsy—Adjunctive Therapy

This section provides specific dosing recommendations for patients older than 12 years and patients
aged 2 to 12 years. Within each of these age-groups, specific dosing recommendations are provided
depending upon concomitant AEDs or other concomitant medications (see TABLE 1 for patients
older than 12 years and TABLE 2 for patients aged 2 to 12 years). A weight-based dosing guide for
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patients aged 2 to 12 years on concomitant valproate is provided in TABLE 3.

Patients Older than 12 Years

Recommended dosing guidelines are summarized in TABLE 1.

Table 1. Escalation Regimen for LAMICTAL in Patients Older than 12 Years with Epilepsy

In Patients NOT

TAKING In Patients TAKING
Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
Phenobarbital, Phenobarbital, or
In Patients TAKING Primidone,? or  PrimidoneP and NOT
| Valproate? | Valproate? | TAKING Valproate?
Weeks 1 and 2 | 25 mg every other 25 mg every day 50 mg/day
day
Weeks 3 and 4 25 mg every day 50 mg/day 100 mg/day

[ [ | {in 2 divided doses)
Week 5 onward | Increase by 25 to 50 |Increase by 50 mg/day Increase by 100

to maintenance | mg/day every 1to 2 | every 1 to 2 weeks. mg/day every 1 to 2
weeks. weeks.

Usual 100 to 200 mg/day 225 to 375 mg/day 300 to 500 mg/day

maintenance with valproate (in 2 divided doses) (in 2 divided doses)

dose alone

100 to 400 mg/day
with valproate and
other drugs that
induce
glucuronidation
(in 1 or 2 divided
doses)

a Valproate has been shown to inhibit glucuronidation and decrease the apparent clearance of
lamotrigine.

b Drugs that induce lamotrigine glucuronidation and increase clearance, other than the specified
antiepileptic drugs, include estrogen-containing oral contraceptives, rifampin, and the protease
inhibitors lopinavir/ritonavir and atazanavir/ritonavir. Dosing recommendations for oral
contraceptives and the protease inhibitor atazanavir/ritonavir can be found in General Dosing
Considerations. Patients on rifampin and the protease inhibitor lopinavir/ritonavir should follow
the same dosing titration/maintenance regimen used with antiepileptic drugs that induce
glucuronidation and increase clearance.

Patients Aged 2 to 12 Years

Recommended dosing guidelines are summarized in TABLE 2.

Lower starting doses and slower dose escalations than those used in clinical trials are recommended
because of the suggestion that the risk of rash may be decreased by lower starting doses and slower
dose escalations. Therefore, maintenance doses will take longer to reach in clinical practice than in

clinical trials. It may take several weeks to months to achieve an individualized maintenance dose.

Maintenance doses in patients weighing <30 kg, regardless of age or concomitant AED, may need to
be increased as much as 50%, based on clinical response.

The smallest available strength of LAMICTAL tablets for oral suspension is 2 mg, and only whole
tablets should be administered. If the calculated dose cannot be achieved using whole tablets, the
dose should be rounded down to the nearest whole tablet.
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Table 2. Escalation Regimen for LAMICTAL in Patients Aged 2 to 12 Years with Epilepsy
In Patients NOT

TAKING In Patients TAKING
Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
Phenobarbital, Phenobarbital, or
In Patients TAKING  Primidone,” or Primidone? and NOT
| Valproate? | Valproate?® | TAKING Valproate?
Weeks 1 and 2 0.15 mag/kg/day 0.3 mg/kg/day 0.6 mg/kg/day

in 1 or 2 divided |in 1 or 2 divided doses,| in 2 divided doses,
doses, rounded down rounded down to the | rounded down to the
to the nearest whole | nearest whole tablet = nearest whole tablet
tablet (see Table 3 for
weight-based dosing

| guide) | |
Weeks 3 and 4 0.3 mg/kg/day 0.6 mg/kg/day 1.2 mg/kg/day
in 1 or 2 divided in 2 divided doses, in 2 divided doses,

doses, rounded down rounded down to the | rounded down to the
to the nearest whole | nearest whole tablet nearest whole tablet
tablet (see Table 3 for
weight-based dosing

| guide) | |
Week 5 onward to The dose should be = The dose should be The dose should be
maintenance increased every 1to | increased every 1 to 2 | increased every 1 to 2
2 weeks as follows: weeks as follows: weeks as follows:
calculate 0.3 calculate 0.6 calculate 1.2

mg/kg/day, round | mag/kgiday, round this | mg/kg/day, round this
this amount down to | amount down to the | amount down to the

the nearest whole nearest whole tablet, = nearest whole tablet,
tablet, and add this and add this amount to and add this amount to

amount to the the previously the previously
previously administered daily administered daily
administered daily dose. dose.
| dose. | |
Usual 1 to 5 mg/kg/day 4.5 to 7.5 5 to 15 mg/kg/day
maintenance dose|  (maximum 200 myg/kg/day (maximum 400 mg/day
mag/day in 1 or 2 | (maximum 300 mg/day, in 2 divided doses)
divided doses) in 2 divided doses)

1 to 3 mg/kg/day
with valproate alone |

Maintenance dose|  May need to be May need to be May need to be

in patients =30 kg increased by as much increased by as much | increased by as much
as 50%, based on as 50%, based on as 50%, based on
clinical response. clinical response. clinical response.

Note: Only whole tablets should be used for dosing.

a Valproate has been shown to inhibit glucuronidation and decrease the apparent clearance of
lamotrigine.

b Drugs that induce lamotrigine glucuronidation and increase clearance, other than the specified
antiepileptic drugs, include estrogen-containing oral contraceptives, rifampin, and the protease
inhibitors lopinavir/ritonavir and atazanavir/ritonavir. Dosing recommendations for oral
contraceptives and the protease inhibitor atazanavir/ritonavir can be found in General Dosing
Considerations. Patients on rifampin and the protease inhibitor lopinavir/ritonavir should follow
the same dosing titration/maintenance regimen used with antiepileptic drugs that induce
glucuronidation and increase clearance.

Table 3. The Initial Weight-Based Dosing Guide for Patients Aged 2 to 12 Years Taking Valproate
(Weeks 1 to 4) with Epilepsy

Give this daily dose, using the most
appropriate combination of LAMICTAL 2- and

If the patient’s weight is 5-mg tablets

Greater than /And less than Weeks 1 and 2 | Weeks 3 and 4
6.7 kg 14 kg | 2mgeveryotherday | 2 mg every day
14.1 kg 127 kg | 2 mg every day | 4 mg every day
27.1 kg 34 kg 4 mg every day 8 mg every day
34.1 kg 40 kg ' 5 mg every day | 10 mg every day

Usual Adjunctive Maintenance Dose for Epilepsy

The usual maintenance doses identified in Tables 1 and 2 are derived from dosing regimens
employed in the placebo-controlled adjunctive trials in which the efficacy of LAMICTAL was
established. In patients receiving multidrug regimens employing carbamazepine, phenytoin,
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phenobarbital, or primidone without valproate, maintenance doses of adjunctive LAMICTAL as
high as 700 mg/day have been used. In patients receiving valproate alone, maintenance doses of
adjunctive LAMICTAL as high as 200 mg/day have been used. The advantage of using doses above
those recommended in Tables 1-4 has not been established in controlled trials.

2.3 Epilepsy—Conversion from Adjunctive Therapy to Monotherapy
The goal of the transition regimen is to attempt to maintain seizure control while mitigating the
risk of serious rash associated with the rapid titration of LAMICTAL.

The recommended maintenance dose of LAMICTAL as monotherapy is 500 mg/day given in 2
divided doses.

To avoid an increased risk of rash, the recommended initial dose and subsequent dose escalations
for LAMICTAL should not be exceeded.

Conversion from Adjunctive Therapy with Carbamazepine, Phenytoin, Phenobarbital, or Primidone
to Monotherapy with LAMICTAL

After achieving a dose of 500 mg/day of LAMICTAL using the guidelines in TABLE 1, the
concomitant enzyme-inducing AED should be withdrawn by 20% decrements each week over a
4-week period. The regimen for the withdrawal of the concomitant AED is based on experience
gained in the controlled monotherapy clinical trial.

Conversion from Adjunctive Therapy with Valproate to Monotherapy with LAMICTAL

The conversion regimen involves the 4 steps outlined in TABLE 4.

Table 4. Conversion from Adjunctive Therapy with Valproate to Monotherapy with LAMICTAL in
Patients Aged 16 Years and Older with Epilepsy

| LAMICTAL | Valproate

Step 1 Achieve a dose of 200 mg/day Maintain established stable dose.
)according to guidelines in Table 1. |

Step 2 Maintain at 200 mg/day. Decrease dose by decrements no

greater than 500 mag/day/week to
500 mg/day and then maintain for 1

week.
Step 3 Increase to 300 mg/day and Simultaneously decrease to
'maintain for 1 week. 1250 mg/day and maintain for 1 week.
Step 4 Increase by 100 mg/day every week Discontinue.
to achieve maintenance dose of
500 mg/day.

Conversion from Adjunctive Therapy with Antiepileptic Drugs other than Carbamazepine,
Phenytoin, Phenobarbital, Primidone, or Valproate to Monotherapy with LAMICTAL

No specific dosing guidelines can be provided for conversion to monotherapy with LAMICTAL with
AEDs other than carbamazepine, phenytoin, phenobarbital, primidone, or valproate.

2.4 Bipolar Disorder

The goal of maintenance treatment with LAMICTAL is to delay the time to occurrence of mood
episodes (depression, mania, hypomania, mixed episodes) in patients treated for acute mood
episodes with standard therapy.

Patients taking LAMICTAL for more than 16 weeks should be periodically reassessed to determine
the need for maintenance treatment.
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Adults

The target dose of LAMICTAL is 200 mg/day (100 mg/day in patients taking valproate, which
decreases the apparent clearance of lamotrigine, and 400 mg/day in patients not taking valproate
and taking either carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as
rifampin and the protease inhibitor lopinavir/ritonavir that increase the apparent clearance of
lamotrigine). In the clinical trials, doses up to 400 mg/day as monotherapy were evaluated; however,
no additional benefit was seen at 400 mg/day compared with 200 mg/day. Accordingly, doses above
200 mg/day are not recommended.

Treatment with LAMICTAL is introduced, based on concurrent medications, according to the
regimen outlined in TABLE 5. If other psychotropic medications are withdrawn following
stabilization, the dose of LAMICTAL should be adjusted. In patients discontinuing valproate, the
dose of LAMICTAL should be doubled over a 2-week period in equal weekly increments (see TABLE
6). In patients discontinuing carbamazepine, phenytoin, phenobarbital, primidone, or other drugs
such as rifampin and the protease inhibitors lopinavir/ritonavir and atazanavir/ritonavir that
induce lamotrigine glucuronidation, the dose of LAMICTAL should remain constant for the first
week and then should be decreased by half over a 2-week period in equal weekly decrements (see
TABLE 6). The dose of LAMICTAL may then be further adjusted to the target dose (200 mg) as
clinically indicated.

If other drugs are subsequently introduced, the dose of LAMICTAL may need to be adjusted. In
particular, the introduction of valproate requires reduction in the dose of LAMICTAL.

To avoid an increased risk of rash, the recommended initial dose and subsequent dose escalations of
LAMICTAL should not be exceeded.

Table 5. Escalation Regimen for LAMICTAL in Adults with Bipolar Disorder
In Patients NOT TAKING In Patients TAKING

Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
In Patients Phenobarbital, Phenobarbital, or
TAKING Primidone,P or PrimidoneP and NOT
|  Valproate? | Valproate? | TAKING Valproate?
Weeks 1 25 mg every other 25 mg daily 50 mg daily
and 2 day
Weeks 3 25 mg daily 50 mg daily 100 mg daily, in divided
and 4 [ [ [ doses
Week 5 50 mg daily 100 mg daily 200 mg daily, in divided
[ [ [ doses
Week 6 100 mg daily 200 mg daily 300 mg daily, in divided
doses
Week 7 100 mg daily 200 mg daiby up to 400 mg daily, in

divided doses

a Valproate has been shown to inhibit glucuronidation and decrease the apparent clearance of
lamotrigine.

b Drugs that induce lamotrigine glucuronidation and increase clearance, other than the specified
antiepileptic drugs, include estrogen-containing oral contraceptives, rifampin, and the protease
inhibitors lopinavir/ritonavir and atazanavir/ritonavir. Dosing recommendations for oral
contraceptives and the protease inhibitor atazanavir/ritonavir can be found in General Dosing
Considerations. Patients on rifampin and the protease inhibitor lopinavir/ritonavir should follow
the same dosing titration/maintenance regimen used with antiepileptic drugs that induce
glucuronidation and increase clearance.
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Table 6. Dosage Adjustments to LAMICTAL in Adults with Bipolar Disorder following
Discontinuation of Psychotropic Medications

Aftpr D‘gscontin uation

IS aLmrnn wi N e B R o

Psychotropic Drugs Phenytoin,
(excluding Valproate,? After Discontinuation Phenobarbital, or
Carbamazepine, | of Valproate? _ Primidone®
Phenytoin, Current Dose of Current Dose of
Phenobarbital, or LAMICTAL (mg/day) LAMICTAL (mg/day)
_ Primidone®) | 100 _ 400
Week 1 Maintain current dose of 150 400
_ LAMICTAL _ _
Week 2 Maintain current dose of 200 300
LAMICTAL
Week 3 Maintain current dose of 200 200
onward LAMICTAL

a Valproate has been shown to inhibit glucuronidation and decrease the apparent clearance of
lamotrigine.

b Drugs that induce lamotrigine glucuronidation and increase clearance, other than the specified
antiepileptic drugs, include estrogen-containing oral contraceptives, rifampin, and the protease
inhibitors lopinavir/ritonavir and atazanavir/ritonavir. Dosing recommendations for oral
contraceptives and the protease inhibitor atazanavir/ritonavir can be found in General Dosing
Considerations. Patients on rifampin and the protease inhibitor lopinavir/ritonavir should follow
the same dosing titration/maintenance regimen used with antiepileptic drugs that induce
glucuronidation and increase clearance.

2.5 Administration of LAMICTAL Tablets for Oral Suspension

LAMICTAL tablets for oral suspension may be swallowed whole, chewed, or dispersed in water or
diluted fruit juice. If the tablets are chewed, consume a small amount of water or diluted fruit juice
to aid in swallowing.

To disperse LAMICTAL tablets for oral suspension, add the tablets to a small amount of liquid (1
teaspoon, or enough to cover the medication). Approximately 1 minute later, when the tablets are
completely dispersed, swirl the solution and consume the entire quantity immediately. No attempt
should be made to administer partial quantities of the dispersed tablets.

2.6 Administration of LAMICTAL ODT Orally Disintegrating Tablets

LAMICTAL ODT orally disintegrating tablets should be placed onto the tongue and moved around
in the mouth. The tablet will disintegrate rapidly, can be swallowed with or without water, and can
be taken with or without food.
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5 SO

Drug Name Category
F—ANTZ VT D4E lamotrigine D
(2021 4% 4 A #R)

F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)

Category D :

Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage. These drugs may

also have adverse pharmacological effects. Accompanying texts should be consulted for

further details.
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