* % 2025%F 5 HekET (55 3 W)
* 20244 9 AtkET (58 2 FR)

BPE  RIERF
BYMHAR - 34

MTHAHAA]
SENUFVEE

FFE MU F 2 5/MEA2me 1JG!
FEBMYF 50 2A5me [JG!

Lamotrigine Tablets

BUZE, MMTEEHERY
E)ER-EMEOLAZICIVERTS L

HAEEE R HES

871139, 871179

RS HR7epALE

#E/NJE A 2 mg | 30300AMX00041000 | 20214 7 H
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HE& LTEE'iﬁtIOOmg@")\ 1 HAE I/ A400mgE & L.

WIny 1 H T EXE 2 EICSE L CROKST %,

2 NVTOEF NUYLZHAT Z5S

BEBRAICIEIEN)F U ELTEAO 2EMIF 1 [E25mg

ZREEICEO®RSE, ko 2:EMIE 1 H25mgz 1 H 1 [EFEO#



5 U, 5HZ]1 H0mg# 1 H 1 [EXix2EC4E L&D
%592, 6 EBLIEIIMFAREE LT HIOOmgZ 1 H 1[4
MIF 2 ENCAEIL TROKET 5. SERICIS U CHERERT 2
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WV, [9.7.3 %]
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REOBEIIARZRAL T3k 520, KEHRSHIZ, KB
ZlbEBEL, REISCHETICHEBEOEEZ{TH I L. 5B,
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17.3.2 8]
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R EBEIS YL ED0DH 5,
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MIEREHE (V1~V3) DcovedBIST LF) AFEMEL L7z & D
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9.1.5 F2. BRIKEE (DEIEE. RIEE. DEES) . #
BICEBEEDHDEE
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REICBWLTE MOAEEMKREENaT F v LB 2 T
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9.2 BiEEEZSEE
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9.3 FHigEEEEEE
BHEEZERT S L, HHEEREOREEICRUCTAREDOZ YT
FSUADPE TR L. HEEBHASEET S E0H 5. [16.6.2
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9.5 1Fi®

9.5.1 U Fo#HEZEZE L., FRIIERL TWAREREDH 5
ZHICIE, RELOBRESEREES LR 5 SHEs 558
WCDOAEET B L,
BNTOEBOTO AR T 4 TREICBWT, FREE1 =

T AE & B S S N 728 EH200001 BL_E 0 1R OB R A
NEENT WD, RAERICE 5 REFTEHRY 27 OEEH
REIZRO SN TVARVY, LW OLDEFRFAEICENT
MEEOOBOBAUTEHRE Y 27 0#EMAHRESA TV
o =AY PO—IIIERICBWTIE, oFEE HEL
T AFOFERICHES OBOBEHOFERY R 7 EW LD
Biifontunizv, AIRHRED T — 713, SHIRBRE
BOEREBHEFHKEDOY R 7139 2 ARFOFEIT DWW
THDICTD2HDTIE R,

B (S R) IKBLWTEBIOKRBEANOBITHRD SN &
DHEDH 5,

B ER VI AEREREEERBICB W TETEEER RS
SN2, KENZY b FOERBITEERICN LT WE
EERAZET A7-0, HERICEAZHE L-5BE. BES
A2 FERTHEMENIEZIOND, /2. Tv P TR MEKX
BT 5400mg/HD0. 1250 Lo 58 [(AREERE
(mg/m?) IZEDL] IBWTREBYO—EREOE(LICHE
H LR EORIE. BRER - lBIRFETR L OTERE R
DM, BREEBERORKBSFEEEN. HERICBY M
TEIENRE, HEREBINE (FEHROEIPSHAEREREL.
S55DNICBEMAENICHERZENEY) OETUIH
EBROEFERE RS ANz,

9.5.2 IEHIRIC K D ARF O MHBELIREDRICEENS L SN HA]
BESH B0 (HRPICAFOMPBEESMETRLZE WS H
EnH D), BRI LAFIEZEET 2581013, BEDIRRE
FBILTHERT A L.

9.6 =77
AR EHRIIEALBIFISESZ &, KA FILITHRARIT
L. #AFOARICBI 2 MHBEL. BAFOLEOMFE
EORKKIS%IGEL: EOREDNH BV, £/, BRI T
HFAER. LRICBWT, EER, (ER, AE#IIARS 2
T IEDPFESN TS,

9.7 INE

(GhRELLE)

9.7.1 EBZREREOHRHARIL, NEICBLTEWVLI EARS
NTnz, [1.3. 8.1 %M]]

9.7.2 NRIZBWT, HEEOMBIBIEIBRLRZI NPT VO
T KA SIS 8 BELINICHKE R UHRRE DR S FHI L
HBEICIERICERT A2 &,

(BETADADEE)

9.7.3 EHAEMFER, HAER. AR 2FARMOD R, RUTE
BURAMFEAE LSS O BARIE I 9 2 E R R BRI FEM L T v
T\, [7.558]

CUBEEBEICSIFDRHITEY — ROBEH - BIANED

9.7.4 NRRCFI8FAIM D EE 2R & L ERIREBRIIERMR L T
R4

9.8 HinE
BEORBEZBRE LAV SEEICRET S &, —fiRIC, £H
HBEPET LTV,

10. #HE{EA
SEMNFUIRFE LTV 0 BEBES (FICUGTIAY)
TR#SINS, [16.4 =]

10.2 HAEEE HAISEETS L)

HARE BRRIE - S % B - fElER T
PIVTaREF R UYL | RAIOHEEEI A 2 BERT 2 & | FIcB T2 7L 70
[7.2. 7.3, 16.7.1. |DWEFDH 5. VERABRNHAT B,
16.7.2 2]

RO 0 > B KF O MAREPETRT 5. HFicBF2EA7 DT
BEHET B HEHA % A=07 iyl
T hAY EEND,
HINTEE
Tz ) NLEY =L
TUIRY

V77T Y
oEFEL -y bF

[16.7.2 28]

EILEAAI
[7.2. 7.3, 16.7.1.
16.7.2 2E]
TEFFEL+Y F | TIFFELRGY) b FELERIEAR(FFICBT2RHF D7
v A& Ot L7z 5 & SRR O MA@ EE A | L 7 u v ERia & 5 (2
[16.7.2 28] ERLI-EDREDDH S, EEh5,
KAKERRBRSHICT YT FELE
U b ELERERE RS HIET
HHBAEIE. ARORBHRE*EET
BT,
FINNTEE KB EANMNTEE Y OMAICED ., |#FRHA
[6. ZE] HFEL, K BHE BR. EKED
HBELIZEVWSWENHD ., BE,
NoDERIZH UYL Y DEEIC
LVEETY %,
) ZARY Rv AANE Y AR RV OBHBFICIE. Z | BFEREH

NENOBMB SR ICHE LT, HR
DOWMENZVEOWMED D B,

FECDBIESE (RaR L
EY - BIEKRLVE VE
#HAl)

[16.7.2 28]

KEELFZLVIZARSIF—)L - L
RINVFA S VVEERIEOMAICE
W, UTRORENH 5,

1) ARA O mpEEAED Lk & O®iE

DEFICB T 2 RA O

NHBOT, REMERARRSHIC
RRCBEE SR % 5 S RIA 3% 5 1k
T HEEICIE AHIOFH R EE
EIAHT L,

2) LRIV A b LILO MR A
AU, mAdpfaALEY (FSH) &
UEATEEALE Y (LH) LR L.
IANT VA= HEPIC ER L
LOWMEN DD,

oI A= ke
PRESNZ.

2) 1FF AR

1. BIfEA
WOBHWERDHEONBI ENRHBDT. BREFHDITITUL.
BEFPRDONTGEEICEHREE2FRILT 570 S#Mt) 2 0B %17
ST &,

1.1 EXGEIER

11.1.1 hEMHREIESERIBFAE (Toxic Epidermal Necrolysis :

TEN) (38ERHH). RESRIRMEIREE (Stevens-JohnsoniE
{R8¥) (0.5%). SRAIBE (BHEAHE)
2, IR7M. EEOER. OB - OEMBESEROUS AL
FEERREOKAE, fIH. HIER. €58F,. 25BRRE0R
EORDONTGEIZES ICEREEZFIE L, B Z0EZT
ST &, [1.2, 7.1, 8.1 %]



11.1.2 ZRIMBSUEEIREE (BHERH)
EE, BEEPTHICALGNEZENH D, BEIZY SEHIER.
FAEEIE, MRMEE (PRI, aimskEm, 28y 25k
D) RUESEEE (FRERES) or02FERYTH
5bNBIENDH D, HEHNERBBOEREWGREOBEITERY &
BRMEICHKIET 5, EHHEBBUEEEBRBEOBIENRD 517215
HIZE. KFOREEESICRIEL, BUZLEZTS &,
F/o. E FALRZATA A6 (HHV-6) ED T A )L ADFHIE
HALEMES 2 ENEL, BEFRIEB B RS, RE. FHERE
ZOERPERD 5 VITBENLTHIENDH D, 2B WEGE
OMHERIZ, BEZEDLEVWI E L DHEHD T, FEELUIOE
K(FESUTY VVEIERS) OXRBUCLEFERPBETH S,
[1.228]
11.1.3 BEFREEN (FHEARH), MBS (FHEARA).
ETARIEREE (SHEEREA)
11.1.4 MIXSRAEIREE (BEEAH)
FEE S, MEREER. BRIE, U O SEIER. mERELD. BTz
UF VI, &MY Z YUY RIAE, FFREAERRE., ik kEE R
EEQOREDPREDOSNTBEICIE,. BEbIcHkS2dIEL, #
B ZITS T &,
11.1.5 FFR. FREEEEERUEE (0.1%)
11.1.6 BEMEEIERN (BHERH)
TEERREE .. FE. BEFE. EHD - IBM I EHRBESOERZ 4
HBMEHBHBERN D 5DONBEN DB, AFIOBEREIZLD.
SOICEEGERE S BEERHEASEESHZRT ICHRE L
EORENDH B,
1.2 Z0ftDEIfER

5%LL E 1 ~ 5 %A1 1 %A1 SEPEANEH
BT #E e
S EEN 0. B B
TER (15%). 3 |5, . K| BRI, W FEEE. 7o
W %R BE %, KE. 8. |2, B S
, TADAFEER (K. RIR. 8 (F2V ERO
WS HoOH # B, B
g e
F bt B
. ApEE Bk |REE
BIEE g T
R R AR
BRGNS U > |[EA s~ 70T
* % |17 N VM. Y
DA
" R Bh. BRA
AR . AR
Z ot N ARRE
13. BERS
13.1 fEIR

QRSIEEDOFHIEASRE SN T WS, AELRDI0~20BEIC X
DER{R. RFE. EEREE. AREERE. SEZSOEROERS
WESNTWVD,

14. ERLDER

14.1 ERIRZAEDES

14.1.1 PTPEEOEAIZIPTPY — b2 5O H L TIRAT 5 &
SIEETHI Lo PTPY — FOREAIC L D WS AT A E
REARIA L, BICREZEALEZB I L THIRRAREOEE L &0
TEEHFET LI EN D2,

14.1.2 KAZALBOKERICZDEERAT 2. H 5V IZHEE
X137 ELEEAIPRBEEDODEDOKITED LTRAT 2
FOEEIT S &,

15. ZOftDiER

15.1 ERFRIEAICE D &R

15.1.1 AL CEBS N KH 2 ECEBOFTAPARICB G
By TADA BHEBREEEZNRE L2190 TF £ A xR
REBOBEHERICB LT, BRSERVBREROHERED Y
2B FICAPAREDORAR TS 7L RRE B L TR 215
B (MTAPARERARE 0.43%. 77 A8 :0.24%). #i
TANARDRAB T, 772 RBEEEHANI000AH7201.9
AZVERRESNT (5%EEXE:0.6-3.9). /v TAD
ABEOTTIV—T TR, 7T RBEEHARI000A5H7-02.4
AZVERHEN TS, [8.2-8.4, 9.1.1 BH]

15.1.2 KFNI Vb FOERETERICN LB WEEFERZ AT
2. RIIBSGICIVERRB EETLURENH 2. &
By EMIBILRIKEOHEICBEVWT, 51 FEHXTIE
ANETTEVE, FIRMEERE. IIETRORMERFORER
BEICERGEEREDSNT, /o, #5 5FB F TRIMLK
HOERBEICERELZ(LIZRO shkhr -7,

16. EYENRE

16.1 M-EE

16.1.1 BERRREA
fREER A 6F1ICFE MY F225~200mg% BERORS L7
B, #%5%1.7~2. 58 cCmaxiZiE L. 113 K931 ~ 38K T
Ho72. CmaxMUAUCr«IIHEBOEIMI VIR L, &
Jov BEERRA6HIICTE MY F250mg% 1 H2EI0HMKE
BO/S UK, MEFSERNY FUBERIBRS6HEICESR
REEIE LY,

£1 BEBEAICTE M) F25~200mgx BEHEORS LI-BOTE MY F 20y
BT A%

w58 Bl Cmax Tmax tiz AUCo-= CLt/F Vd/F
(mg) (pg/mL) (hr) (hr) (ug-hr/mL) | (mL/min) (L)
25 6 |0.338+0.031 | 1.7£0.8 |37.9£11.1| 15.244.9 | 29.77+9.12 | 91.0%8.1
50 6 0.718+0.049 | 2.5%1.2 [35.0+4.7 | 33.7£5.9 | 25.33+4.09 | 75.2+4.8
100 6 |1.488+0.261 | 2.3%1.4 [30.5+3.3 59.9+12.1 | 28.79+5.65 | 74.2+9.2
200 6 |3.075+0.336 | 2.5%1.0 [32.4+5.5 | 136.1£33.2 | 25.64+5.69 | 69.8+9.3
P E IR R

16.1.2 TAhHhAEE
BATADPABEZNRE L-ENEFRREICBLNT, SE
) F200mgE RS LzBomthIE Y FUEEIX NV
OgF r) T LARFEAL. SENIF OO0 VAR
FET AN E A LR WEEIE9.6ug/mL, NILTHEEF -
UL EFERAET. SERNIF oV BREE2FHET
BEH %GR L7125 E132.2ug/mLTH > 729,
ASIZNETAPABEZRRE LZENERRBEICE L
T BEOMTANPAROREZF I TCVWABEZEICTENYF
VEBSLZBROERREICBIIAMTSE N FUBEERDL
TR L7z BHRRTADARERICED SE N FUOMEHE
WFRZ 20, AFOMABEN RSN, £/ FEM)F
OEEHHTHARTAPAEOMFEEICHEELZIIRD S
Nz -729
*2 WMABRZEICBTSMPEE

it ES
SEMUFV[SERIRLE|FERUR| o, MRS ER
FLTOB|O 7Y 0y | OFIREIER| AR C0 L | s
F LU YL e LS PEshTEL| (mg/B) (pg/mL)
THEA |FTANAR
3.25
BHFE | BERSULSECHA | DRISUSIEOA | 100~200 | 5 (10) | | oo oo
2.81
PR DI | DEFISUSIEDE| 200~400 | 60 (99) | (0 o
) AN EE Y, ZJ2 I NLEY =)L, TUIRY, 7z=hA
H2) HE (B/IME~RAME)
#£3 NEBREFICBTAMApEE
it ES
TENVFL[FERVRLE|TERIF| oy, | MEHTER
NLVTaBR | Oy | OEMEEER| CERAR (*7‘;7%%51) DED -1
F LU YL B2 | AES ATV | (mg/kg/B) (pg/mL)
THEAE |HTAPAK
3.85
06 PR | pemiageprm| 173 | 1B g orina
BE] 2.32
Ji B L=5 48000 g 5975 g
JEDEF N 3.30
iai) BERSURIEGFA| 5 ~15 30 (54) (0.70~9.82)
ED) AUNATEEY, 7z ) NLEY =)L, FUIRY, Tz b Y

E2) HRfE (BIME~ Bk fE)

TN u BEBERYFET A TCAPAEEZFHLZED
FEMIFUDOULIHNAERTH - 720 (HEAT—%), 28,
SEABRBEAIC N L aiEF MY T LM LZEEO T E b
U F 2Dt 70RETH - 729,

16.1.3 £YFHIESF MR

(FEMUFVEINERA2mg [JG])

(1) KTHRA (EB%L)
SERYFVENRRA2mg [JG] £5 3275 — LR
2mgE. FUAF—N—EICEDEFREN1E (SR E
Y& LT 2mg) BEERABHICKIS0mMLE & & 1 B i



O 5 U IR REMREEZJIE L, 1§56 N7y HRe/ s
F X —% (AUC. Cmax) 122 TI0%SHEX W IC T Hist#R
T %47 > 7245 % log (0.80) ~log (1.25) QEEMNTH V.
HARIOEMZNRFES RS N,

(ng/mL)
40 40
30
1
# 30 20
+ 10
=
£
F 20
)
A
b4
# 10| o sErUFUEINERA2mMg 1G]
s —e— 5375 —Lst/INRAI2mg
Mean+S.D., n=19
0

36 48 60 72
#HE#OKE (hr)
£4 FEMHESTA-Y

0 12 24

HEINT A —% BEINTX—F
AUCo7 Cmax Tmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)
= NG
;é PUFVRNRA2IME | 007 | aaat3.89 | 1.420.8 | 50.7+23.2
5325 LEENRA 2mg | 1233+190 | 35.72%4.73 | 1.050.8 | 49.6+19.8

(Mean+S.D., n=19)
MAEFREEN NICAUC, CmaxED/8T X —7 1%, HEE DR
. AR OREEE - BREZEOREBEEMICE > TRZ 5 A
WH 5,

(2) KTHREA (1BIB&HY)

ZEMIFUEENRA2mMg [JG] &5 37 % —)LEE/NEH
2mgk, JURF—N—FEICLDENEN1E (SEFYF
e LT 2mg) BEBABMEICOFTHIrALZE, KI00mL
EEHICHABEBEOKRS LT miEhRELRBE 2 HIE L.
Bon-EYEE/NS X —% (AUC. Cmax) 122\ T90%E
WX ERE IS THREHEIT 21T o 72463, log (0.80) ~log (1.25)
OHEFENTH V. WAIOEYZENRSEESHER SN,

(ng/mL)
40 ¢ 40
30
il
# 30 20
i 10
=
£ 0
K20 0 2 4 6
Y
v
® 10| —o- FEMUFUENRA2mg [JG)
s —e— 5375~ Lst/NRAI2mg
Mean=+S.D.,, n=18
0o . ' . . . ,
0 12 24 36 48 60 72

BE5%O/M (hr)
#5 HEMEE ST A—Y

HE/ ST A — 5 BERTA—Y
AUCon Cmax Tmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)
- ST
;é”*’ﬁ’“’ F2mg | 15)1138 | 33.3143.70 | 0.9+0.7 | 46.849.7
5325 LB 2mg | 11372157 | 34.0354.10 | 1.00.8 | 43.858.8

(Mean%S.D., n=18)

MAEFREEN NICAUC, CmaxZED/8T X —7 1%, HERE DR
R R OREEE - BESORBEMIC K > TR A HE
W5,

(GENUFVEINERSmg [JG])

(1) «KTHRA (IBIFZL)
FEMUFUEENREASME [JGl &7 37 % —LEE/NEHA
S5mg#k. JUAF—N—3RICLDZENETNIEE (TERYF
> & LT 5mg) BEMABMSEICKISOMLE & IR B AR
O#5 U IR RZLERBEZHIE L, 5§56 N7 EMERES
S X —% (AUC. Cmax) 122\ TREERIEIC THEHR
W %17 - 7245 5%. log (0.80) ~log (1.25) O#EHNTH V.
WA OEMZRRIFEEPHER S N,

(ng/mL)
80 80
60
i ]
ool 40
mo
7 L
S [
K 40
) I
2
y
# 20| o 3ErUEVEIEASHE 1G]
-3 -~ 5 375 — Li/NEFESmg
i Mean=+S.D., n=20
06 : : : : : :
0 12 24 36 48 60 72
5% OB (hr)
#£6 EMBLST A=Y
HE T A—5 BENRTA—Y
AUCorn Cmax Tmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)
aé" UELBPNRROME | 00001008 | 65.48+8.3 | 1.3+0.8 | 4.7+8.5
5375 — L5 /NEF Smg | 2327+261 | 67.2649.12 | 1.240.8 | 45.949.0
(Mean+S.D., n=20)

MAFFREEN FMICAUC, CmaxZEn/ /ST X —7 13, HEEDRE
R AREROIREEIS - BRSO RS & > TRZ HAHE
WH5.

(2) /KTHRFA (1BIE&HY)
FEM)FVENRASmME [JGl &5 375 —LiE/NRH
Smgk. JUARA—N—3FICLDENZTNIEE (FTEFIYF
> &L T5mg) BEBRABHICOFRTHAL ZE, K100mL
LEBHITHEREREREOKRES L TR REEBEZHIE L.
Bonl-#EYEE/t7 X —4% (AUC. Cmax) DWW T0%E
X I TREHRNT 21T - 7252, log (0.80) ~log (1.25)
OHEFHNTH V. WAIOEMZNRSEI RSN,

(ng/mL)

80 p 80
60
40

60
20

40

W\ A N BSE

20 f O FEMYFUENEASME [JG)
—— 5 375 —)LE/NRASmg
Mean=S.D., n=19
0o : : : : : ‘
0 12 24 36 48 60 72
5% O (hr)
K7 FEMHRITA—F
HEIST A —% BEISTA—Y
AUCo72 Cmax Tmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)
;ébu*’ﬁmﬁmsmg 25442272 | 72.16£10.93 | 1.0+0.5 | 44.247.0
5375 — VBN Smg | 25494314 | 73.41+15.47 | 1.0£0.6 | 44.7£6.6
(Mean+S.D., n=19)

MAEFEEL NCAUC, CmaxEn/85 A — 413, HEE 0%
R, AERORIEL - BRI ORBEMEIC & > TRE A
B

(SE MU VER100mg [JG])

(1) KTHIRA (B8 L)

SE ) FE100mg [JG] &5 32 % —L4El00mg#%. 71
AF—N—EICEDZNZN 14 (FF F)F 2 & LTI00mE)
BB HEITKISOML E & b 12 e B ERE S L T s+
FEABE X RIE L, 85N ENHIEST A —4 (AUC,
Cmax) |22\ T0%(E R EIEIC THEMRNT 217 - 7258
log (0.80) ~log (1.25) DEEMTH V. THID LML
SEPEDTERR S 1720,



(ug/mL)

251
—o— FE MY FUELI00mg [JG] 2
5| ® 73 2% —)L§E100mg 15
il Mean+S.D., n=23 ’
g 1
T
7 1.5 0.5
£
k
D)
*
=
i’
E

48 72 9%
BEROBM (hr)
#8  EMEE ST A—Y

0 24

HEINT A —F BEINT A=

AUCo-% Cmax Tmax Tz

(pg-hr/mL) | (pg/mL) (hr) (hr)
ZE MY FUFEI00mg [JG]| 78.02+13.76 | 1.76+0.23 1.4£0.9 | 43.9+10.1
7 37 % —)L§E100mg 76.92+13.73 1.74+0.23 1.5+1.0 | 45.2+14.5

(Mean+S.D., n=23)

MAFFEEN MICAUC, CmaxEn/ /8T X —7 13, HERE DR
R KB OBREEE - B ORBREMFICE > TR S AHE
BH %
(2) KTHRA (1BIEHY)

% MU FVEI00mg [JG] &5 324 —L§El00mg%. ~ 1
AF—=N—FEIZLDZENZN 1 (FE MY F &L TI00mE)
fRER RSSO T20m ME MR, /K150mL & & % (ICHf A Hm
BOBES L CmEpREAEEZHIE L. 556N/ EYH)EE
)85 A—% (AUC. Cmax) 122\ T0%EHEXEIEIC THET
RNt 21T > 712463, log (0.80) ~log (1.25) OHFHANTH V.
WAEIOEMZ N EEESHER S N,

(ug/mL)

25
- SE N UFVEI00mg [IG] 2
| —& 374 —)L$E100mg

1.5
m 2 Mean+S.D., n=23
g3 1
1:':1
7 15 0.5
£
k
Y
ke
=
i3
3
06& - - - !
0 24 48 72 96
5% oM (hr)
£9 EMHE ST
HFEISTA—% SENTRA=Y
AUCo-% Cmax Tmax Tz
(pug-hr/mL) | (pg/mL) (hr) (hr)
ZE ~YFU$EI00mg [JGI| 77.90+11.01 1.79+0.32 1.5£1.1 | 49.7+13.2
7 37 % —)L§EL00mg 77.36%11.32 1.75%0.21 1.2+0.9 | 48.1+11.9

(Mean%S.D., n=23)

MEERRELTICAUC, CmaxZEED/87 A =413, HED#®R
R RO BREEE - B OB I & > THEZ % Al HE
NHB.

16.2 IRIX

16.2.1 REDZE
EFRRRAL2BICZ £ b U F > 150mg % 22 iE R K OV B2 1 B[R
%5 L7k, BREETREERICHEAMEFTE N F
DOTmaxIZBIE L7z, AUCICERLZ%2ROLh 57219 (4}
EAT—%)

16.2.2 &2 HIFIFAR
EERRA8HICTE MY F o 7omge BEEOHRE LI-KDE
WERFIFRIZI7.6%TH > 72V (FHEAT—%),

16.3 9t
In vitoTHIE ) F> (1 ~10ug/mL) Ok b MEEARE
BHRIF53.1~56.2%TH > 719,

16.4 {35
SENIFUIEFEE LTIV 0 ViEEBESR (EICUGTIAS)
TR#EENS, b MNFAICT I M) FPF U, 7aFENA,
NaRY R—b, b LLIiZas¥/8a (BRIMEREE) 7E
TTHUC-FEMNIFUZRIMULE, ST NIF-N2-7 LY
O B A R DR AT ~29%E R L=, [10. 8]

16.5 HEtt
fREERA 6 BIC“C-5 & b & >240mg (15uCi) % BEREO
B 5 U7-, #8555 168 R F TICHERICH 2%, RHICHKI94%
PRt SNz RAANIZEICTE N FU-N2-7 V70 VR
B (971%) E LTHRts ., DITRRZ (L& (10%). TF b
YFU-N-Z 7 a rEEasis (5~10%) X'ZE R~ F -
N2-X F U (0.14%) DIETH -7 (HEAT—4),

16.6 FENEHRZHIT 2 EE

16.6.1 BikgEEEEE
EHEEREERELRN (FLT7Fr 7T 52 A L F13mL/
min) ROENTERE 6l (ME~7 L7 F=> : ¥854umol/L)
I2Z7E M) F10mgz BEFEORS LK, ZEMIF O
t2lIERBA D FNZ N6 OH2. 2B ICEZE L. AUC
T BRI ERE RS ICHEM L -, - IMKBER%E 4K
RIEH L7z 5E. (ANICEET 5T E b X2 0f920%0 B
ICEDBRESINLD S (AMEAT—%). [9.2.1 2]

16.6.2 FFiggeE=EE
TERRRR AL 261 OSHFREZE FR 35 240112 5 b ) &F > 100mg % B[]
BOBELEBOSE N XL OEYEEIST A —F 2 LDITRIC
RUT. PEEFELZBEEICBVLTICMaxDETREALNY
DD, MDINT X —% TIIRERA L ORICEEZZITA SN
Bhol. BEEFEARE CIIEREBA L HE L CCmaxk
TmaxPIAH DI85 X =Z 122D H 5. AUCowo M Otiald BEK
ZUTH 21, KD D TR A4EEML,. CL/FIZBE/KZ LT
2/3. BEAKD D TI/3ICEAD LD 0 (AAEAF—%), [9.3%

E]
£10 FFRERMERE B 5T b )X OBRMENE ST A — 5
[rren T BEREERE
(efEEE) FRERE | BAKEL WD 0
(12/) (12/71) (7 ) (5 )
Child-Pugh
S - A B c
Cmax 1.61 1.34 1.48 1.65
(pg/ml) | (1.142.53) | (0.99-1.81) | (1.22-2.26) | (1.12-1.84)
Tmax 1.0 1.00 .00 2.00
(hr) (1.00-8.00) | (1.00-4.00) | (1.00-4.00) | (1.00-9.52)
e 2.16 35.99 59.68 110.13
(hr) (22.27-49.29) | (30.16-89.08) | (34.79-145.12) | (50.11-158.14)
AUCs~ 69.07 70.60 110.72 248.86
(pg-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)
HRE (R
16.6.3 SnE

B ELRE (S E. L7 F =7 UT T YR FY
6lmL/min) 125 € MY F150mg#z BEREOKRS Lz’ T
E MU FrDOCmax. AUCow 112U CL/FOFE (FEERF
#) 134 %2.35 (0.40) pg/mL. 93.8 (21.0) pg-hr/mL. 31.2
(5.4) KR 7% 10.396 (0.063) mL/min/kgTd - 7222, Z
nold. BEBRABEICTE MY F 150mg% BEFEOHEG L
7B OCmax. AUCow 112 O'CL/FOF1gE (IEHEFZ),
% %2.45 (0.18) ug/mL. 117.30 (24.61) pg-hr/mL. 31.2
(6.4) K§f#.0.313 (0.087) mL/min/kg& BEE 521372 h o 729
(HNEAT—%),



16.7 ZMHEEER
16.7.1 FFDT LT OVESIS IS BHAEF DOE
[6.. 7.2, 7.3, 10.2 ]

ATV 0 vEE|ARO V0 rBaeEREE (B AFO7Vsa B
BPVRET HEA #) 9 %A R T S 2 0B
NLFafgF )L | 7=V TIVETSITI =)L
ANNTEE Y FI T
T )NLEY—) V=Y IR
TUIRY HNRYF
V77 VAFIY
TEFEL - M FELEEH rEITT—1
TYFFEL+Y R FEL TLHNY v
IFZNVIANTIVF =L LRI |UFIL
VAN VVEEEA] (ROEEE) [LRFITEyL
RTS8 F )
=R

16.7.2 {thEl & DHFAER

(1 NILPOEFFUIL
R ABEICN LSO b7 24500mg (1H2ME) &5
E b ¥ 50mg. 100mghk F150mg (1 H 1[E) % KEHHH
LIcRDZE M) F 2 OEYEREZ LUNIR Uiz, BERALL
TEN)F U OHERERORS LIBORBEE R, LT
O N AHABOTE N F U OLLE 2B ETH D,
CLUFIZL2U R TH o7z Tz, MEEF/NL T ORREEE IS
FHRONTHDDO—EDMERITASNT . FDERNEEEZ i
BLTwiz® ABEAT—%), (7.2, 7.3, 10.2 5]

F11 RBEBRACNLIOBEF NI TLESENIFURMALLZEOSEN)F OO
Y ST A — 5
JEH

vy | Bl Cmax | Cmin Tmax tin AUCss CLt./F Vd/F
ey (pg/mL) | (pg/mL) | (hr) (hr) | (pghr/mL) | (ml/minkg) | (L/kg)
50mg 3.4540.61 | 2.53%0.46 | 1.83£0.98 | 75.3+14.1 | 66.7+10.9]0.17+0.03 | 0.94£0.10
100mg | 18 | 6.78+1.13 | 5.02£0.97 | 1.96+1.00 | 69.6+14.3 |132.5£22.6| 0.17£0.04 | 0.88+0.09
150mg 9.44£1.71 | 6.48+1.53 | 2.02+0.96 | 69.6£14.8 [178.2+37.1] 0.20+0.05 | 1.03+0.18
FHE RS

2 vzrvEYY
EERABEICY 772 2600mg (1 H1E) %5 HRE#E
5 L7BHICTE M) X 205mge BEEOKRS LIzED T €
MNIF L DOAPTOI )T T2 ZMER Ot ZFNZEN5.13L/hr
R4 B TH-72o TN F LV BMKEE (F51KR5H
BERE5OZAICTE M) F25mg# BEAROKRS) LB
BRIPTDO )T T 2 AER O Z NZN2.6L/hrkk 0723, 8
MThHO, V77 EVVDRIEREICEDTERN)F O DHD
D7V 7SV AEIZEREICEMLU,. tuldG=ICEREL 22
ANEANT—%). [6.. 7.2, 7.3, 10.2 %E]

(3) OEFEI - U MFEIVESE]
BEBRAZNRELERBICBVWT, SEMYFEurE
L) b FELERRIEOHRAKREICED. TEN)FUOM
B S HIS0%E TR L72® (BMEAT—%). [6.. 7.2, 7.3,
10.2 28]

4) 79YFEIL+U RFEI
R ABMEE AR E LRBRICBL T TE MY FY (100mg)
ETHHFEL (300mg). U RFEIL (100mg) O 3H % p
A#S LIRS E M) FDAUC, Cmaxid, I E MY F
(100mg) #=H[EF%E U7z B L TENZEN32%. 6 BIETR
L7=%) (SHEATF—%). [10.2 3]

5) UARVU RV
BEBRAEZNRE LERBRICBWT.TE M) F2 (400mg/H)
DREFHGIEY AR R UHBEEER (2mg) OEMEREIC
BEPREICRIE E R 2 EBER 5 X D 57z, U ARY R 2mg
ESE NI FUOMARES. 4B 122G ERS A 5Nz,
FE MY F BB ESH TIMEROREITH L, U ARY K
B 51320609 1 BlICER & 6 12D (AEAT—%).
[10.2 ]

(6) BOBIERE (TFZIVIR S IF—IL0ugRTLR /LG
Z kLIV150ug=%)
EERALEICTE MY F2300mg & FOBEEZ /A L7z
B, MRS MY FUDAUCuE U Cmaxid T E MY £
DB EREOZNZE N8B X V61%TH D FORIEHELE D
FRICEVMERSE N FVEEZEASPITET L. &0
BEEERREIAR (7 HRE) Tk, SE MY F O OMAEELSRL
IC S U, ARERK T BRI R AT SRR FH HA R & Hes L ¢ 71
KoafgE o/ F720 LA IULF A M UILDOAUC K%

Cmax |38 O T BB 5.1 0 2 W Z N81% M U88% T & -
Joo —Hy TFZIVIT A N T IVF = ILDAUC 23R BT 3
BB SREOB%TH > 7275 CmaxiZEWITASL N D>
72® (SMEANT—%). [10.2 28]

7) #59EY
BEBRABEICSENYF200mg (1H1E) 4505
vibmg (1H1[E) #KEHS L-EOERIKE (56HH)
IZBIAIE M) FUDAUC & UCmaxld T E b F B
MREREOZFNZENT6N R VOOBICTE N Lz, /2T FE MY F
VAR EEOF T Y Y DAUCu O'Cmaxd & F-15
EIZA T PR SR EFERETH > 722 JEATF—
7). 6., 7.2 5H]

8) YZU=R
TAPABEICBVWT, SENYFY (150~500mg/H) &V
=% I F (200~400mg/H) Z3SHEMFALR, JEM)F
VDOEMBREICEE R G m o720, [6.. 7.2 B8]

9) ANRYFY
SERN)FUBEMETTE RN F Y ENTNNNRYF U OHBARS
BZTI3ME DO TADPABEIIBITAL PO ART T 2 THHT
ICENE, INRNRCFURTENIFVOARPITOZIT 5
ANHBEEZ 2 o720 MEAT—4). [6.. 7.2%08]

(10) PEST—H
TAPABEZEIZBVWT, JENIFUEIETT—F (BE:
400mg/H) LOMAIZTE MY F U OEEKREROAUC,
Cmin, CmaxliCEE L2525 >7-2 HNEAT—%). [6..
7.2 ]

11) LRFSEIL
TAPABEIZBVNT, SENIFLELRFTEL L (1000
~4000mg/H) & OHHRIE HEDEMBERICHELE X 1 h >
72930 (SMEAT—%). [6.. 7.2208]

(12) RS VINRIL
TADPABEZEIZBNT, FENIF 2 ERTIN0L (12mg/
H) 2HEHRS LIZEBEOTENIF O OAPTOIIT T VA
& R 2SR IVIEGER B & HBE L 9. 3% D B0 & HETE S A,
JEERRIAONZD 1Y WEAT—%). [6.. 7.2 2]

(13) SaY=R
TAPABEIIBVLWT, SENIFESTH IR (200,
400mg/H) EoftAIE, MBEFFTE N FURBEICEELZE
Aoz EAT—%). [6.. 7.2 5]

(14) FLANVY
FEMYFY (100~600mg/H) %BEFTHREHRELTWSET
ADABEICTLHNY >200mg (1 B 3E) 2 RERZOIERS
L7zBE, ZUANY VIZEEREBICB I A2M8EFRTE RN F
BE (N 7E) ICHE2S5 2505120 (GHEAT—%). [6..
7.2 BH]

(15) I XFIY
R ABIEICY A F Y 400mg (1 H2[E) %5 HEESL
7BHICSE MY F25mgr BEREOHRE LBKESE Y
FUBMEES (771K 5 HERESOEHIZTE MY F25mg
PHERREORES) LZBOSE NS OEYHE ST XA —%
WCHEERZZAONELP 1Y (MEAT—%). [6.. 7.2%
H&]

(16) UF L
BEBRABEICSENYF100mg (1 H1[E) 8K LI
VEEVFTL2g (1H2E) 26 HERERORS LzEE
FOKT NI VR F 7 LB SO ) F 7 L OEYEHREINT
A —FICEEREIAONG D58 HEAT—%). [6..
7.2 28]

(17) ZVEFSY-IL
ZE hYUF100~400mg/ H % MRS LTV A U EER
FEIZBWT, 7Y ES 5V —)L10~30mg/H % HEHES L7k,
FE Y F 2 OCmaxk FAUCIHFII0%E T L 723 (4LE A
F—%). [6.. 7.2%H]

16.7.3 In vitrosi5&
SENIFUVEERNF A N T AR=F— (OCT2) %=
L7 BRME WA EE Y 2 REES RSN,



16.8 Z0Dfth
ZE MY F U HE25mg [JG] 13, [EEP R 2EOEEHA O
EMFNRSEERHBE T R T4 > (PA24% 2 A29H EEEE
36022988105 AI#K2) | ICEDE. 7 MY F U #E100mg 1G]
EARREBA| E LB B ORR, BHEEHRIFEFCHES .
EWERCRE E AR S NIz,

17. ERIRRUE

17.1 BMERUREECEY 2R

(BETADADEE)

17.1.1 Ellﬁ*,sﬂ%HME?itﬁﬁ (A BEIEGE)
FRAIC BT 288 3E X IIRERRFEEZH T 272 ISR S
NIZCTAPABERVBEHR LI TANPARE (RiaK) 6561 (H
RN 2RI, BAKUEREICH W CIENEIES MR
B9 R L7z, MRAEZ200mg/HERDEIBELT
FEE L 7zo FERG| OMEREEE (I T R 2 5248 /H])
ICB B HEMEHEEERRIT, TROEBOTH- 72,

, FEFIBIRAERTED (%)
s ARG | Bk (05 (=B R
INRTOFNER 65 28 43.1 [30.85,55.96]
e maAmE LS 2 40.0 127.02,54.091
R RFEE 10 8 80.0 [44.39,97.48]

) MEREEREHICRIEHRSHER S NISERISY 7 b U F U R EEGE

MRS AT Lot 51 Q4ER) 1B 2 5(E
HEMERERIZ, TEOEBOTH- T2, 4B, MiER5HIZE
KDOHTEBS NIz

FARHIRAMER R (%)

FE(ERY BliliE FEEHRAERE] [95% (S X ]
TN DR 19 16 84.2 [60.42,9.62]
SO 72 L O N B ] L 92.3 [63.97,99.81]
SRR T (e 6 5 83.3 [35.88,99.58]

) MRS HNC SR HERE S NRERIEY € b ) F VIREGEERIH

BIMEFAFIBE L. 31% (20/6561) TH-7-. EREIERIX
#7515% (10/6561) . FEFE. O F . RUBBREES 3% (2/65
Bl) THot (KEE),

17.1. 2 EFHERESEMAEEER (R, BRI
NRIZB T 2 ERREFEEZ BT 2H IS i sz 4% 5
2BEDOTAPAEE (RIGHE) 208 (HARANLH) 2512
HAROREICB W THAR G IC X 2IE BIEE Mty ©
EEM L. MEARIIREORESTLEEZERL TL.2~
10.2mg/kg/H X 13400mg/H (W3 EWAR)® o #FEK
THRATREE LT,
MEFFENEIARC TR (MERPEEIIIC B 2 123EEF) 1CB W THV-
EEGIC & 0 ERIREFIEDIHE TR S N BB UL, 168
I EREFIF0F]F 7 FlTH D FOEE (BREHEXRE) &
35.0 (15.39~59.22) % TdH -7,
MERFREM 2T LB O MR SH12BRICH T, HV-
EEGIZ & 0 EBURMFAEDIERPTER S NI HEEE R, At
BEHICBIT LI 70l 6 BlTh . ZDEIE (95%FHEXH)
1385.7 (42.13~99.64) % TH -7z,
BIVEFAFIRBE I, 35% (7/2061) CTH-o7-0 ZOWRIF, F
7£25% (5/2001) . FFI&REREERE K UERE 5% (1/2061)
Thol: (KB
) /NROEIRRMFIEICN T 2 KBS N AR O BAE S O

MERFFEIZ 1 H 1 ~10mg/kg. HAR200mgTad %,

17.1.3 BASIEEKER (NERURA. BEIEE)
o REXIGRERARFEEZ BT oIS TANPA
BERUEXELLETAP»ARE (RIAK) 34360 (12~72/%)
EWRIC, WAL U RIEEEREE 7 2 EM L 7.
ZE MY F U OMRFHREE100mg/H X1£200mg/H &8 E L
oo MERFIRSHA (MIEHAAC TEED 52438M) 1B B FIEHE
HEFERIZ, TROLBDTHo T

FEMNIF FJEMIF

100mg,/ FB 2oomg/EgE | VIV EEVE
R 115 11 17
FEAEIHRAMER G 59 67 64
FAEHAMERFRT (%) 51.3 60.4 54.7
[95% (R R [41.81,60.73] [50.63,69.52] 45.23,63.92]

) MERHS G HICRIEHRSHER S NICERISY 7 € b ) F U REEGE

FEMNYFUBICBT SEMERAREEE L. 26% (58/226f)
THoTzo

17.1.4 EASIEHR (A, HEAREZE

FRANIC BT % B Fe B e O 2R FE(E 1T 9 5 Add-on# 51T &
ZEMAEHE (CEEMREEHEB) O 2EfELz. ST LY
FUOMFFREZE NN LSOl MY AFHEEICIZ150mg.

JNVZamES by LI EEICIE300mg. HEREF R R 8
B ERBE U CHER L7z, ARHERITNRIEMNICE 1T 5 Hike

fREE R OEHRERICB Y 2 RRABREEE I TOEBD
TH-o7o
BRSNS E -
e || E® o | WE |
e oE e AE | Bt g Wilcoxon
_ 0 | 20 | 16 | 26 | 12 ] 3
TERUEFE | E ] (119%) | 23%) | (18%) | 30%) | (14%) | (3%) |
. 8 | 3] o | 3 | 3| 2 |POu0
TIERE |8 | g9 | (15%) | (10%) | 38%) | 26%) | (29%)
w | & S R
R(F2 gee (02 5 T R|E| aems
Alw | | # fi
. SERUFCBE| 66| 6 | 17| 9 | 22|10 2 23 (35%)
idakails FovARB |66 ]| 6 [12] 7 [20][2]1 (27%)
i SERUECEE| 7 | 0|3 2| 1] 1]0 (43%)
BERRRE o [ 11 7] 1]0 2 (18%)
Lennox-Gastaut| 7€ h VU ¥ VB 11 1 3 3 2 2 0 |4 (36%)
FEEREOSMFEE| 75EA% |16 1 |0 | 1 |10 4|01 (6%)

FENYF BB SEIERREEEIL. 37% (32/87fl) <
b otze FuaIERIZ. 1EER20% (17/8741). ?%‘é@j‘l*’{&)ibx
13% (11/8761). BEERUERE 5% (4/876) TH -7z,

17.1.5 EASIERR (MR, HARESE

NRIZB T B RERV2BEEEICTT 2Add-onk 512 &
ZEMAAERE (EEMLERER)N 2 2FE MLz, JEMIF
Y OMEFFRARIINLV OB M) Y ARBEICIEN 1 ~ 5Smg/
kg/H (Nv7afgr U sazHL. vy arigias
FUY HHEA 2 IEFRHOBFIIIN 1 ~ 3mg/kg/H) . NLT
o by LIEFREEICIEN S ~15mg/kg/H. %%ﬁi
HAR 8 AR & F ﬁbf%mbtoﬁ%ﬁ%ﬁﬁﬁrm

R ARTGEE R OSHERIC iéy%é%&%ﬁqu@

EBOTHo7,
BREREE -
Eiidcxisd FEGIEL | ZH = | PR s | = HIE )
e ohE g AE | Bk R Wilcoxon
_ . 12 | 2 18 | 18 9 3
TERUEAB] 80| 1400) | 30%) | 21%) | 219) | (10%) | (3%)
p=0.0009
JewirE | 8 3 17 [ 17 [ 2] 2 3
(4%) | (21%) | (21%) | (27%) | (24%) | (4 %)
& | & b .
(L w0 | B 2L EIF 5| s
g " | e
R SErIFVEE| B |5 [ 77950 (36%)
iekails VogIFBE (393119862 (36%)
. . SERYFVEE| 173 ]9 |1 |2 ]1]|1 12 (71%)
BERRSE v 120 | 1 [ 3 4] 4]0 1 (3%
Lennox-Gastaut| 7EMUF B 33 | 3 | 11 | 8 6 4 1 |14 (42%)
FEMEREOSMFEE| VU IFBE | 34| 0 | 5 | 6 |11 [ 12| 0 |5 (15%)

FE N FUBIIB U SEIERRISEE L. 43% (37/87fl) T
Holz. ERBIERIL. HIR26% (23/8761). ZEHEDE 7%
(6/87%1) TH-7z.

17.1.6 BHMERER (A, HEEX)
BAIC BT B FEIIHT 2Add-ontk 51 L5 _EEK Y
O A F —/N—HBEAER S) 2 EHE L7z, TF MY F U OMRFH
E2400mg/H ONVT7algr bU 7 LJEGH) . MR
QML E L CEMLIER., FTNIFVBICBIT2HME
SEERDRIIT T RBEERE L TERICEP S 72
FE M) F RGBT 2 RITEFARBESHEIL.70% (66/944)
Tholzo ELBIERIE. FEED F130% (28/9441) . KA
27% (25/94%1) . #HRR18% (17/9461) TH -7z,
F/ow TENYFUOMBEARE300mg/H (N aEES b
U LIEGEH) E150mg/H (ML a g U APEH)
MRAEHMIER EHE LU TERLULER, TN F OB
B AHMEHEERDRII TSI RBEHB L TERL
720
TEMIF UBREHICE T 2BIERRTEE . 71% (29/4141)
Thotco ERBIERIZ. BFEHEDOEWIT% (7 /4140 ED
15% (6 /4141). FEREAEUERAEZ12% (5/4161) TH-7z.

4,:,)

K-IE



®kE5& TEFIE RIS R AR fEED
400mg 88 25%***
150mg™ X13300mg 41 26%***

El) FIeREnZE

W2) SLTFOEF b LBROBE

+e% 1 p<0.001

17.1.7 BHERREER (MR, HAER)
NRICB T ZEFFIEICHT 2Add-ont&k G2 & 2 “EEMIL
ITRERIHEGRER® ¥ 2 =M L7z, T M) F U OMEBFHEEN
LFaBF b AHFAEBEICIIN Sme/ke/H (FA250mg/
H). N7 aigd b)Y LIEGIREEICIINISmg/kg/H (B
R750mg/H) . HER R EEIR 1280 & 5% E U CEM L SR,
TEMIF VBB AREHEERDRIT TSI ERBEE B L
THEICED» 27,

58 TEGIE FEESARE R R R E
SENUF B 9% 36%**
T RE 101 7%
** 1 p<0.01

FTEM)F BB HEIEFAFBSEE X, 65% (64/9861) T
Holz. EREWEAIZ. EEI’Z% (18/98(1). ZHEED £ 2115%
(15/98f%]) . 45810% (10/98f1) TH - 7zo
17.1.8 ;BMRRSER (NERUBRA. HEAZEE)

Lennox-GastautfiEfERE (3 ~255%) 1B 2L \FEIEITHT
B Add-ont& 512 & 3 ZE B M ATEER FLEGEER. o) & EiE L
2o TEMNIFUVOMBHEZ NV OBST MY Y LHES
12138 5mg/kg/H (BA200mg/H) NV T OfgEr by oL
FEOFABEICI3M15me/kg/H (Fek400mg/H) . #E#=¢F &
EI0EM & RE L TEBULER. SEN)FUBICBIIS%
VESEERARIZ T T RBEEHB L THERBICEN > T2,

BE5RE FEBIEL FEVESE R R R(E
TEMUF B 78 32%*
75 AR 89 9%
* 1 p<0.05

FEM)FUBHCB T HEIEFARBEE X, 30% (24/7961) T
Holze EREWERIZ. FEEZE 8% (6/7961). MR, LKV
KAZ 4% (3/7981) TH -7z,
17.1.9 ;BHERREER (NERURA. HAEEX)

MERARFEE (2 ~55%) Cxd 2Add-onk5ICk 2 _EF
M ATRER BB 2 ML 72o TE MU XV OMBHES
NVFaBEF YT AGHEE TR 2 ~12%IC13H 3mg/
kg/H (HAK200mg/H). 12%#81213200mg/H. NV 7O
NU Y LIERFRBE TR 2 ~125% 113 12mg/kg/H (R
400mg/H) . 125&#81213400mg/H. HEF A BHARKI2EM & 3%
ELUCEMLIER. 7 M) FUBICBT 2REHEERDE
E 7T ARBERHE L CERICEY? 572,

58 TEGIE FAESE R E R E
SERUF R 58 82%**
T RE 59 43%
=+ p=0.006

FE M) F VBB SEIEFARBMEE L. 22% (13/58f]) T
Holze ERBMERIE. FEHEOE WL, HRERTELELESY
(3/5861) TH-7z0

CUBEMBEZICBIFBTOIEY — ROBEH - BHIANE)

17.1.10 EASE I /M48588 (BRA)
WG ] BIEEE AT S EE (56) 2RI, H1H (8~
168R) & LTHERTTIE LY F200mgZiR5 L., 52
B Q6HEM) & LT ERPRE LI-BEEZRNRICT T AR
B> & LbiaBERIEREY 2El L7z, TEFFMEE TH S
E2HME A, SREE R - BT 5 oM (Time to
withdrawal from study : TWS) & FROEBOTHD,
AR P RERETOBEMIZ, SENIFUBTRT I REE
HELTEL., MEMENLEREPRD 65Nz (p=0.010, T
75 v I RIE)

51/ MAHRBRIC BT ATWS

75 R R FEM)F R

ERalilias 5861 4541

ARy MRBEE 74.1% (43f1) 53.3% (24f)

TWSHRE [95%EHXE] (H) 67.5 [32.0,127.0] 169.0 [111.0,n/c]

75U AR DB p=0.010

n/c : EHINEE
F) 0Ty IRE

B 1HICB T 2BIFRFEBAEEIL32% (69/2156]) TH -7z,

EEITERIE. 3926.5% (14/21561) . #E574.2% (9 /21561) .

EAR3.7% (8 /21561) . FiD2.8% (6/21561) TH -7z,
17.1.1 EARMHESHER (WA)

55 I/ MAE R 1Rk L C =M L 7252 B O IF B R B 55 UER

2BV, PHRAZEICKDRE L-AEROHE (50~400mg/H)

TIEMN)F U 2BRELBRIE, TROEBD TH o7 %,

- CGI-S#D HAM-D17%2 YMRSE)
IR | e T am | aate | 2R | AFA | AR
RERRAARE | 92 | 2.9+1.1 — 9.7£8.0 - 3.0£5.5 -
638 84 | 2.2+0.9 |-0.7£1.0| 4.3+x4.9 |-4.7£7.2| 2.6x4.4 |-0.3%£5.9
1658 78 12.1£0.9 |-0.7+1.2] 5.2+6.0 |-3.8+7.5| 1.7£3.0 |-1.3+6.1
28:E 77 1 2.1£1.0 |-0.7+1.2| 4.5%£5.1 |-4.5+7.7| 2.0£5.2 |-1.1£5.8
4058 70 | 2.1£1.0 |-0.6%+1.2| 4.7£5.5 |-3.9+7.7| 1.7£4.0 |-1.1+6.7
523 68 | 1.8+0.8 |-1.0£1.1| 3.9+£5.3 |-4.4£6.9| 0.8+1.7 |-2.1£6.0
AR | 92 | 2.1%1.2 |-0.8+1.2| 5.5+7.3 |-4.3£7.2| 1.94£5.6 |-1.1£7.1
FOREERE

1) AREBOEEE

E2) NV b S OREHERE (175HE)

¥3) ¥ T ERFHERE

#¥4) LOCF (Last Observation Carried Forward) 2 C/R#IfE% #i5e. HAM-DI17/%

UYMRSIZD W T

EHREREICHIT LERNIC B T 5 EIERREIERE X, 21%
(19/9261) TH -7z E2BIWERIE. BBEEET.6% (7/9241)
Tholz (K.

17.3 Z0fth

17.3.1 BABRKRABRICHITDHEDEVICLZREFDKER
EQOHREXR (NILTOBF U D LHBES)
AR WHAERTZOROEEHE) JVEVHAETHR
5 U-ENERERRE OSV7air M) T AFHBRE) TOX
BEOREBREEDOFKIERILI0.4% (18/17361) TH > 7=DITxf L,
PNVTafr M) T LARHHBREICBWTRRAETHRS LE

MAHEGE PRERER T122.9% (3/1026]) TH - 7290, [7.1. 8.1
2]
T T | RESORAREOREE GERE)
FRARCRE L
Py 102 3 (2.9%)
T ST 58 -
15 U7 ENERRE 173 18 (10.4%)

17.3.2 ERNEFRABRICB I D2 EEMEIREIRE (Stevens-
JohnsonfEl&E}) DRIREER
AR O/NRTANABEZMNR E UG T KO ITEEE R
BRI B W T 547HI R 361 (0.5%) 1 B R R AR RE 16 B
(Stevens-JohnsonfEEEE) HEBH SN, WITNH N T Ok
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