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HE L, MERFHELZ 1 H 200mg & 9528, WERE 1 H 2ENSAT. 1IEEZ 30 47005 60 437 ) T A
RN G35,
AN B, 4L B/ NRIZIE T 2 RE LT 1 H 2mgkg L0 #EHEBRB L, £0% 1 EBLL EORM
Maz ol T1 HHESE LT 2mg/kg o8& L, MFFHELAE 30kg AR O/NNAUZIT 1 A 6mg/kg, KHE
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b, o, FHEDOT a4 I REfki 532 2 LB THD B2 BT,
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71 7 VTF=27 U7 T AP 30mL/min BLF O E K OKIIBHRERE O & 5 B 10T AT 1 B
EHE% 300mg, /NEIX 1 B EZ 25%E s T 52 SEEICKRG T2 L, £io, MikENT %
T TWHEFETIE, 1 HARIDMA T, MiEEHT&ICRKT 1 FHEOFEOBINKGZEET 52
&, [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]

7.2 WRESOIPEEOFHEREREE O H 5 B3 (Child-Pugh 0% A KO B) 2%, BAIE 1 B &%
300mg, /NEIF 1 BEEAES 25%HE s T 52 CEEICEEG T2 L, [9.3.2, 16.6.3 & ]

7.3 AHD 1 Hig HEIXAE 30kg RiO/NNETIiX 1 B 12mg/kg, KHE 30kg LA _E 50kg A5 /NE Tlx
1 H 8mg/kg Th 5, AHl% 1 H 8mg/kg ## 2 TG L TV HIKHE 30kg RliliD/NED BRICHEWE
EMNCRED 30kg LA L Lo A2, BEORELZ +2ICBIE L., IRLORIER ORI L B8
L7292 T, WURHEZRANTD 2L, B, 2URREEITETS Z &,

7.4 RN S0 DR O GIZE 0 2 2RO 050 FER OH &EX, SEFIRNES- LR C 1 H
MAEER OGRS ETHZ &,

7.5 ROBENFREIC R 2 HAITHECMC T 2 FROBEFICO W EX 52 L, [ENSOBKRERIC
BT, 5 HH A 72 AR & G- O HRERIZ 220, ]

<BEMRKRE>

7.6 AH A RERARBIEIS L CTERT250100%, ot CANAEL TS 28, [ERRBRIZEH,
T, TRE MR IEI KT 2 AH BB 5- T O AR IE R, ]

fiEE -

7.1 KA G EDOK 30~40%NKRE(bAK L L CEYRME S 41, BRSO H 2 BE TIX, KA DY AN I
TAHRHEMN S D T2 ORE Lz, HERFESFEICOWTIE, B2 03 L+ 5 KRB HAERES 2 5T
BHEHEIS T 2RI 5 7 28 X FOIMENE 2 /et L7 yEs iR ekER (SP641 3BR) 9 OfE R &k M
7 —4 v — bk (Company Core Data Sheet : CCDS) (2RO E Lz, /NEEZXGRE LIZT at I RORE
BYEITKRT D BHEREIR T & ~ORBIIRFT L T, BANIE 1 H 400mg % 25%ii5 L 72 300mg 73 HELE
KREHETHDLZ LICESE, NEOHREREHELZRE LT,

7.2 PEEOEIEEREDH DRARFICBIT 57 29 3 ROEYEIieZ Mt U2 Mg (SP642 #REr) 10
DFER KON CCDS 1ZHS & | IFHREREE 2 3 2 B8 TIXAA O mAEHRELARD AUC 23803 2 wHe
PR DT ORE LTz, /NEEXISRE Lz T 2% I ROZEMITKT 2GR TH ~ORBIIMRFT L T
720, BN 1 H 400mg % 25% e L 7= 300mg MW HER MM & TH H 2 LIS & /N OHER i & H
WA ERE LT,

73 BIEOa L Fa—ARRHFTHY | DOFAFFELVRBIL CTORWEEICH LT, BiF RIS L OEED
AEFZOFBUZ L VBEEZRGFT 5, BELIT OB BIEOa L bo— A3 BT 5 2 LN L |
Ref] 22 00 TG EOFE LT HOMLEN B H, BEORBLHRT L2 &< (KED 30kg UL RIZHNL
7 ORFIBAIZ LI EEEOWEITORNI L BRI EZ ST CThIBREDORR 2T CHES
HET LNV ETHDITZORE LT,

74 FANTRABREGEN TERWGEO—RIRAERA L LT RAFICEL LD TH D, 1AL LTRE
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B AR INRTAMABRE =)
(343 #i)
R | BA | B GRER | BoRIEEZ A5 | IHERR BEA, SP848
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FOMOEE | AFSAEYEIEEE T L 2 V2, 18 MU Fo/NEICT =9 3 MR O£ 58 | CL0096
DOEMERET R OTZODETT Y 7« 2 2 b—y g UliiEE
WSRO T/ MAHERER T — & & R\ - R4E 3N hE - 3 PR s & CLoiel| O | — | —
SP847 7k & (F SP1047 RERDANE N D/NRTANABE (£ 1 5 A~17|CLO177
) Extg & Ul RHEM Y s iR Hih &
SP847 #ABR. SP1047 ilBR. SP848 BN (F SP0969 kB D H A AN K UM E | CL0430
AND/INRT A ABE (E1% 1 5 H~175) x5 s U R4ER SR B Re i ©| -1 -
M s 3
AN E IR B L et T — & M| — | — | O
O : FHfmE R O : &G

¥ o 7 3% I FEE 1560mg, 200mg XN T7 2% I Rvm y FHITARL TIIAGR I TV,

% ok 0 RERICBT DR ATRIT. 4~1THTH D,
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N i | -, - x5 - 5 - o | B | A% | B2
x| Hik AN () N I R sexm | |
BIAR | vEsh | IEE R MERREIEEET S o OAHRER | B2 SP0961
B TAMABE - | =10

(49 1)
B |BA | 77 2R R| MEMNRIEEZETS o MARGAER | B2, SP0982
Wh | LD | “HEHEREE| 4B EOTANARE PRI © | © | ©
ok | B (242 %1 : HA AN 30 #i % &) =% )
EW® |15 | RO SRB | sRiEMARIEE2ET D % O ARFER | BEA SP0962
Gk TAMWIEBE - | — 10
(39 1))
HA | B 53R | RERNRIEEZETS o AR | SEA1. EP0012
0N 4 U EDOTANABRE PIARITE © | ©| ©
S+ (239 f3] : HARN 37 il &Te) (v v 74l
ZOMOEE | SP0962 7Rk & 8 iR (EP0008 7R, SP754 iklk, SP755 ik, SP847|CL0447
HBr, SP1047 3Bk, SP848 Bk, SP0969 B K () SP0966 :ER) 0¥y | —| © | — | —
BEET — & ZOFE L - R Ry B i s & ~I

© : FHigEt O : ZZBEH
% 0 ZaY I Ruay TRIEARBTIIARE SN TR,
(2)FR PR F A BR

1) #B5E 1 1EEER (EP0036 3HER) ®
HARNERERA 235 & LT-IEEMR. BEAL, 317 o A4 — "—3BRIZBW T, 6180 OFGIE [3 >
5. (200mg % 30 /> MAUEEE (A) | 60 AEEE B) . &L (C) ) #XKHIZITY 6 5 (A-B-
C. B-A-C, B-C-A, C-B-A, C-A-B, A-C-B) ] OWTNNIHIEEMNEIEIT /25 K O BAEAIZEID (11, 165
FABERG L, Zetk, ARMELRUSEYEIEZ MG Lz, $&5OMOWRIEHIMIZ 7 AL EE Lz, 20
FESR. SEBNREANT I REER D 24 BT, T Y I ROFEYEIRE T A —Z 1%, 200mg % 30 K TN 60 53[0
FE LR LR OG- LZR CRBECH 0 . DR IRER D 26 HIT, 7 39 I ROLEMEROIEM
DR STz, ATRBR Tl SEC RO EE A FHGUIARD HNen o T2, IBROH IEICE o 7oA FHF 5T 2126
Bl (7.7%) IZRBD O, WINOFL G EELITRE TH Y | 1BEEK L ORERBRIIGE ST,

2) QT/QTc AR (BOFICH (T SRERAAE) (SP640 KER) 10
SNENBEEERR AN 25t & Lz EA b, —EHEMR (Fa I FEOTZER) | 77 B8R ROBERR,
WATHER Lf . QT/QTe #HM#ER TIL, 247 BlOHEHRE 4, 7 =% I K 400mg/H, 7 =4 I K 800mg/H .
TR, HOBERE (X Taxtor) O4RCEESIZEY T, Ta Y RUIT TR E
6 HiHl, X 7uxtho % 3 HMERS Lo, 214 Bl a2 30 P Tt QLM & Uiz, FEFHMEEE
T % QTel (HBIDOHERFE DT — 2 2 I T CHIIEE L 72 QT M) o, Rz —&H S E7e~x—2 7



V. BEICEET5TEAE

AUNODIRKE\LED T T vAREELE OZIX, 7 2% I K 400mg/ H#£A3-4.3msec, 7 2% I K 800mg/H
D3 —6.83msec TH -T2, WTILH 90% M ANEE X E O EIREIX, 7 =9 I R 400mg/ H # Tid—0.5msec,
Z aH I R 800mg/H#f TlE—2.5msec &, 10msec Kiiii CTH VY, 7 aH¥ I NiE QTel MIRAEIER Leh-o
7o MAEHR T 29 3 NREE LR 2 — S W72 QTel kR, QTcF MR, QTceB fia X id KA ED QT fHikE
DEALE & ORICFBRITFE O b o7z, MiEF T 2% I NRE &R 42— S w72 PR RIFRE & 0L
BOEE L DOMIZHTHOIEOMHBEANED Hiv, 72t I FREO EFIZHEY PR FBELOLAEIZHDT )
TRIER RO BT, T 2% I O PR MREOEHZEb&EITE 6 B B oS 1 %Iz RRE R, 7
FBREEE DOFEIX, 400mg/H T 7.3msec, 800mg/H T 11.9msec TH o7z,
1) AAD (BAAD OARBSNHELROCHET TEE, RAIKIEZ a3 I FELT1 H 100mg &0 &EE4B L,
0% 1 HEMU EORBEE HIFTHEEL, #FFHEZ 1 B 200mg & 72525, Wiivh 1 H 2ENZHTTROKS
T 5, 2B, JERICEY 1 H 400mg %48 2 72\ #iPH Clll BT 508, BRI 1 HEL EoRFEEH T 1 B A
#ELTI00mg AT T21T9 28, | ThD,
QB)AERICERERFER
U ER R L
(4)REERIERER
1) AR
@ ERHEFEIHERAR (MR HEAT—42) (SP0969 FHER) 12

a) FEREIE
H 1 | BIEa Y e — ARG TORWESREIEL AT 5 4~1T AR O TANABE ZRHBIT, 7
At I R 1~3 MO TANATEL R E LR OFDM, Ltk ORAEMEFHh S 5,
*F G| BIEa Y b r—ADBROENTORWESREIELZ AT D 4~1T BRI O/NETAD»ABE

HAELALGIE - 343 6 (7T BAREE 172601, 7293 FEE 171 61)
LRMRENT R R4EN] (Safety Set : SS) @ 343§ ("7 BAREE 17241, 7 =24 I REE 171 $1)
FROFNTRIEEN] (Full Analysis Set : FAS) : 340 1 (77 &REE 170 #il, 7 =43 FEE 170 #1)

¥ 505k | TR e R E L EEAL e R EEGAR
THEEMRFTH -4 10 2, RAEEZ&AO&EEL LK,

IRTE 50kg RO EBFILRE DA (a2 > 7AD) *, 50kg UL EOBFITEEANEE Sz, A
OR&EF, KRBREZEBELCTR—RAT A (5 2 BIKEER) OREICESHTRE L, BEMAR
1%, fREDS 30kg RO BE X 8~12mg/ke/ H . 30~50kg Hiili D BH 1T 6~8mg/kg/H . 50kg LA
Lo BFIEL 300~400mg/H & L7z,

8 WM OBIEHIFITHAAIL, BIEHIRK TR, 778X HEXIXT7 2 I FEOWThro®kE
FHCZHEMR FTL1: 1 OFEA CEESICE DY 107, 6 BEOHEEHMTIL, BIEARE TIRR
AW L7, 7o, AREIDIS U RO A EFFHENLE LR BEE 1T, I1BRETEM MK T,
HEE T AR IR (WINLEEOHIRIZARV) ZRFEE Lz, B Lizhaid, M
BHROMARESY 3 HEL EHERF L, TO®%OMBEEZEEL Uiz, MR ~BITT A7-012i%, 1
BHIRORZO 3 HRITEBREO BIEHEL MR L NS Z L2 MHAE Lz, BEHZRICEEL
RNWZ ERHDLMNE R T BE I FORE CHEER 2P IR L, WEHEA~BT L,

R OR%O 3 A THEMHEZHER L2 BT, 10 BEE ORI ~B1T L7z, HERAEIR
T, HEYMK TROMHEZAN LTS L-, EENMAZ5T L. EP0034 REr~D&%
BIRL-BE T, BT CT4EMOBITHIMABIT Ui, MRMICAEOEERNIE L 2o
BEITHERIIMZ P L, ER T ORESMA~BIT L7z, EP0034 RER~DOSMAERINL Z2h>
EBEL, WEMEA~BIT L.




V. IBERICBET 5 HA

A i T H

<BHMHE>

[EEFEMEA ]

- BIEWIMNCKTT DHERHIE O 28 A H 7= OESFEIERER O &

G/ GEfiREED

- BUEIRNC R 2 1AM (B E IR +HHEREIRD) @ 28 A &7V OFS IO A L&

- BIEHAMC AT D HERFA O 50% L AR v F—L— | (BIEHIRICKT 2 MR 0 28 B H
720 OERSy FEAERIEL DB A 50% LA | TH - 7= BE DEIR)

BRI 2 HEFFIRT O 28 B 72 0 O FAEEREL O3S 25%LL 1 50% A0, 50%
PLE75%LL T, 75% B0 BEOEE

- BRI 2 1A IR (B 2R +HHERIRD) @ 28 A B 7=V O FAEREIL OB
25% LA E 50% A5, 50% LA T5%LL T, T5%B D BH DEIE

- BN 2 1R IR CGE &I +HEREIED) @ 28 B & 72 0 O RIERERAAZE (25%
KIS 25% AGIIMN) Th o 72 BFDOHIE

- BRI KT DRI (B IR - HEREEIRD) o 28 H 72 0 O FAEREEAHIIN (25%
PLESE) LizgE oS

- FEAERIB ORI 2 1R IR (2R + HERFIR) @ 28 A &7= ) O FAEEEK
DA &

- HEFFHARNC 31T B 3B R B OEIA

- HERFHIRIC BT D RIEE BB OFIS MERHMZ5E T LI2BE DO B, MR 218 U T3
(BEESINi =D ABN e

<REH>

< BE RO IS O BRINHE UXRREEEMOBEIC LV G SN FEESR
c HEHSIC L D IEBR TG

- MK, KA R, NOWHRA

- 12 FFELER

c RNAFY A (IE, RFEEE ORIR)

- {kE, R, BMI. #EHA

) AFloARESNT 1 BREAEIE. RAKROMAE 50kg L EO/NRIZIE 400mg, A 30kg LI E 50kg KD

/NIIZIE 8mglkg, RE 30kg A D/NIZIE 12mg/kg Th 5,
¥ 0 7 ad I Fomy TRNEARI CIIER S TR,

b) EEER

AL (SS)

AR 77w AR S a3 PR
(n=343) (n=172) (n=171)
PER] B 190 (55.4) 99 (57.6) 91 (53.2)
B (%) ) | etk 153 (44.6) 73 (42.4) 80 (46.8)
HA 267 (77.8) 129 (75.0) 138 (80.7)
BA 3 (0.9 1 (0.6) 2 (1.2)
(ﬁﬂig}fié)) TYT AN 60 (17.5) 35 (20.3) 25 (14.6)
T AV ASERIT T A B EER 1 (0.3) 1 (0.6) 0
Z ORI 12 (3.5) 6 (3.5) 6 (3.5)
Fin () SEPE A 2= 10.7+3.5 10.9+3.5 10.5*3.6
HE (cm) % o 341 171 170
MR AR A2 143.03+20.55 143.75+19.22 142.30+£21.84
KE (kg) % o 342 171 171
MR AR A2 41.48+19.51 42.00+19.79 40.96+19.26
5% 340 170 170
BMI (keg/m?) gfgﬂﬁﬂ%@ﬁ% 19.16+5.06 19.32+5.31 18.99+4.81
= % 338 168 170
SRR (em) | gy g 52.61-4.19 52.53+4.85 52.69+3.42

T REITE 1 ERRBERF O T — 2125 <, BMIIZH 1 FERBERF OB E KR O B DR Lz,
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HERE (SS)

L] 75w RE S a3 RRE
(n=343) (n=172) (n=171)

TP (fF) @ Iimﬁ AR 2= 6.58+4.05 6.59+4.21 6.57+3.89
53 FEAE 343 (100) 172 (100) 171 (100)

%‘mﬁﬁ TR 179 (52.2) 85 (49.4) 94 (55.0)

TEHEER 73 FEAF 265 (77.3) 131 (76.2) 134 (78.4)

ThAEEIER | IR SR 215 (62.7) 104 (60.5) 111 (64.9)
SR ERFAE 5 (1.5) 1 (0.6) 4 (2.3)
(B (96) ) | bt 3 (0.9) 1 (0.6) 2 (1.2)

FETER R ARAE A 1 (0.3) 1 (0.6) 0

AT v =—FE 2 (0.6) 0 2 (1.2)
IYFERBED TAMAFELE 2 (0.6) 1 (0.6) 1 (0.6)

T ASBRBAAE L D AMICRBL L 72T _RCOBELZEH LT,
a) [FEEE £ TOHM,

BEXIFHREHFFRAIOEERIZER L TADARE (SS)

2AEN] 77 R Zay I Nt

(n=343) (n=172) (n=171)

Bl (%)

W L= HiC A A SRDSEFIH |0 Al 110 (32.1) 63 (36.6) 47 (27.5)
1~3 #l 173 (50.4) 79 (45.9) 94 (55.0)

4~6 %l 49 (14.3) 24 (14.0) 25 (14.6)

7 HILL - 11 (3.2) 6 (3.5) 5 (2.9)

BB ART O ESTIZEEH LTz 1 Al 59 (17.2) 29 (16.9) 30 (17.5)
PUC A A IR DA 2 %l 158 (46.1) 81 (47.1) 77 (45.0)
3 Al 123 (35.9) 60 (34.9) 63 (36.8)

W1 BECHER LR CALAIKL, 1 EOREE (BEHFBRLARE) @ 29 AL ERNICHER KO I LizHiTA

MmAFEE LT,
1 2 BIEIFBARRT O EMLIE M L2 ST A AR, FRIEDG A AT (BRI MARET (G2 LT
ADAEEE L, DREICHER LA 3RS LTz,

WIFNADEREHT SR EDBEENFAL T TANAE (SS)

] 75 AREE Z a3 Nt

(n=343) (n=172) (n=171)

B (%)

1KLL EOHICADAREZIH L TV B 343 (100) 172 (100) 171 (100)
7L T i LA 166 (48.4) 86 (50.0) 80 (46.8)
L RF T H L 142 (41.4) 68 (39.5) 74 (43.3)
HNANTE 89 (25.9) 39 (22.7) 50 (29.2)
FERY X 89 (25.9) 41 (23.8) 48 (28.1)
FETw— b 82 (23.9) 43 (25.0) 39 (22.8)
FI AINANEE 53 (15.5) 30 (17.4) 23 (13.5)

7 aFERA 33 (9.6) 20 (11.6) 13 (7.6)

V=D 30 (8.7) 15 (8.7) 15 (8.8)

7 x ) Ve — LA 20 (5.8) 15 (8.7) 5 (2.9

FE 1 PRI TADAZE, 1 BELEFH L TG SN TADLAISE Lz,

2 LT eBiANT VT alig, Sy TalipeI S Ny vA v ag) U oA Ergenyl chrono XY
valpromide % & ¢,

H3: 7z )\ VEX—LVHHNTI T = ) SV EZ—)L T )NV EX—)LF N TA, AFNLT ) NLEX
—NVROTY I REET,
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c) BB Y HERR AR

i) BRYPRICHT SRR 28 BH-Y OESRERDRDOELE (EEFEHEERR)
BT 2RI 0 28 H & 720 O FAERIEOZALEO T RIEIL, 723 I FIET
-3.05, 77 EAREET-1.55 ThH-o7,
BIEHAR O3 FEAE R T S N7 MERFI 0 28 B & 72V OBy F AR RIE O FREE 3 fie /s 31
Hx, 7=V REEC8.35, 7 EAREET 1223 TH Y, 7 a4 I FEETIET 7 B ARBHTHATH
RIS B DO RRIRENZ R O & %  FEAERIE OB 235580 b7z (p=0.0003)

BRHFEICHT SHEFHNREO 28 BH-Y OB REEMBDOEILE (FAS)

77 A EE (n=170) Zat I R (n=170)
ot | B ey | BRI
BIEHIE | Bl 168 — 170 —
i 8.77 — 10.41 —
MeFRFIA R il 168 168 170 170
L fE 8.71 -1.55 6.36 -3.05
/N Y (R E) - 12.23 (0.10) 8.35 (0.11)
7T B ARREE D D) - - B 0.68
(95% 5 HE X [H]) » (0.557, 0.837)
T 7R T DI %) 9 _ B 31.72
(95% 5 #EIX ) P (16.342, 44.277)
p fEE» — - 0.0003

o EVERRZE I T L B DL,
a) N OT T v AR L DE=exp (/N _FFEEH DT aV I NHEL T T REHEOE)
b) In(X+1) (X IXESHIEEF) TREERR L2 E o5 EREE vy, BG83, OFG U 72765k 52 e i B
ZRFE L, oS L - BRI o0 28 A& 7= 0 Oy I Eal 2 L2858 & U= B ir &2 06 L
776
o) 7T ERBICHTAEAR (%)=100 x {1 —exp(H/N_RFHDOT a2 FEELE T T EREDE)}
HIFHMO 28 BH1-Y DELRERBOEILEDH LB —E6 7 )L— TRl (FAS)
BRI T DRI O 28 H & 72 0 O RBIERIE O Z L&D R IEIX, 4~12 Rl & 12
~17 AR CRBECH Y, 72 I FEETIEEZNZN-8.02 K 1-3.35, 77 L RETIITNZ
N—1.47 k-1.87 TH -7z,

F# T I — TR OBEHMICT I HHEFFHMD 28 HH =Y DM RERBDEILE (FAS)

7Z R 7 a3 N
oy | WL ey | BRI
4~12 AT
Bleim | Bk 89 - 90 —
i 7.50 — 10.32 —
HMEFRFI %k 89 89 90 90
HhufE 8.21 -1.47 6.95 -3.02
12~17 mE A
BIEHIM | Bl 79 — 80 —
HhufE 9.00 - 10.47 —
MEFFIART | 12K 79 79 80 80
o fE 10.11 -1.87 6.01 -3.35




V. IBRICB 55HA

i ) EREHARE I Cxi9 & aREAR (RS EIRE HHEEEARD) O 28 B&H 1= Y DL RERHOEILE EIXREHEER)

BT 216K HHE O 28 AdH7- 0 OFSRIEREOEEO P REIL, 7 2% I FEET
-2.46, 77 EARHT-1.22 Th-oT,
BUEHAR D E A TR TR SN TR O 28 H H 720 OESY FEMEREL O FHHE g i/ 3R
Bx, 72V FEEC9.34, 77 BAREET13.38 Thoto, 7 I REEOT 7B REHIX T 5
DRI 30.18% (95%(EHEIX ] : 17.490%~40.919%) TH 0, Mt FNCHERZENRD iz
(p<0.0001) ., BIEHIEICKT HIRFEM O 28 H H7- 0 O RIEE SO E LRI, BIEHFIC
xt 9 DAERFIM O L& L FAfRE Th T,

BRYMICHT 8RO 28 BH1=Y DI REMERBDEILE (FAS)

77 AR (n=170) Zat I REE (n=170)
oy | PO ey | BRI
BEIE | Bl 169 — 170 —
L fE 8.69 — 10.41 —
R | Bk 169 169 170 170
i 9.33 -1.22 6.46 —-2.46
N Y] (EERE) - 13.38 (0.08) - 9.34 (0.09)
T RREEL DD B B B 0.70
(95% 5 HE X ) » (0.591, 0.825)
T TR R DR Q) 9 _ _ B 30.18
(95% 5 HEIX[H) P (17.490, 40.919)
pfE®D — - - <0.0001

T EERERSEIE T AN S A LT,
a) /N CREHD T T v REE L DE=mexp /N “RFHID T a3 FEEL 7T B REEDH)
b) In(X+1) (X IZEBSYFEAEEIEL) TR U=y 1B & v, B 58E, BFA L7 iRBRIENE R iR %
& U, oM L 7= B 0 28 B & 7= 0 OB FEVERIS A S48 5 & U 7= S0y BT 2 20 L 7=,

o) T ERBEHCKIT AHAE (%)=100 x {1 - exp(B/h “REH DT a4 I REEE 7T B REED) )

i) ERERHART IS0t B HEIFHIEID 50% L AR A —L— b (BISREAR (Cxt 3 2 #EHRM 0 28 BV
DEHFHERBMDFELEN 50% L ETHH-EEDEE) (BIXREHMER)
50% L AR H—L— KE, 7 3% I REETIE 52.9% (90/170 f4]) . 77 & AREETIE 33.3% (56/170
B) THY, TaVI REITITBERBELEE L TENP-T2, 73V REOT T BREEIINT S
v Xl 2.17 (95%1E#EXH : 1.8391~3.382) TH Y, MetFEMIZHEETH 7= (p=0.0006) .

BRI Cx 9 A HEEHAD 50% L AR 4 —L— k (FAS)

77 2R (n=170) Za% I FiE (n=170)
% 168 170
50% L AR Z— (Bl (%) ) 56 (33.3) 90 (52.9)
TR R A4y Xk e (95%FHEXE) @ - 2.17 (1.391, 3.382)
p fE — 0.0006

a) FHF L OO LIIeBRIMERAERI % R T & L7 Logistic EURE T /L& H\ Mz,
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iv) SERAREIC I HHEFFEIRE® 28 BH1-Y OBMAFRERBDFDFEL 25%LL L 50%FKiHE. 50%LLE
75%LLT. 75%#DEEDEE (BIXRFHEEER)
BRI D HERFI O 28 H 72 0 O 3 AERIE D 3
B FEET 31.2% (B3/170 %) . 77 BAREET 15.9% (27170 1) THY, Za¥ I KEHIT T
TR TE D o T2, S EIERE O 25%LL E 50% Aiili & Y 50%LL E 75%LL T O
BEOESIL, 7aVI LTI R TCRIBRE TH -7,

N T5% O BE DEIGIL, T =

B ICx T SHRHIRED 28 Bz Y ORD FAERBDREDRA 25% L L 50%KiHE. 50% LU L

v) BIRHMICH T SaREME (18

75%LLT. 75%BNDEE (FAS)

B 7IEARE 0=170) | 7343 FBE (0=170)
B (%)

25% Lk 50% A 25 (14.7) 20 (11.8)

50%Lh £ 75%LLF 29 (17.1) 37 (21.8)

75% 27 (15.9) 53 (31.2)

EHE+HEERE) 028 BH1=Y ORI RERKDBDEA 25%

LI E 50%Ki#E. 50%LLE 75% LT, 7T5%EDEEDEE (BIRFHEIER)

BUEHNN R 3 2RI 0 28 B &7V OFR 3 FEAEREIE DI AN T5% D EE DOEIE

# I NRET 23.5% (40/170 Bl .
AREEZ R TE N2 T2,
FOEIEIX

T, 7=

7T EAREET8.8% (15/170 #5]) THVY ., T2V I FEHII Tk
Sy FEAERIB DWW RN 25%LL E 50% K3 Y 50% LA E T5% LA F D H
. T7at %Ei&77ﬁﬂ<ﬁ$@ﬁ$£r;f&>of:o Z a2 REECBT B 5y BIERIE D

WD HN T5%BOBE OEIGIE, HEFFIRE (31.2%. 53 fil) ([ZHATIHEMIF (23.5%. 40 i)
T o 7o, BRGIEICIIEEHRA S S Tl . HEHR T, FESN I EkmHEICEET

LFETOMITMEHENRG SN TN b, PHRTEORMETH T,

B=AMICx T SaRHEO 28 BéH1-Y ORDRAERBDREDEA 25% L L 50%FKiHE. 50% LU L

75%LLT. 7T5%BNEE (FAS)

Wb 5 7R @=170) | 73% 3 FBE (0=170)
Bl (%)

25% Lk 50% A 26 (15.3) 28 (16.5)

50%LL L 75% LT 35 (20.6) 35 (20.6)

75%i8 15 (8.8) 40 (23.5)

WM D 25%KiEEM) THo-BEDEIE BIRFHEE)

BRI T AIRESIM O 28 H 7= 0 OEFAERIE N A

RNHET 20.6% (35/170 f41)

RETH > EBEDOEE
. TTRARRET 32.0% (B4/17041)) THY, TaH I FREHIS TR

vi) BRI ST HAREM (EENR+HHERERE) 028 BH1-Y OBSRERBATE (25%KiE

X, 7=

BEZERTIE D o 72, 73V I FEEO T 7B ARBEHIRTT 54 XLid 0.56 (95%(E#EXH : 0.338

~0.919) THY.

MR FICHEE TH - 72 (p=0.0220) .

BERYUMICHT SERAMOD 28 BH1=Y DI EERBAFTETHo1=EE (FAS)

7' 7R (n=170) Z a3 FEE (n=170)
Bl 169 170
NE B (%) ) 54 (32.0) 35 (20.6)
TR A4y Xk e (95%FHEXH) @ - 0.56 (0.338,0.919)
p fif @ 0.0220

a) WHEL OOFE L7 1RBR S Ha PR R 4 (R 7 & L7z Logistic [BlJfE 7 /L& H iz,



V. IBRICB 55HA

vii) SREREARICx 9 A am AR (EEHE ) 0 28 BH1-Y OIS RERBHEM (25%LE
#m LE-BE0IE (REIXREFEHIER)
BRI 2RI O 28 R &7z O RIERE M LB OFIG1Z. 7393 Nif
T 18.8% (32/170 ) . 77 EAEET 23.1% (39/170 f5) THY ., BLHEM CHEE TH- T,
Fa I NEEOT T BREHCHT 54 v XHiE 0.79 (95%(5#E XM : 0.465~1.348) TH -7
(p=0.3893) .

BEYPMICT SARAAKOD 28 BH =Y ORI EMERKAEML-EE (FAS)

77 2R (n=170) Za% I FiE (n=170)
% 169 170
B (i (%) ) 39 (23.1) 32 (18.8)
TR R Ay Xk e (95%FHEXE) @ - 0.79 (0.465, 1.348)
p fE» — 0.3893

a) FEF L OO LIIeBRIMERERI 4 (R T & L7 Logistic EURE T /L& M 2,

vil) FEER R OBREHMICK I HaERME CEEHRE+HFHAM) D28 BH1-Y OMIRERDHD
TiEE (BIREHEEE)
28 HdH 7= 0 O FEAERE O HIAEIX, 55 4~7 FREEFE £ TIX. 3 DOFREMER (HHIE D FE1E,
BHEER P FAE R O ZRERALTAE) OnThes, 7ah I FREIXT 7 AR L RRE I T 71
AR TR o 72,
BRI 2B O 28 A&7z OFARIEREIZOWT, 7at I RO T 7 BRI
X9 B FIL, B FAETIE 30.82% (95% (G HE XM : 4.475%~49.893%) . BHET /> 31
Tl 32.41% (95%[EHEXH : 16.266%~45.443%) . _IRMAEMALFEIETIE 23.35% (95% 154
X[#] 1 1.8356%~40.439%) Th o7z, WTHOREMFEM G, T a4 I FEIEIT 7 B RERIC TR
FHNCHE RO R B (EREES 3 1E « p=0.0255, EHES Y 1E - p=0.0004, —RVESHF
{E%AE : p=0.0390) .
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BRYRELN SARAMETD 28 BH=Y O REMBDHRIEDHBE (FAS)

BmER s Rk
([a)
15
o0 TS tRE
o—eo JOHIRE
12
ki
£
=]
E*

0
v

3 5 7 9 10 11 12 13 14 15 16 GA)

o 1 2 4 6 8
EoEkERE  EIEERE FAEERE HSEKEE  H6REERR EEE S8[a1 K
R fE
B FAE
(ED)
15 -
o0 FS5tAREE
o—eo SOYIRE
12
B
5:'\
F
1
=l
#
0 T T T T T T T T T T T T T T T T 1
o 1t 2 3 4 5 6 1 8 9 10 11 12 13 14 15 16 GH)
EoRIKRE  EIEKRE FARKEE  FESEERE  F6[EIERRE E 7[R EXEPI
thLfE
TR FE
(ED)
15 -
o0 TS tARE
o—o JOHINE
12
F
1
I
# ... ~0.,

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 1|6 (&)
FEomEklE  EIEkEE  F4EERE  SE5EIERE  EE6[EIERE E7E kR EXEPI
thLfE
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ix) HFHRICE TS REEXBRDOEE
MERFIM 258 T LI 25 L Lz, &

HEFARICE TSR EFELBRDEIE (FAS)

(BIREHEER)

BT DI K A B D EIG O AT R 2
T, 7aH I FHET0.71+£0.32, 77 EARHET0.65+0.35 Th -7z,

77 R (n=154)

Z a3 FiE (n=152)

MNP AR 2
R

0.65+0.35
0.82

0.71+0.32
0.85

IEBRA LT,

I BIEHEE R ROEIE= GEERED 0 © R0/ GEERAREICT — 2 OFREE1H 2 R,

[RIEME] LFiékSNn7-H

k. FEEREIC

X) MFHAMICH TI2REELRBEOEE MBEYPMEETLEZEEDS L, #HBHMEE L TREHE
KREEERLI-EE) EIXRFHMEEER)
MERFHIRI 252 T L7205 B HERFIM 208 U CRIEEICIRIE A 2k L 7o 0 EI S
T RBET15.1% (23/15241) . FIEREET9.7% (15/154 f5]) ThH -7,

d) &&MH

i) BEER
B GBMRICERO bNTAEFRITT 29 I FEET 122171 61 (71.83%)
il (65.1%) T -7z,

i) BlYEMA
BIWERILZ =24 X FEET 58/171 5 (33.9%) .
a3 REEO T RFEBRILEm N T,
WFINDOFREGRET 3% U EOBEFEICTHBL L
£ b 3% L@ IERIZ, IR (7 =29 X NIt 14.0% % O 7 B AREE 5.8%.
FEPEDE WV (8.8% & 15.8%) Th-oi-,

1%, 72

77 B AREET 112/172

77 R AT 42172 B (24.4%) (TR B AL,

BITERIOD 5 6, T 34 I FEFEORBARNT T BRI
LIFRNE) |

WITNHADREEHTERIRE I LDOEER (RE5RKBE) (SS)

aRERIR 48 A AN ZaH I NEf
FEARGE (n=172) (n=171)

B¥ (%)

mIEH 42 (24.4) 58 (33.9)

i R 27 (15.7) 43 (25.1)
fEERR 10 (5.8) 24 (14.0)
FEED F 10 (5.8) 15 (8.8)
HIGEE 7 (4.1) 13 (7.6)
IR 5 (2.9) 8 (4.7)

AR e 2 7 (4.1) 9 (5.3)
B 3 (1.7) 7 (4.1)

—i - RYFREER L OGN ORRE 6 (3.5) 7 (4.1)
il 4 (2.3) 7 (4.1)

Tl LUk REE 2 (1.2) 7 (4.1)
EIERER2EAA 2 (1.2) 6 (3.5)

MedDRA/J Ver.16.1

i) RERIICE--HEER
BHEHIEIZE ST A EFRIT, 7 2% I FEET 7/171 61 (4.1%) .
WD BV, T 3 I RO BRBLRITE N> T-,
RHZL<ROONTHEEGPILICESTFFEFLRIL, 7 3% I FETITEELOEEEED 0 (% 2
Bl 1.2%) THY, F7ILRBHETIET I7=0T 32 bF AT 2T =PRI, TARTXUERT
J NI UAT =T — BN, R OWEN: (% 26, 1.2%) Th-oT,

7T R REET 12/172 1 (7.0%)



V. IBERICBET 5 HA

v) EELHESER

E%&ﬁ%%%ﬁ?ﬂﬁiPﬁ?lﬂﬂl%(

6.4%) . T BREET 13/172 6 (7.6%) 2D G

. REHITR SR CRRE Ch - 1,

2muL@$%LM®%htE%ﬁﬁi$ﬁi Z ot I REECITREEE (2 6,
Z 2 ARRECIIREE (441, 2.3%)

1.2%) ThHy, 7

N ESR R O (45 2610 1.2%) ThoTo,

KERBIRINSE CERWEERAEFFR L LT, 73X O 1 HI2EM2GF80 b,
V) E0HOREMFTEIER

MR FHIRRA « MRAA LR - PN IRRAS DR S.
SHPH DRSS,

INA BN A OFER, (KE - K - BMI -
DEROBERNS, 73V I FEGICGERTZ EEX NS B L XIIERMICE

giﬁ’\“‘X 7/]' /75>50)/7T{|5 imu&) 6“73?75)’) 711’_0

Q@ EFARFEIHERER (BARVNE

a) FERHELE

SABEAT—4) (SP0982 :HE&R) ©

H 2]

FfEay b= ARG TWRWVRERKREELZ AT D 4 MU LO TANAEE ZHRIT
At I R 1~3HDOFHTANATEL R E LR OFDM, Ltk OREMETHh T 5,

*f %

WEITHRDFRD N2 Do T FU T AN ASEOIERENZ Db 53, BUEJFH L T\ d 1~3 FloHt
TAMAETHIEa Y Fa— AR EL N TRV BRERIIEIEE2 AT 5 4 U EOTANABRE
WEVEALEIEL - 242 B1* (7 BAREE121 61, T =9 3 REE 121 41)

LAV R REN (SS) @ 24241 (T wAREE121 6, 7 =¥ 3 Nt 121 f41)
BROENTRIGEEM (FAS) : 240 % (ZF°F&ARE 121 6, 7 =93 FEE 119 41)

B 5 5k

TR R S U R BRI

THEHEMRTFTH -4 1820, 12K ORREEZET TROBEE L,

5 2 [BIRPEIFIC, B OF R LK OMREIZHES & | 4L, E 18 MR CRED 50kg ARhf /NS
FIFROE (ay 7H) *F 18 U E DR EE K OMKE 50kg UL Eo/NRBFIIIEER &
BH L, 1 BTG SN2 EROBDBHFHOHET, MiIEHETYICEHELRE L,

BEHROHREER T a—)L

TREREE D B AE A &
% 10H %238 % 3 %48 % 51 % 6 1

30kg A
&M (vuy7) ] 2mg/kg/ H | 4mg/kg/H | 6mg/kg/ H | 8mg/kg/H [10mg/kg/ H(12mg/kg/ H
30kg L | 50kg A
&N (vuv7) ] 2mg/kg/H | 4mg/kg/H | 6mg/kg/H | 8mg/kg/H | 8mg/kg/H | 8mg/kg/ H
?gé{gu%iﬁomk # 100mg/H | 200mg/H | 300mg/H | 400mg/H | 400mg/H | 400mg/H
BREICHECCHERELE-ESE

TRERIE D =TI L D IR EFEEZ O
TE FE) HAEm & TR DR R TRBRIE D &

(R) 9| BAR e 5 | Bedid 5 | ARIR 5 | i 5 %
30kg A i
R (mry>) ]

2mg/kg/H | 1mg/kg/H | 2mg/kg/ A | 1mg/kg/H | 2mg/kg/ H
30kgLh -50kg A
g (mry>) ]
50kgl) b KO

100mg/ H 50mg/H 100mg/ H 50mg/ H 100mg/ H
WABE (G & & & # &

) 50mg Z & OWENSMLEARBFITIE, W Y TRAELZHAREORLE (BRE5REOZ  50mg LIN)
ZR[Re L L7z,
Q) LLANCHE G SN TV WHBICEIET 5 720 O BB




V. BEICEET5TEAE

F6ENDE L EHHED 3 BRIDERENRSE

RE (5I8) iRy Rk b
30kg A [(RNiR (v m v ) ] 8mg/kg/ H 12mg/kg/ |
30kg LA L 50kg A [ROK (v m v 7) ] 6mg/kg/ H 8mg/kg/ H
50kg LL ER OV N EE (BEA) 300mg/H 400mg/ A

BEHREDBRER TP 21—

TR B AR IR OIRBRIE D $2 5 e %1 %238 %3 %40
11 X% 12mg/kg/ H 9mg/kg/ H 6mg/kg/ H 4mg/kg/ H 2mg/kg/ H
9 X% 10mg/kg/H 8mg/kg/H 6mg/kg/ H 4mg/kg/ H 2mg/kg/ H
7 X% 8mg/kg/H 6mg/kg/ H 4mg/kg/ B 2mg/kg/ H —

5 XX 6mg/kg/ A 4mg/kg/ H 2mg/kg/ H — —

3 XX 4mg/kg/ B 2mg/kg/ H — — —
2mg/kg/ H LLT — — — _
350 X% 400mg/ H 300mg/ H 200mg/ H 100mg/H —
250 X% 300mg/ H 200mg/ H 100mg/H — —
150 X% 200mg/ H 100mg/ H — — —
100mg/ H — — — —

) 125 A4 X2 FREEBLLIGE I, MEHIFIZEE L2 HEIDL U TRELZRE L,
FRAmE <HHE>

[F- 23T mE A ]

- TRIRHIMIC T 2 2 [B1 H OMRERAFEIER BT 5 £ TORFH

[ F=7e @I MmIE A ]

- Kaplan-Meier % CHH L 72 1GEHIHIC 31T 2 SE FERIEIEDOHE K

[ D fth D RIVEFEATE H ]

IR D 1B B ORERRFEIENFELT 5 E TORM%

<REH>

- BE ROV I HEE O B EERE XA EEMOBEIC LV E SN EFS:

c HEHBIC L DI

< JREHIE O 28 HHT7= D ORMFIEKR NI A7 v =—5/ERBLH DY Prospective ~~— X 7 A
CHAM & B LT 25% B0, 25% 8 50%LL T, 50%# T5%LL T &Y 75%8H5M L 7= B3 @

B

) AFNOARBE NI MR EIL, AL OMAE 50kg UL EO/NRIZIX 1 B 200mg. K 30kg ULk 50kg A D
NRIZIE T H 4mg/kg, R 30kg RNl O/NAIZIX 1 H 6mg/kg Th 5,

* 0 HAN 30 #l & 5o,

k% 0 T aV I Foay TANTARTIIAR SN TR,



V. JREICEI T 5 IEH
b) BEE=
ANO#REHERISFSE (SS)
7T v R T aY I N
(n=121) (n=121)
el B 45 (37.2) 55 (45.5)
(¥ (%) ) Lk 76 (62.8) 66 (54.5)
HA 89 (73.6) 97 (80.2)
i EJ\ 2 (1.7) 2 (1.7
I (o) ) TITA 25 (20.7) 18 (14.9)
T AV BIAER/T T A B FAER 1 (0.8) 1 (0.8)
Z DA/ . 4 (3.3) 3 (2.5)
i (k) SR R R 2 27.64+12.45 27.82+13.13
4~<127% 9 (7.4) 8 (6.6)
FE 7 N—7 12~<18 % 16 (13.2) 16 (13.2)
(% (%) ) 18~ <65 % 95 (78.5) 96 (79.3)
65~ <85 i 1 (0.8) 1 (0.8)
&E (kg) SEEIE R 2 72.75+22.19 70.42+21.84
BMI (kg/m?) SR AR R A 26.47+6.78 25.09+6.21
RESE (SS)
77 R 7343 R
(n=121) (n=121)
M (4) SR AR A 15.39+12.97 15.53+13.12
FIEFHT (%) R YRR A 12.91+5.88 12.90+6.75
o FAE 0 1 (0.8
B FAE 0 1 (0.8
DFEAE 121 (100) 121 (100)
RAPFAE 41 (33.9) 49 (40.5)
. s FETERY R ApAE 2 (1.7 2 (1.7
T/”(;Jgfé(;f?f = SH 7 u=—FfE 48 (39.7) 46 (38.0)
MR FEIE 2 (1.7) 3 (2.5)
TRELFEAE 1 (0.8) 2 (1.7)
SR AR FEAE 121 (100) 120 (99.2)
Wit 7134 3 (2.5) 2 (1.7)
SHEARRED T A AFRIE 0 2 (1.7)
R TAD A 121 (100) 121 (100)
BYEFAR T VWA 0 1 (0.8)
LEBMHEI A o=—TADA 0 1 (0.8)
INRARART Ay A 6 (5.0 9 (7.4)
BRI T AN 15 (12.4) 13 (10.7)
FHEIA 7 v=—TADA 42 (34.7) 34 (28.1)
T A AAEFRERL S 4 TERRE RFIETAMA 19 (15.7) 15 (12.4)
(% (%) ERRUSAN ORISR T AN A 54 (44.6) 55 (45.5)
R RBIEFRREREBAE L O TADA 6 (5.0 6 (5.0
JEEME R CADA 1 (0.8) 0
FERFRIRIR, B A7 v =—NiE, 1 (0.8 0
VArAVAVE IVEWACS S N2 E R b ) S
Ao AAPERMITE LIS DS 2% T Au s A
PR B MR A 4 (3.3) 1 (0.8)




V. IBRICB 55HA

MTANARDERIKE (SS)

77 AR 733 R
(n=121) (n=121)
B% (%)
WEIHER L7zt CANAEOEERE |0 Al 70 (57.9) 63 (52.1)
1~3 #ll 37 (30.6) 47 (38.8)
4~6 7l 13 (10.7) 9 (7.4)
7 HILL 1 (0.8 2 (1.7)
BEIKR
7T v REE T a3 Rt
(n=121) (n=121)
% (%)
PR B AR E 121 (100) 121 (100)
HEEHAM 52 T 51 114 (94.2) 107 (88.4)
HERFHAR 52T 61 66 (54.5) 78 (64.5)
SET B @ 110 (90.9) 103 (85.1)
Hp Ik 3] 11 (9.1) 18 (14.9)
iR PR
HERG 4 (3.3) 10 (8.3)
NRAAST 0 1 (0.8
TRIR S e 0 T s A 1 (0.8) 2 (1.7)
BRI ARE 2 (1.7 3 (2.5)
IR B A E] 3 (2.5) 1 (0.8)
Z Dt 1 (0.8 1 (0.8
a) SETHNE, BTEREOWFN & Lo B, UIBRERMATREED 2 BRI O 24 8 OG5 T 51

ZJaAY I FHORKEREE. RERSE. FHREEDNH (BRARU/NRE ((KE 50kg LAL) )
. N
A e
_ (fA T 50kg LA 1)
(0=97) (n=14)
B% (%)
1 A&E& Eicie G & | BHEEGRE | PSR | RKREGE | REEERE | PHRGE
. 13 15 12 1

200mg/HELT (13.4) (15.5) (12.4) 0 (7.1) 0
200mg/ H # 23 20 34 5 3 5
300mg/ H LT (23.7) (20.6) (35.1) (35.7) (21.4) (35.7)
300mg/ H 4 61 62 51 9 10 9
400mg/ A LAF (62.9) (63.9) (52.6) (64.3) (71.4) (64.3)
400mg/ H 1A
600mg/H LLF 0 0 0 0 0 0
600mg/ H #A
800mg/ H LL T 0 0 0 0 0 0
800mg/ H i 0 0 0 0 0 0




V. IBERICBET 5 HA

3 FHORKIRSE. EREE. THUREEDHH ((KE 50kg RiFHD /MR

INR NG
(K 30kg LA 50kg Aii) (1R 30kg Ais)
(n=6) (n=4)
Bk (%)
1 A5 E REERE | RERERE | FHESE | BRKEEER | RERSE | PYESE
. 1 1

4mg/kg/H LT (16.7) 0 0 0 (25.0) 0
4mg/kg/ A 8 3 4 5 0 0 0
6mg/kg/ A LL T (50.0) (66.7) (83.3)
6mg/kg/ A i 2 2 1 2 3 4
8mg/kg/ H LT (33.3) (33.3) (16.7) (50.0) (75.0) (100)
8mg/kg/ H
10mg/kg/ H LA F 0 0 0 0 0 0
10mg/kg/ H ¥ 2
12mg/kg/ H LA T 0 0 0 (50.0) 0 0
12mg/kg/ H A 0 0 0 0 0 0

c) BMMEICRET HERIKAIE

i) ARAEIICE TS 2B EDRERMAKRENRRT SF TORE (TEFHEER)
TRFWIR (24 M) 12800 5 2B H OREMRFIEOFHBLY 271X, I ERFELHELTT 2y
I FEECIRL . HGEHFPIICAE Th o 7o, IR AR AT 2 [B] B OREARIEERRBLL T
72Uy Kaplan-Meier #EfHIZ, 77 B AREE 33.37% &K WNT7 24 3 REE 55.27T% Ch o7z (NPF— K
I 1 0.540, 95% 15 #EX ] : 0.377~0.774, p<0.001) , F7=. 2 [ H OMEMMARIEN BT D %
TORFMOFIAEIL, 77 RN 77.0 H (95%EHHXH : 49.0~128.0 H) Tho7z, 7243
REEIT 50% O BFE D REHIMIC 2 7B OMEMRFEIELREL L oo 7/c D, FIREIEHEE T
XMool

AERHBEICE TS 2 EBE0ORERMKEENRIIRT 5 F TORRE (Kaplan-Meier Bi#R)

(%)
100+ )
- SOYIRE (n=118)
% 907 . = TR (=121)
£ 80 L.
70 -
60
50 -
40 1
30
201
101
0 at risk3{

JOYIREE 96 84 73 70 67 62 56 52
TS5twRE 90 71 58 53 47 44 35 31

ki)

Op S Dl ~ A

O 10 20 3 40 50 60 70 8 90 100 110 120 130 140 150 160 170 (A)
FAENFET HFTOHM



V. BEICEET5TEAE

BERARIICE TS 2 BIEDRERAKREENRIET 5 F TORRH

‘ y ARy NERETORE (B) D A= RO
o c)
B 5 ik [95% A AR [95% R A< ] it
O_ . 77.0
75w RRE 121 [49.0, 128.0] 0.540
- — — [0.377, 0.774] 0001
VAR AR 118 [144.0, —]

a) Full Analysis Set
Zat I FEED 11T 125 oA N FBARH L RICEFEREEINT S0, 2 X 24 BRI O
RHIM ORNEERNE SN2 -T2, fTICE DR ho Tz,

b) Kaplan-Meier {£IZ & 5 24 BB OIEFHAMIZI T 5 2 [8] B OFRE R CIEEO R B £ C ORI OHEEE (1 5fm)

[— : AFFECIE 24 BEOEEHIMIC 2 B H OBEMARFEIED 50% A LOEFNCIRD bighoToiz

OHEE A HE

o BIZEHIMICRIT S 28 HH 70 OFBERREIEDEIEL 2 [FLL TN 2[EELF O A, 2 [E#BD /NN
IR AN ZJE & LTz Cox LAl AT — RET IS, WaldiBlc L W EH I,

ii ) Kaplan-Meier ;5 CEH L= ARMMICHS T2 REMAREDHEL (ELBIXRHEER)
IR (24 M) ICHREMNREBEIELER LIZEEZOE SO Kaplan-Meier #:E{E (Mantel-
Haenszel {5 CTHEE) 13, 7T BAREE 17.2% (95%FHEXA : 10.4%~24.0%) K OVT 24 I NEE
31.3% (95%1E#IXIH : 22.8%~39.9%) TdH v | Mt FANIAH B RZENED bz (14.1%. 95%
XM : 3.2%~25.1%., p=0.011) ,

7T v R Z a3 Nt Z a3 NiE
n=121 n=118 — 7T AREE
Kaplan-Meier £ CHH L 7= 1R
. o 17.2 31.3 14.1
R BT 2 5RE R I IEDOTH &
% (959% (ST (10.4, 24.0) (22.8, 39.9) (3.2, 25.1)
plE (FFBREELE DOHE) » — — 0.011
a) x2HE
i) SAEEAMICE TS 1 B EDBERBRFRENRIRT 2F TORERM (ZOMOEIREHEIER)

TR (24 M) 12B1F 5 1 [AIH OMEMAFIEORILY 271X, 78R IR L TT a4

REE TR TRIEHIA B A0 C 1 8] B OB E M RFEER R BL L TUh7e vy Kaplan-Meier HEEfE I,
TR 17.27% KT 24 3 FEE30.97% Th - 7= (P — REE:0.683. 95%EHEX i :0.507~0.921,
p=0.012) , 7=, 1[BHOREFRIEIEDFELT 5 £ CORE ORI, 77 2R3 20.0 H (95%
1EHEXH : 13.0~34.0 H) KT a3 RS 36.0 H (95%(EHEXM] : 25.0~78.0 H) ToHh-7=,

BEHEICHEITS 1 EEORERMKEENKIET 5ETORRE (Kaplan-Meier Bi#R)
(%)
100+

91 |

80

70-

60-

50

40+

30

20-

101

04 at risk$
JaYIRE 72 52 48 44 42 36 32 30
TS5tRE 58 40 30 26 22 20 17 15

- SOYIFE (n=118)
= T5tREE (n=121)

ACHHS, T

—
-

Op 2O it o

0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 170 (H)

RENRETHETOHM



V. IBERICBET 5 HA

BERHEICE TS 1 A DORERMKEENRIRT 5 FE TORRE (FAS)

‘ y ARy NERETORE (B) D A= RO
a) 9
B 5 ik [95% A AR [95% R A< ] it
0_ . 20.0
75 R 121 [13.0, 34.0] 0.683
I o 36.0 [0.507, 0.921] 0.012
7 2 [25.0, 78.0]

a) Full Analysis Set
Z %I REED 11T 125 (DA R MR LI RICEER LT Shiz iz, 2 Bilid 24 BEOE
RHIM ORNEERNE SN2 -T2, fTICE DR ho Tz,

b) Kaplan-Meier {£IZ & 5 24 BB OIEFHAMIZI T 5 2 [8] B OFRE R CIEEO R B £ C ORI OHEEE (1 5fm)

[—  ARFIFECTIT 24 BEF OTBFEIIFIC 2 [0 H OB EIFEIED 50% LA EDREFNIFRD Hivie -1

OHEE A HE

o BIZEHIMICRIT S 28 HH 70 OFBERREIEDEIEL 2 [FLL TN 2[EELF O A, 2 [E#BD /NN
IR AN ZJE & LTz Cox LAl AT — RET IS, WaldiBlc L W EH I,

d)y &%

i) BEER
TRPRIR (B + HERFIRT) (S EH S 175/242 ] (72.3%) (2380 BTz, HEGHERITIX
7T AREE 791121 B (65.83%) KOVT =43 KEE96/121 il (79.3%) Th-o7z,

i) 2lYER
TR O I+ HERFIR) ISR DNTZRIWERIX. 77 B ARRET 42/121 I (34.7%) KT
2 X REET 56/121 5] (46.3%) (28D B, 7 a4 I REEORBIRNE - T, BRI TR
Z < RBOOLNZEWERIX. 77 B REE TR 14 6] (11.6%) T, W TT AT X BT I/ b
T VAT =7 — BN ONZEMESD £ 461 (8.83%) \ WNZT F=2T I hF AT 2T —
BHIN, 5 R OVELS 3 il (2.5%) Tholo, 7 a4 I REETITFEMED F WV 21 61 (17.4%)
T, WWTHERR 16 #1l (13.2%) KO 9 (7.4%) Toh o7z,

i) EHPIICE>-AEER
TR AT (R W ]+ HERA I (SRR DT IBBRIE D G- IEIZE - o A HEFROFBLHIL 6.6%
(16 f5l) <, BEHEBITIET 7 RS B (4.1%) KOT7 24 I FEE11 6] (9.1%) Thotz,
BBRIEOKR LGP IICE > AEFZIT, HEHHTICZ RO LN, 2H8F T 1419 fFTh o7,
BHGHETIZ T 78RR 36 KR OYT 2% X REE 1113 Th o7z,

v) EETAEER
TR O B +HEREIR) ISR O N EHE A EFLORELRIL5.0% (124]) T, &5
FEBITIX T 7R 40 (3.83%) KOVT7 24 FEE8HI (6.6%) Thoiz,

V) ABEPBICETARBEERVI AV O —RERXRBHNEMNLE-EZDOEE
Prospective ~— 2 7 A U HIMIC KT 210 OF S +HERFHIRD) @ 28 HH 72 O RFAIE
XX I A7 v =—RERB BB L 72 B OEIS X, 77 B RELR T 28 3 REECRAH
FEAEFEI H BN 25% LA FHEM L7288 1T 4 6] (9.5%) KOV 1 f1 (2.0%) (LAFREIE) . 25%i&
50%LL TN L7 B 2 ] (4.8%) KON 1 (2.0%) . 50%# 75%LL FHIMN L7 FBFIE 1 4
(2.4%) KO0 B, T5%BEMN L7 BEFIL 2 6] (4.8%) K14l (2.0%) Thole, IA7n=
—RVEFE BB 25% LA PN L7 JBF X 0 B KR ON 1 ) (2.1%) . 25% 8 50% LA FHEM L 7= i
E 161 (2.0%) KO 161 (2.1%) . 50%#8 T5% LA FHIIN L7283 1E 1 61 (2.0%) KT 0 6B, 75%
FEHIN L 72 /B3 141 (2.0%) KOV 4 4 (8.5%) Th-oie,



V. BEICEET5TEAE

2) RE&MHER
@ F#OFMDSEHFA~ADYYEZICEAT HEMABRER (RA) (EP0024 HER) 9
a) AR E

H B | Bt (CRIEEBRIEEIEZ GT) 2A T2 ARADORANTANAVBEIHT DT a4 3 Fig
A&EGORBRIEE LT, 7 a4 RAGEIE LR OB R OREEZRHEY 2,

*f % | EP0009 #BR B O3 5ME (TR IEE G 26T 2 AANDRA TADPAEE
LAEVEMAT R SR (SS) 9 Bl
RO RIEN (FAS) @ 9 fil

a) EP0008 FRER DIEEWIM K OBATHIM 258 T L7 381 (CIRMERIbIEELGT) 2/
5 AANEOCHEADRA TANABEICHT 27 29 I FIFRRGICRE T 2 ZettkUH
PEZ R L7 EE ML TR, Rk G- AR

B 5 k| e

DA U —=1 7 HH

EP0009 ik L Wl — A ED 7 2% I FEEZH - O 1 H2EEOELS Lz (7293 FEEX
EP0009 7Bk OVEBREE A2 H)
2RI I

Z oV Frilidik el - 4o 1 8 25, FAET At Lz, 723 FoM&E (200
~400mg/A) %, EP0009 ik & Fl— A& L L7,

SUREREI, SEANCTRBRIKIEE 2358 A LR EE AR o 7 N F =2 — 7 & AV T, 30 M
T TIT o 72,

IRBIKE T IR

BRI T B OB H OFHiK T2, EP0009 RABRCHO T a4 I NEEE KOS L,

FE A EH OB | <B2M>

- BEOBROBRE IERELEMOBLZIC LV #REINTAERFS
- HERZRIC X DIEB IS

- MRFHIRAE, MiRA LSRR R ORRE

« NA B A v (iR ORI ED

< 12 FHELEX

<H#HE>
- TR FEAEDFEHLSHE

b) BEE=
AO#RETEaE M (SS)

B
(n=9)
el FE 4 (44.4)
B (%)) Eeqis 5 (55.6)
il (%) S AR R A 26.97+10.0
HE (cm) BB AR R = 159.07+8.63
HE (kg BB AR R 55.99+13.13
BMI (kg/m?) SEEE AR 22.15+4.91




V. IBERICBET 5 HA

HERE (SS)

L ERE
(n=9)
eI (4R) LI = R VA 15.30+6.40
BRI 8 1E 5 (55.6)
IHEAR I FEAE
CAAGIEITR | s e T ) MR B0 | s (40|
EBHETHELS LD 6 (66.7)
TIRMERRALIEE 6 (66.7)

7E R ABEHEIT EPO00S 3RBR PO 1 B kP T — Z |ZH-S<,

a) IO TANARERSER ORIERIO DT I —IZi% ST 5B E 25,

b) EP0009 Bk D JeATBR T, M3 (CIREEMIERIEEZET) 28T 2 AARAKROCHEADRANTAN
WBFITKRT 27 a3 FIFHE GBI 2 AR O ZeME 23 L ZHEE M, BiER bk, 77 2R %
TR, WA THRER] FhisABR,

BEARPICHFALTORTANAE (SS)

B

(n=9)
B% (%)

TRERMARE AT 1 FILL BB CAMAIKZ I LB 9 (100)

RIS HHH LT BT A A SR

LARF TR H A 7 (77.8)
BN 4 (44.4)
Tr= kY 3 (33.3)
VA=EPaS N 2 (22.2)
Y1 278=1 5l NURVN 2 (22.2)
FE MY F 2 (22.2)
FET~— b 2 (22.2)
T ) LB R —L 1 (11.1)
7R 1 (11.1)

c) RARIZE T HREM

i) BEER
ARRROTEFHIMNICRD ST A FFRIL 4/9 1 (44.4%) . BIWERIX 2/9 # (22.2%) IZRDHH
N, BERAEFSL O GHILICE>AEFLIIRD LN hro T,

ARBROABMEIRD SNI-FIER (SS)

BRI ol
FAGE (n=9)
B% (%)

Bl 38 BURE Bl 5% 2 (22.2)
H 1 (11.1)
A 1 (11.1)
—i% - RHEER L OGN OREE 1 (11.1)
TS ERATALEE 1 (11.1)
BE, TR L OE S OHE 1 (11.1)
LB & D EETR 1 (11.1)

MedDRA/J Ver.16.1



V. BEICEET5TEAE

i) ZDhDRLMFFHEER
MIEFARA « MEAACERE « RRE O END, 734 3 NS ERORSICRERT S L5
2 HIDEFIRINCEHE R ITRRO b ol o, NA XY A o OfER, DEXOREF)
5. 73t I FRREEEROBRGITERT 2 L E2 5N ZITRBD bivieho T,
d) BXNEICBE T HERPRRUIE
il 2 DERFIZH T HRIEREOSGMICKRERIZOLOE RO NN, RUT, RFEWIE 5 AL
N—2 T A (RRBEET 8 H D EP0009 DT — %) # ik LT, FIEEER DDA
BN E DT 72 0o 7=,

@ ER#£FEE IHERBGERSRER (NR) (SP848 :HER)

a) B E

H B | NETADARBE ZRRIC, FFARIEE LT 29 I FRORAIZ RIIERG LcR oL et &
R O M2 R

it G| BERR S NI R AT D 4~1T W O/NRT A A BE

TRMMENT R REN] (SS) : 13741 (UFEA 91 6, HA AN 46 fi)

R OFNTHRERM (FAS) : 136 61 (UELA 90 1, HAN 46 fi) *

¥ 5 5 ik | IERHIRE kT B 55k

4 1H2ENZ5T TROBE LT,

BRREAEEMIL, B NS SHRL, 733 FOAFEE LTREK S uy ) ** i

28R Uiz, 55 1 BIERGE CHR G2 L. £ O®%RECEM AT Tl Uiz, AARMKOFE
ay br—/UIlRE AR E CTHE L SRRELEMIEE L2356, ks HEICEREL

=56, 5B 1 BERERICBAT LT,

% 1 BERBELARE L, IBBELEMOBIWNC L0 | RIEH R 2me/kg/H (2 > ) X% 100mg/H
A | kAR 12mgkg/B (v v 7)) IZHICHY T HE GEA) ofiE T
Ll b LT, 728, (KED 50kg & % 5B IC LT, @ A EIXEEICHE-SZ 600mg/H
EHZNE DI LT, ARBROKEHEIT 12mg/kg/ H XiX 600mg/H OWT MRV HREE L

72

FF A E OB | <T2M>

c BERO AT #EE O B RS ATERBLEMOBEIC LV fE SN AHERS

- HEFRRIC X DB LG

- MR, M LR, NI

12 HHLE

c NA BN A (f)E, IREEO OMARTR)

- KE, H#E&. BMI

<E B#HHE>

 FEVE HERIC S < AR CHBERICRE W T T a3 RESRSIC X 2HM 231 5729)
c R— 25 [ KT BRI D 28 A H7- Y OIS FIEREE O (LR
< RIEFEHI D 50% M X 75% L AR F—L— |

) AFloARENT 1 BREAEE. RAKROMAE 50kg L EO/NRIZIE 400mg, A 30kg Ll E 50kg KD
/NRIZIE 8mg/kg, RE 30kg A O/NRIZIX 12mg/kg TH D,

* : AMEASERIO 1 BNZIEESRICRIE B DTN 2~ 12720, FAS ORI SNz,

kk 0 TV I Fomy FHIIARMTIIAR I TV,



V. IBERICBET 5 HA

b) EEER

LEHOAOKEFHRE (SS)

AHER 30kg A 30~50kg i 50kg LA E
(n=137) (n=55) (n=45) (n=37)
PERI] Bk 73 (53.3) 27 (49.1) 24 (53.3) 22 (59.5)
(B (%)) | ik 64 (46.7) 28 (50.9) 21 (46.7) 15 (40.5)
HA 70 (51.1) 25 (45.5) 27 (60.0) 18 (48.6)
PN A 12 (8.8) 4 (7.3) 4 (8.9 4 (10.8)
B (%)) |77 A 49 (35.8) 24 (43.6) 12 (26.7) 13 (35.1)
Z O/ ifn. 6 (4.4) 2 (3.6) 2 (4.4) 2 (5.4)
Eln (k) @ | FEHE AT = 11.04%+3.79 7.57+2.24 12.15+2.56 14.83+£2.02
HE (cm) RS - 136 55 44 37
B R R A 139.64+21.75 | 118.62+11.76 | 145.15+10.00 | 164.35+10.39
HE (kg) B AR R S 39.5120.06 22.06+4.85 38.93+5.47 66.17+15.86
ko 136 55 44 37
BMI (kg/m?) B AR R A 18.94+4.57 15.55+1.99 18.61+2.50 24.38+4.10
a) AEBRERGRIF DT — 2 125,
BARALHO AO#HETENEFE (SS)
H A NEE[H 30kg AT 30~50kg ATl 50kg Ll -
(n=46) (n=23) (n=11) (n=12)
PR B 19 (41.3) 10 (43.5) 3 (27.3) 6 (50.0)
(B (%)) | Lotk 27 (58.7) 13 (56.5) 8 (72.7) 6 (50.0)
il (%) @ | FHE RS 11.11£4.08 7.86+2.41 13.02+2.60 15.59+1.67
HE (cm) EEIE YR 136.99+22.92 | 118.28+13.53 | 146.37=10.18 | 164.23+7.68
wE (kg P + R R 7= 35.90£18.65 | 21.47+5.43 35.74+5.09 63.72+17.79
BMI (kg/m?) | FEJEHIEHERAE 17.73+4.15 15.13%+1.64 16.67+1.54 23.69+2.97
a) ARBR BRI DT — 2 12 <,
2EHDEBHME (SS)
AHER 30kg A 30~50kg i 50kg LA E
(n=137) (n=55) (n=45) (n=37)
MR (4F) | FOE AR R 6.26+3.82 5.19+2.68 6.91+4.30 7.05+4.33
B FAT 137 (100) 55 (100) 45 (100) 37 (100)
%§,$%2E B 5 76 E 57 (41.6) 26 (47.3) 18 (40.0) 13 (35.1)
B (%) ) TEHEER 77 FEAF 107 (78.1) 43 (78.2) 35 (77.8) 29 (78.4)
ZIRVEERRACRIE 106 (77.4) 44 (80.0) 36 (80.0) 26 (70.3)
T ARRBROBEANCRI LT N TORELZERN LT,
BARAEHDOEERE (SS)
H A NS 30kg Al 30~50kg A 50kg ULk
(n=46) (n=23) (n=11) (n=12)
FOREIM (R) | PR AR R R 6.55+3.59 5.62+2.60 6.61£3.92 8.27+4.51
B #AE 46 (100) 23 (100) 11 (100) 12 (100)
g{%@gﬁ B4 FE A 27 (58.7) 16 (69.6) 7 (63.6) 4 (33.3)
B (%) ) TEHEER > HEAF 43 (93.5) 22 (95.7) 10 (90.9) 11 (91.7)
ZIRVEARAERIE 38 (82.6) 19 (82.6) 10 (90.9) 9 (75.0)

o AR OBBRANCRE LT X TORELER LT,




V. IBRICB 55HA

EEHADRTAMAEDERRKER (£aRMMBIRE) (SS)

4] 30kg Aifi 30~50kg A 50kg LA b
(n=137) (n=55) (n=45) (n=37)
BE (%)
BEHHTT A A SR D ERFIHK 1 Al 23 (16.8) 9 (16.4) 7 (15.6) 7 (18.9)
2 Al 66 (48.2) 25 (45.5) 22 (48.9) 19 (51.4)
3 Al 48 (35.0) 21 (38.2) 16 (35.6) 11 (29.7)
4 FILL E 0 0 0 0
1 FILL EOHCADASEZGH L CBE | 137 (100) 55 (100) 45 (100) 37 (100)
PEAHC A ASE
LRF T H A 56 (40.9) 16 (29.1) 18 (40.0) 22 (59.5)
2L R 40 (29.2) 17 (30.9) 15 (33.3) 8 (21.6)
FZERY X 32 (23.4) 17 (30.9) 9 (20.0) 6 (16.2)
BN 26 (19.0) 8 (14.5) 9 (20.0) 9 (24.3)
FES<— bk 25 (18.2) 10 (18.2) 11 (24.4) 4 (10.8)
T AR 24 (17.5) 11 (20.0) 6 (13.3) 7 (18.9)
VA=PA 2N 20 (14.6) 8 (14.5) 7 (15.6) 5 (13.5)
V=% R 19 (13.9) 9 (16.4) 4 (8.9 6 (16.2)
7z = hA A 12 (8.8) 4 (7.3) 3 (8.7) 5 (13.5)
7 aFERA 10 (7.3) 4 (7.3) 5 (11.1) 1 (2.7)
N7 4FIR 7 (5.1) 4 (7.3) 1 (2.2) 2 (5.4)
ZNNFT I 5 (3.6) 2 (3.6) 2 (4.4) 1 (2.7)
7 x ) Ve — LA 4 (2.9 2 (3.6) 1 (2.2) 1 (2.7)
= FFERA 3 (2.2 3 (5.5) 0 0
HRAR L F o 4 (2.9 2 (3.6) 1 (2.2) 1 (2.7)
ThRZUIFR 3 (2.2 2 (3.6) 1 (2.2) 0
EH NN 2 (1.5) 1 (1.8) 1 (2.2) 0
felbamate 2 (1.5) 0 2 (4.4) 0
ANTIEPILEPTICS @ 1 (0.7) 1 (1.8) 0 0
=L OAWA 1 (0.7) 0 1 (2.2) 0
07 Z¥ I FIL 1 (0.7) 1 (1.8) 0 0
tiagabine 1 (0.7) 0 1 (2.2) 0
BAbm U A 1 (0.7) 0 1 (2.2) 0
1 2RO A CTAMARIT, BRI L TR TANARRE L-, BREEK L
L COH TANATITERS Lz,

E2: T aBiANT A v ek, ST ait I Y va ST et U A Ergenyl chrono &Y
valpromide % &1,

HES: o= v8HNEZ T == My, Zo=r v F RV TA, = MY, RAT 2= AV, RAT
== hA 2F MU 7 LK Zentronal & &0,

Hd: 7=/ "\ EZ—ABFNET = ) NV EZ =L, T2 ) NV EZ—LF R DA AFALT =/ NLEH
—VROTY I RrEEie,

a) [ERNFCHE O H 781X Normesuximide



V. IBERICBET 5 HA

BAAEHADORTANAZEDOERRERE (£ARLMBAARE) (SS)

H AN 30kg Al 30~50kg A 50kg UL b
(n=46) (n=23) (n=11) (n=12)
% (%)

BEHHTT A A SR D ERFIHK 1 Al 0 0 0 0
2 Al 17 (37.0) 9 (39.1) 4 (36.4) 4 (33.3)
3 Al 29 (63.0) 14 (60.9) 7 (63.6) 8 (66.7)

4 FILL E 0 0 0 0

1 BILL LD CANAEE G L QB 46 (100) 23 (100) 11 (100) 12 (100)

PEAHC A ASE

W va=13 v 19 (41.3) 9 (39.1) 5 (45.5) 5 (41.7)
BN 15 (32.6) 6 (26.1) 3 (27.3) 6 (50.0)
FZERY X 14 (30.4) 9 (39.1) 3 (27.3) 2 (16.7)
LARF TR H L 12 (26.1) 5 (21.7) 2 (18.2) 5 (41.7)
V=% R 11 (23.9) 7 (30.4) 1 (9.1) 3 (25.0)
7 a R 10 (21.7) 4 (17.4) 5 (45.5) 1 (8.3)
= 10 (21.7) 4 (17.4) 3 (27.3) 3 (25.0)
7z = hA HRUA 7 (15.2) 3 (13.0) 1 (9.1) 3 (25.0)
N7 4FIR 6 (13.0) 4 (17.4) 1 (9.1) 1 (8.3)
T x ) Ve — LA 3 (6.5) 1 (4.3) 1 (9.1) 1 (8.3)
7 aFERA 3 (6.5) 1 (4.3) 1 (9.1) 1 (8.3)

=FFENRA 3 (6.5) 3 (13.0) 0 0

ZNNFT I 3 (6.5) 1 (4.3) 2 (18.2) 0
HIRR U F 2 (4.3) 1 (4.3) 0 1 (8.3)

07 Z¥ T 1 (2.2) 1 (4.3) 0 0

BAbm U A 1 (2.2) 0 1 (9.1) 0

ThRZUIFR 1 (2.2) 1 (4.3) 0 0
1 2RO A TAMARIT, BRI L TR TANARRE Lz, BRENEK L

L COHTADAEIEITIERI LT,

E2: T aBlANT A VT ek, ST et Y oA ST et U A Ergenyl chrono &Y
valpromide % &,

H3: 7x= A VAT T == v, Jo=b A F NI DA Zbh by, FATz=b AV, KA
== Mo F N U 7 LK Zentronal %510,

Fa: 7=/ VEX—)LHFNIT = )NV ER—)L, T /) N)VEX—)LF RN TA AF LTz )L EHR
—AROT Y I RoEEt,

c) ARERICE T HREM
i) BEER
B G-BIRR ZFE O DA EFRIT 135/137 fil (98.5%) Th o7z, (KEZ N—TRIOFBIRIL,
30kg il T 100%. 30~50kg AJiii T 95.6%. 50kg LA £ T 100% CTH -7,
i ) BI4EFA
BIWERIX 77137 5] (56.2%) IZ#8® BTz, KEZ/L—T7RHITIiL, 30kg Ajiti T 27 il (49.1%) .
30~50kg A0t T 29 % (64.4%). 50kg LA LT 21 #4] (56.8%) Th o7, b BDO LA
TERNZ, ZEWED E 0 28 ] (20.4%) TH YV WWTHIR 27 61 (19.7%) . #Hk 11 61 (8.0%) T
bolz, TNHORWERIZOWT, KEZA—TRIORREZLLTITR LT,
c FEMED EVOFRBIERIL, b0kg UL ETHRb®E < (35.1%) . KW T 30~50kg K (20.0%)
30kg Aiifi (10.9%) TH o7,
EHIROFEBLEIL, 30kg Al e O 30~50kg A (LI ZHL 27.3% Y 22.2%) D F5)8 50kg LA |
(5.4%) (X TEhoT,
IR ORBRIT, FERESNL—TTHRBEETH- - (5.4%~9.1%) ,



V. IBRICB 55HA

i) /EHIITE-BEESER
B b AT - 7oA EFFLIT 8/137 ] (5.8%) ([ZRD BTz, 2 BILL EICBO b7z b-Hikic
otﬁ%$%ﬁxﬁﬁﬁwiw3WJ@2%)\@@2ﬁJu5%)f&OKOWE7w~7%®%
BRIIFARE I/ N—TCRIRETH -7 (5.4%~6.7%) , FE#ED 2 filix 30kg Kiifi DAIZFRD 5
U, FEED Vo 3 filiE 30~50kg Alifi T 1 ffl, 50kg LA ET 2 flIZFE O b, EOMMOEE
HFIRIZBESTZHFEFLRIL. WTHDOKREZ LV—T7 T 1HOHRITRD b,
BehHHPIEICE ST FEFR 8D H 4 1k (FEED E WV 3 R OREITE) 1 144 1K RER
(EHhebnziang E&h, 14 G82) 1% TBEHY ) & ahiz,

v) EELREEER
BEESAFFRIT 33/137 #i (24.1%) IZRDO LI, KEIZ7V—TRIORBRL, 30kg Kl T
20.0% (11 ) . 30~50kg A5 T 28.9% (13 #) . 50kg UL =T 24.3% (9fI) Tholz, &b
%< RO DAV E BIK Y FEIL, MRREEE 23 #] (16.8%) THV ., kb Z RO LNIZHHFFS

. FERE 12 61 (8.8%) ThH o7,

E%&ﬁi%%@o% T e OV C A AVEFDIRIE DR BLRIL, 30kg Kl [ZE 4 7.3% (4 )
K3.6% (261) 1. 50kg LLE [ZNZi8.1% (341 K1UN0.0% (0f) 1 BREARETHY
30~50kg A [ZNZH 11.1% (B H) KO8.9% A fFl]) 1 NEd-oiz, FERIEZE L K OM# fik
1L, 30~50kg Riifi DA TRD HAL, FELRZINTNE 6.7% B Thol, ZDOMOEERE
FRERLORBFIIEL, FEES NV —T CHEE CTH T,
KRR TBEH D | T B bV L SNEEELRAEERFSZOL L 2HILLTT
FHL LTz, ZOWNTUL, KN 2 6, W, FH, (R, CANAFERIRIE, AARBGR K O
AN S 1B ChoTz, TNHIEFNWTNLELEPIEICEEST, H2RET—4 7 v A TRED
R IEEIE CTh o 72,

V) BRRREENE L
R OFERN D, 7ah I FEGICERT 2 B2 615 — B L7 IR EE /g — 2
FTA N DOELITRD N7z,

Vi) "L B2 LY A UDEE
WA BN A OFERNG, T ah I FEICERT 2 EE 2 b5 —B LI IR EE R
R=Z2 T4 U NEDEITFRD bR o T,

vi) RE. K. BMIOZE1L
R—=2 T A OFEIfEIL, RED 39.54kg, HED 139.67cm, BMI 73 18.94kg/m2 TH ¥ | (KEH
=T HITIE, RENEVIEE ZNSOMEIREN - T2, BEEREREOR—2F A b OFEZEL
BiL, RED 5.89kg, &S 6.80cm, BMI 7% 1.04kg/m2 T ¥ | (KE 7 /L— 7 BT, (KEN 4.43
~8.09kg. FE 3.81~8.55cm. BMI 78 0.60~1.69kg/m2 D&EPHNTH 7=, N HDR—RF
A b0 ERE NERTETRENDREOHFANTH -7, RE, HE, BMI CIIERNICE
BRNR—=Z T A b DOEGITRD bR T,

vii) DERDEE
DA%k (-3.48~-1.40 #1/43) . PR [#&E (6.09~8.97msec) . QRS fifE (2.69~4.67msec) .
QT ks (-2.06~7.90msec) . QTcB [#lFE (—=6.12~0.23msec) . QTcF [#lF (—4.69~2.94msec)
DEAERBERFDR—A T A 5 OB RTINS, KRB V—7CRERETH -7,



V. IBERICBET 5 HA

d) BB Y HERR AR

i)

N=R2TA D 28 HHT= Y OEZFAEREDO T RAEIT 17.68 BITH Y | KE 7 /L—T7 5 Tid 30kg
AR C 32.48 [A], 30~50kg Aiili T 16.80 [A], 50kg LA ET 8.00 B TH o7z, N—ATA NI T D
BAEKBERED 28 H &7 OE S HIEREOZE L EDO R IEIZ-4.78 TH Y, KEZ L—T7HITIX
30kg Kiiti T-8.84, 30~50kg Ajiti T—5.00, 50kg LA T—-2.68 TH o7z, N—AT A NTxT Dk
Friif o fe oo 70 HE D 28 H&H 72V O RIEEE O Z L EO P RAIEIT-5.12 THY . (KEHI L
— 7 RITIL 30kg A T-7.47, 30~50kg Aliti T-5.25, 50kg LA ET-4.40 TH -7z,
R—Z 54 VT HEBEBMD 28 Bhtf=-Y DS FERBDOELER
N—=Z T A KT D RIREIIR D 28 HH7- 0 OESFEAEEE DAL RIT, IR FELIR 04 51/
U CHERF SN2, RIGEHR OREEIZHEV, 28 BHH T2 0 O BIEREOELRIT LD K& <
7pole, WAREREOENFISARE S/ V—T TBBURFRREE TH o7,

R—R 34 T 2B EARD 28 BH1-Y DMIEEEBDEILE (FAS)

—— Ay FEAERISL R—=ZF A U NEDEFR (%)
S allc] I NS
B % 2 Fp g ff % 2 L
M
R—2F5 A 136 17.68 — —
VR R 136 10.56 136 -52.73
<13 # 136 10.15 136 —-43.04
>13~26 i 127 8.31 127 -61.54
>26~52 i 117 461 117 -63.88
>52~78 i 106 4.38 106 —-60.80
>78~104 95 3.29 95 -63.37
>104 43 7.72 43 —-67.59
30kg A
R—RF5 A 54 32.48 — —
VR R 54 18.26 54 -36.45
<13# 54 19.08 54 -37.36
>13~26 47 10.46 47 -59.34
>26~52 i 42 9.85 42 —-66.46
>52~178 i 35 8.91 35 -59.34
>78~104 32 8.00 32 -61.92
>104 20 10.73 20 -77.66
30~50kg il
R—2 5 45 16.80 — —
VR R 45 11.78 45 -50.53
<13# 45 11.08 45 -39.68
>13~26 43 9.56 43 -58.97
>26~52 i 41 3.85 41 —-60.76
>52~178 i 39 5.38 39 —-60.59
>78~104 # 36 3.43 36 -65.13
>104 H# 15 17.50 15 -60.71
50kg L F
R—2F5 1 37 8.00 — —
IR 37 2.33 37 -61.04
<13 37 2.77 37 —-64.29
>13~26 37 1.54 37 —-64.29
>26~52 i 34 2.58 34 -73.68
>52~78 32 3.23 32 -65.18
>78~104 27 2.00 27 -64.71
>104 # 8 3.00 8 —-74.32

T BIEREEICE T A R—=2 T4 0t ERA RNV AINAR=RT 42 (A7 U —=" R4 BEOREIERL)
FEORAT ) —=2 R LRS- HORTH £ TORIERFICES S BERZENSHE L,
a) BT, YR RIS RIET — 2 B o BEE,



V. IBRICB 55HA

i) ZAEHED 50% kY 75% L AR E—L—k
EVEEHIR O 50% L AR H— L — MME51.5% CTh - 7=, (KHE 7 /v —7 BTk, 30kg A T 44.4%.
30~50kg AJiii T 51.1% K N 50kg LA ET 62.2% TH Y, KENEL 25 10 EL oz, &21R
FEHI D T5% L AR Z— 1L — ML 34.6% Th-oT-, KEZ/L—7HITIX, 30kg A T 33.3%.
30~50kg AJii T 31.1% M ¥ 50kg LA T 40.5% TH Y . 30kg AKiiii & 30~50kg Al I 5T edalq]
FRETH o722, 50kg A I OKE 7 L — TR TED - T,

AEHBEO 50% R U 75% L AR A —L— k (FAS)

TR 50% L AR H— T5% L AR X —
M
VB 70/136 (51.5) 47/136 (34.6)
<13 60/136 (44.1) 35/136 (25.7)
>13~26 i 72/127 (56.7) 43/127 (33.9)
>926~52 i 76/117 (65.0) 47/117 (40.2)
>52~78 i 64/106 (60.4) 41/106 (38.7)
>78~104 62/95 (65.3) 40/95 (42.1)
>104 27/43 (62.8) 18/43 (41.9)
30kg At
ER(E3 I 24/54 (44.4) 18/54 (33.3)
<13# 21/54 (38.9) 11/54 (20.4)
>13~26 27/47 (57.4) 13/47 (27.7)
>26~52 i 28/42 (66.7) 17/42 (40.5)
>52~78 i 22/35 (62.9) 14/35 (40.0)
>78~104 20/32 (62.5) 14/32 (43.8)
>104 12/20 (60.0) 10/20 (50.0)
30~50kg AT
ERE i 23/45 (51.1) 14/45 (31.1)
<13 18/45 (40.0) 11/45 (24.4)
>13~26 i 24/43 (55.8) 13/43 (30.2)
>26~52 i 27/41 (65.9) 13/41 (31.7)
>52~78 i 21/39 (53.8) 14/39 (35.9)
>78~104 24/36 (66.7) 14/36 (38.9)
>104 10/15 (66.7) 4/15 (26.7)
50kg L F
gatiey Sl 23/37 (62.2) 15/37 (40.5)
<13# 21/37 (56.8) 13/37 (35.1)
>13~26# 21/37 (56.8) 17/37 (45.9)
>26~52 i 21/34 (61.8) 17/34 (50.0)
>52~78 i 21/32 (65.6) 13/32 (40.6)
>78~104 18/27 (66.7) 12/27 (44.4)
>104 @ 5/8 (62.5) 4/8 (50.0)

HL o BERBICET A=A T A4 0E, EA NI INAR—RT A2 (AF Y —=2 TR 4 B OFER
) KA ) —=2 ZHD HAIEES- A ORTA £ TORMERAKICE S BEREN SR L,

2 %Ik, ZYHM O TRER VAR AT — X2 2/ HEER AR E L CEE L,

H3:50% L AR H—1L— KN TE% L AR F—L— ML, _—RT A KT D ETEEII O B
D 28 HH 7= O FAEEE O N, TN 50%LL EX D 75% L EOBFEDOEIE L Lz,

T—X Ty AT 2017411 A (58 2 [ REHE)



V. IBERICBET 5 HA

@ ER#RFE MERARKIREHR (BARWNMRE) (EP0012 FHER) 7

a) BRI E
E] B | iE= ha— AR BENTWRWIREMAREIEEZ AT 5 CADABREERIGIC, JFREEE L
TTaH I FeRAaks Lo et a4 5t 5,
pa S| JefT U O L2 EB L RS IARRER (SP0982 i) M oBITLIZREa Y hu—AnEbh
TWARWRERRFEIEELET 5 4 EO TANABRE
BERBIEL - 240 B (SHELA 203 B, HAN 37 4i)
LRVEMRAT R GAER (SS) @ 239 il (AMEIA 202 5, HAA 37 1)
RO GEM (FAS) : 238 411 (4MEA 201 1, AAAN 37 #i)
% 5 J7 ik | Rk 53R
-4 1H 2R K12 FEOMRLZZET TRAOKRE LT,
O (vmy 7)) * TR U7 BE L, IWRETERMOHBNC L 0 EACEE S5 2 & &20]
REL L7,
%5 1 [BRBERHC LU T O B CIRBREE D% 5.2 Btk L 7=,
SP0982 b & 52 T Lo -
- {RTE 30kg AT/ NEHEE © 10mg/keg/H
- {KH 30kg L F 50kg A0/ NEBE - 8me/kg/H
- KT 50kg L ED/NE RO RS © 400mg/ H
SP0982 % ~—2 T 1 itk Lo BE
« {RTE 50kg AN D/ NTESE - 2melke/ H
« IR 50kg UL EO/NE RO RS © 100mg/ H
BABEOREREERUREEREE
FIFE () kRS & Eh &
iR (e v 7)) (50kg A D/NRLBE) 4mglkg/ H 12mg/kg/ H
FE#l (50kg LA ED/NEEE) 200mg/ H 600mg/ H
BER (BB 200mg/ H 800mg/ H
FEAMOIE OB | <REM>
[EEFEMEA ]
< BEROVUINHEE O B EARE AXRREEEMOBERIC LV ESNTAEEFS
« HEHLIT XS L)
< JREIM D 28 HH72 D OKRMBIER NI A7 v =—3/ERBL B80S Prospective “N— A F A
AR & LEi LT 25% LA T, 25%8 50%LL T, 50%48 T5% LA T KON T5%EBIEM L i B&F OFIE&
TR T A B AERL 2 R 8L L T ;B O E A
<HHE>
(Bl mIE A ]
+ Combined ~— X 7 A H[#] (SP0982 kD Historical ~— A 7 A » Hfi] & Prospective
— AT A WM A DRI T 2RO 28 A& OFMEMARIFEIERE K OZE(

) AROAR SN EL ORI TR - @H, RAIZIEZ a3 I FELT1 A 100mg XY &5 2MMHm L.

D% 18
#HI 5,

HELL EOMIREZ &1 THERE L, MR HEE 1 B 200mg & 3525, Wihbh 1 H 2B TRA

728, ERIZE Y 1 H 400mg %8 2 72\ O EPH Tl BT 203, WERIE 1AM EoMEE H it

T1HMAZEELT100mg LFT21T9 2 &,

AN EE, 4B Eo/NRIZIE T 3 RELTL H 2mglkg LV EGEBMA L. 20% 1 HEBELL ORI
ZHU T HHES LT 2meke o8 L, #EFFHELZIAE 30kg RiFO/NRIZIZ 1 B 6mg/kg. K&E 30kg
L E 50kg A o/NRIZIZ 1T B 4mglkg & 775, WInuh 1 B 2EICT TRAKE T2, b, fERICELY
IRTE 30kg R O/NRIZIZ 1 H 12me/kg, KHE 30kg UL E 50kg RO /MNRIZIE 1 H 8Smglkg % 8 X 72\ #ibH
T EEET 528, #HEE 1 EBU EoREZHIT 1L AAZEE LT 2mgkg LFT217H 2 &, 2720, 1K
& 50kg LA EO/NRETIE, BALRIUHE - HEEZHVWDZ L, | ThD,

% Zat I Fumy TANIAR TR ST,



V. BEICEET5TEAE

b) EEER
AORETFHIEE (SS)

2N
4~12 AT |12~ 18 FEA|18~65 AT 65 bl bk a7
(n=16) (n=36) (n=186) (n=1) (n=239)
el Bk 8 (50.0) 11 (30.6) 86 (46.2) 0 105 (43.9)
B (%) ) | &tk 8 (50.0) 25 (69.4) | 100 (53.8) 1 (100) | 134 (56.1)
PN 13 (81.3) 21 (58.3) | 143 (76.9) 1 (100) | 178 (74.5)
2HA 0 1 (2.8 3 (1.6) 0 4 (1.7)
N TIOT A 3 (18.8) 13 (36.1) 32 (17.2) 0 48 (20.1)
B (%) ) |7 AV DIAER 0 0 1 (0.5) 0 1 (0.4)
T I AR
Z ORI 0 1 (2.8 7 (3.8 0 8 (3.3
i (%) B AR S | 8.62.5 15.8+2.0 31.7+11.0 66.0 27.9+12.6
KE (kg) SEEY M+ FEYERZE | 33.69+12.48(63.20+14.62(76.80+19.84 96.90 71.95+21.87
BM (Ikg/m?) SEYAE R HEE S | 18.06138.81 | 28.12+4.27 | 26.766.22 35.59 95.67+6.29
IR (4R) SESE RS | 3.42+2.14 | 4.98+4.41 |17.83+12.23 74 15.11+12.60
FIEFEN (%) | PMEEIENERZE | 5.53+3.44 | 11.04+4.28 | 14.08+6.20 5.00 13.01+6.24
WEIZERLEZ |0HAl 7 (43.8) 18 (50.0) | 113 (60.8) 1 (100) | 139 (58.2)
PFCADAIED | 1~3Hl 9 (56.3) 17 (47.2) 54 (29.0) 0 80 (33.5)
A 4~6 #l 0 1 (2.8 17 (9.1) 0 18 (7.5)
B (%) ) |7HILILE 0 0 2 (1.1) 0 2 (0.8)
P 0 1 (6.3) 0 3 (1.6) 0 4 (1.7)
%ﬁiﬁ%/ﬁg@ 171 8 (50.0) | 18 (50.0) | 54 (29.0) 0 80 (33.5)
[Lﬁffﬂ%%é%u%z 2 7l 6 (37.5) | 13 (36.1) | 94 (50.5) 1 (100) | 114 (47.7)
W% (%) ) 3 Al 1 (6.3 5 (13.9) | 35 (18.8) 0 41 (17.2)
° 4 %I 0 0 0 0 0
e 0 A 1 (6.3) 0 0 0 1 (0.4)
;t;iﬁjiﬁéﬁ}@@ 151 8 (50.0) | 16 (44.4) | 57 (30.6) 0 81 (33.9)
A{ﬁ?ﬂ%ﬁéﬁuzﬁ 2 % 6 (375 | 14 (389 | 97 (52.2) 1 (100) | 118 (49.4)
(B (%) ) 3 #l 1 (6.3 6 (16.7) | 31 (16.7) 0 38 (15.9)
? 4 % 0 0 1 (0.5) 0 1 (0.4)
BREIKR
SO FHORKRESE., REKREE. THREEDHST (BRARUV/NMNRE (IKE 50kg L L) )
. NG
A .
_ (f&H 50kg LA 1)
(n=195) (n=26)
Bl (%)
1 &5 & KGR | REEREER PHEER | RREER b5 & LAY NIESEAEES s
. 43 30 8 4 7 2
200me/ HELF (22.1) (15.4) (4.1) (15.4) (26.9) (7.7)
200mg/ F #8 26 26 34 8 3 6
300mg/ H LLF (13.3) (13.3) (17.4) (30.8) (11.5) (23.1)
300mg/ F i 100 116 116 12 13 15
400mg/HLLF (51.3) (59.5) (59.5) (46.2) (50.0) (57.7)
400mg/ H #8 19 18 33 2 3 3
600mg/H LR (9.7 (9.2) (16.9) (7.7) (11.5) (11.5)
600mg/ H 4R 6 4 3 0 0 0
800mg/ H LLF (3.1) (2.1) (1.5)
800mg/ H #2 0 0 0 0 0 0
1 1 1
A (0.5) (0.5) (0.5) 0 0 0




V. IBERICBET 5 HA

a9 3 FHORREKREE. RERSE

. FHEREENSH (IKE 50kg RGN /MR

NS

AN

(1K 30kg LA I 50kg i) (K E 30kg Aii)
(n=12) (n=6)
Bl (%)

1 AfRE& R L E R Ry RAAES N FofsHt b ARG & R

. 1 1 1 1 1
4mg/kg/H LT (8.3) (8.3) 0 (16.7) (16.7) (16.7)
4mg/kg/ A 8 2 0 1 0 2 0
6mg/kg/ A LLF (16.7) (8.3) (33.3)
6me/ke/ H i 3 4 7 0 0 1
Smg/ke/ A LLF (25.0) (33.3) (58.3) (16.7)
8mg/kg/ F 4 5 6 4 5 3 4
10mg/kg/ B LA F (41.7) (50.0) (33.3) (83.3) (50.0) (66.7)
10mg/kg/ H 1 1
12meg/ke/ A UL T (8.3) (8.3) 0 0 0 0
12mg/kg/ H & 0 0 0 0 0 0

c) ARERICE(THREM (EEFHER)

i) BEER

TR G BRI A EEL 197/239 ] (82.4%) IZRBO LTz, 1FE A EOAEEFROEEE
TR (72.8%) XUEHEEE (45.6%) T, mEOAEFFZOIREIHRIT 10.9% (26 ) ThH-o7-,
T A EEGITIRNFSR 47 B (19.7%) T, KW THIRE 44 6 (18.4%) K OVEEED F > 35
(14.6%) Thoiz,

i) BEFRICK HBERHIEH

7 3% I FOKRGPILICEST2AEFEFRZIL, 10§ (4.2%) ([ZFE8O LNz, 2 FILLEOEREITHEIR L
BRI G PILICE T AEFEFRZIT, REKOIA 7 n—X AETANAS 24 (0.8%) Th-oT-,

i) B4 B

RIVERZ 83/239 i (34.7%) 3B Haviz, EZRFENWEMRITEFEEIMED 126 f (10.9%) . R 14
B (5.9%) | [EHEMED F VR OHELE 9B (8.8%) Thoiz,

iv) ABRBBICE T A RERERV I AV O —HEXBAHN EN L -HBREODE
Prospective ~X—2 7 A VHAMII xS 21RO 28 H & 720 ORIMBIER NI A7 1 =—%{E
FEHLH BN BO%IHE L= BE 1L, ZNEh 1/92 61 (1.1%) KON 4/92 5l (4.3%) Th-o71-,

V) AERHERICH - ARERERE L BREDIE
Combined ~—Z F A U #i[#], X% Combined ~— & F A > AR K ONVEFEBIR 12 KA FEMER N
F 7 v =—FAEE B LT BEIT, 250 B (20.9%) K48 i (20.1%) Th-o7-, 7z,
FEVEIE X% Combined ~— A 7 A U HIRIZ KARFEVER OV A7 v = —FAEZ BT, 1R

=—FAEER R LB F e 341 (1.8%) KO 4 61 (1.7%)

(T IR RAFEIER O A7 1
Thole, 7ok, BIFFEXIT Combined X— A 7 A VHIIZKMIIEL NI A7 0

—JEAEE T

B9, BEMET O REBEER PRI A7 o =—RIEEZRIA L ho T2 BEIL, T 147 4
(61.5%) KN 145 Hi (60.7%) ThoT-,



V. IBRICB 55HA

d) BIREMBEIEE (AhEICEET HERRRR)

i ) Combined R—X 54 VHIIC T HAERLAMOD 28 BH1- Y OREMARERBDOELE
Combined ~X— A 7 A HARNC R 2 1AM 0 28 A H 7=V OFRE RS REIERE D ELR O i
fHI%, —88.52% Ch - 7=, LA FIZx LA HIMoORERE THOLEHM O Combined ~X— A F A > #j
T 2RI O 28 H &7z ) OFREMAFEIERE DO ZALRO P RAEILFRFRE TH D | 169
MoESICEbLLY, —HLTED L (0~223 : —88.20%. 0~46 # : —86.32%. 0~94 i :
—-89.45%) . &M TIL, 94 HiEB~142 WD EFF1E 100 #IT, Combined ~— R 7 A L HiRIIZ x5
IR O 28 H & 72V OREMARIEREOE RO P RAEIL, —93.50% Th -7,

T By AT 201948 A (5 2 I REHE)

(5)EBHE - FRAERIER
BUERR L
(6):A A=
1) EARERE (—REARERAE. FEEARERE. FRABELERE) | HERTERT —2I~A—XA
. RERFTRERAZBRONE
O— e FARERE
a) MO RIEICHHT 2 HAL ROPHHREE (BALOVNE) ()
BLER e OME A FERE T2 508N PR ERBEFLOFARN AR L, AR OH & 0 RF
Mt 2 & & bic, AREOEREAFT D,
b) FREARFIE (AR OVNR) (T &)
R et O IEE T3 50N PR ER S EG ORARIOMIR, 3 L OEIEL #RT 5,
2) RBEHLELTERFEONBERITERL-AZ - HBROME
Y L2
(7)% Dt
BMERR L



VI, Hoh BRI R DI H

VI. BHEE(ICEHY HER

1. EBEMICEES B LA LEME
LAFTEH L, FERIFL, FNETv—h, HARUFL JasFL Y=HI R, Zx=hfr, A0
ZACT P RENVRZNY O Ve e v
B MO b B LA MOMRE LRSI, RN X EE BB 5 &,

2. IR
(1) FIEREE - {EFRRERS

NatF ¥ R/, BUERAEIE L & RERRATEMAL D 2 FIHD A 7 = X L THIFE S LT D 1409, FEIRIRARTE
MAEIE, TADAD I ICFRT =2 —n U OWRFEILRBEEICL - TEBIY, —a—a v OBEMEZFHE L T
VN2 15,16)
Zat I ML, kD Na Fy L7 my — L3RR 587 2K D NatTF v 2L ORI AL 4 3
PRI S5 2 & T RHHET & 2 NavF v S L OFIA 2D S, =2 — 1 > OlRIZRIE £ 55
LEZ LN TS L1510
% ¢ LD Na T FAT 0 o A — XA R RIS b OEI LR S L B2 bR TS,

SaY 3 FOERKERE 19
CREERED =2 —OVICH T BBHIKEME Na*F v RILIZHT 24EH)

Nk
-

EEDONaF vV
JOvAa—

SIEEAE ML BIREAE
(Fast inactivation) (Slow inactivation)
HIUBLIAD HRXFZENUALED

TEHHE TEHE

<EBEE>BAEMKZE FELARER MMEAR o *— K%



VL

NS PRIC BT A IEE

<BES>BUERAEMENa'F Yy RILIZE T 20 FLANILOFERILERF
TAPAIRITD=a—u OB MET, HHEETED NatF ¥ XL OEGICE s TiRESh D, I VB
LI TARTEMEAL2NE C 5 RO 2 ROSIZ A~ T BB T2 L E TRIEMALAE C DR R BUSDIE D 23
ATEMEAE & OREHEICEF 2 20025 Z L v, FIHFREZR NatF v RADOEIGRRDT 5, T DT OfERT:
ANEMALOEEIX, NatF v RV ORMFAATREMEAZIE T SEL 2 LICED, =a—n U OBREBEAKT &
% 1417

1) BAIKREM NaF v RILISHST B4R (invitro)
@ Na*F ¥ RILOBHRLEFFHEEICHT 55343 FOER (in vitro)
~ 7 AR AEMN N1E-115 Z W T, A=k Ry F 7 5 0 FIEIC L D NarF v RV OFER
R RNIEME ISR DERICOWTRE L7z 24, 7 2% 3 RN 32umol/L 12 £ 0 A E T2 W RGN
{LARAED NarF v 1L 3N (BEHE(L B — 2 Ina Z20870) L7z, 100umol/L Ti%, 10 B DMt /3 L
A%, Ina XA D L, 320umol/L TIE, Ina AHEITED L, 7 39 2 NIRERAFIZ NatTF v %
VIZEB T DR 72 NEMH L 2 (et S 7,

Y I PO Na"F v RILOBRRGRFRLISHT HEEEA

AER]
P2
P1

549 32R32umol/L S343K100 ¢ mol/L 54 =2K3204mol/L
—10mV
; 10/30s R/ nA|
mE % m ; 2ms
—80mV
1.0 7
0.8
i
g
it 0.6 |
T
7 04
INa FKoK
029 O SaYIFNBERIDERTP2/PI
—o— SO IR NER DEREEP2/PI
OO - T T T T T T T T T T T T T T T T T T 1
10 100 1000
SaYIREE (umol/L)

P1: BB/ NLRBIOE—IER. P2: B/ LR EBOE—IER
EEE—Y1n:P2/P1

( )N =R

ns:not significant

SEHEHIZHERE

%% p<0.01, *%* p<0.001(Kruskal Wallist&5E)



VI, Hoh BRI R DI H

@ Na*F ¥ RILOBREFFHERUVREEEN SOEEREIZRIFTSIY I FOFEE (invitro) V
~ 7 AR IENEAD N1E-115 2 AWV TT 2% I RO NatF v RVOFERI RNIEHAIZ KIFE T B K O
RIEPEALRBED & O EEEE IS5 5 BB OV TR LTz, R AL & RS, EFIRETO
Na+F ¥ RV ORI ARTEMAL D 7' 1 2 A IEEN KT T D, NEEILELL AR O[A] )7L Boltzmann
DOREWEL T To 7o, 2 ba— LR TIZBIT 2BIRBEARIEHENRERTH o272, Fx FL
DERFIFAED 50% % 7~ RIGEHEALEIL (Vso) 135 64mV & HEE Sz,
ZOFER, T aH 3 NiE, 32umol/L & O 100 umol/L THEMR 2 ARTEMALBALMIAR 2 & SIS BLsr Mfil~72
FERFHICY 7 hEEE (KA . 72343 R 100umol/L iZH1F % Vsold—57mV Th -7z,
Tz, NEMHAED D ORERRICRT2 7 a2 I NOEEE | REFEM —80mV 2B\ T, 10 BdH D
VWME 30 BPRE. —20mV F TR S A5 T CRET Lm, BB, 1.5 BRIO SR RIETE
fboEEHIMZ B\ -1%, 2 BB T, —10mV £T20 I VPO VA ZHZ | ©—7ERO FL—
AZfRNTE 5 2 LT X 0 BIERERE 2 HIE LT,
ZDORER, BRI ARNIECT ¥ VB EHET 5 E TORRILT 29 I FIEFETTIES598, IR
100mol/L fFIE FTIL 6.7 TH Y . 724 RIZBomorEICE L 53, BR2RE LT ¥ 20
1835 £ CORMICEEL 52 eh o7z (KB) ,

J3Y 2 FOBRRGFEFRHEBLBRICHT HER (A) RUOFFRHENSDRERFEA~DZE (B)

A

10 - BEH

0.9 - —10 mV 5s
’g 08 1s
P o7
£ —120 mV
,} 0.6 - -
Tu 05 4 O B 5 ZaHIF100uM

== 53Y3F32umol/L
047 _@ S53#3K100umol/L
0.3 1 nA
—140 —120 —100 —80 —60 —40 —20 (mV) 1 ms
ST ER
B
‘5

104 PHEEAT=585+05%
= ’ 10s
# O —20 mV
£ o8 wgg
T —80 mV 1.5s
I’i 06 4 T0S5aYIR=6.7120.3%) (ns) S3YSF100uM

1 nA
0.4 - V n
T T T T T TTTT 1 1 ms
0 10 100 (s)
[El 5 R

ns:not significant

THfE+ R



VI, S E B4 D IH H

@ Na*F ¥ RILDBRERFHENSA—FII/MT 55393 FOER (in vitro) 19
Na*F ¥ XV ORI ARTEMACIZX T2 T 23 I ROERHIZOWT, NatF v XV EER A H T 58E
FOFT M IV A~EBE Y Z==b A, FEMNIFL, V=¥ I K) KISPM6953 (7
W RO SSHEFRRMER) LR Lz, 7 2% FEE0 T X TOEAOREE T 100umol/L & L.
~ 7 2RI N1E-115 2 W T, A=At ARy F 7 5 FEICT, BREARIEME LR 5
A =2 L LT, Vso. SERZARNIGEVEACHIARO A & OREHE(L ©— 2 Ina B RER LT
BREFEAE R CIE, BRI ARG D Vo DZLE (AVs) 2SAFREEX—8+ETmV TH
STDITR L, 728 I FEETIE—33E£TmV & AERiBSE~D > 7 RiH b (p<0.0001 [
Pl AR 2] WHRREIC K Dt RE) .

Y32 PO Na'F v RILOERGRFRILEICHT HER

(/e LS (/1mes) SOYSRE
10 . 10 ws..... - =
S8 g,
0.9 R 09 ii
---------------------- %) R R i
0.8 1 . .. 08 H
A 0.7 - ﬂ:o 0.7 4
- ; E
| 0.6 ; [ 0.6
Ive 05 v 5
041 e ST 041 - R
{-=- A% (DMSO 0.1%) ! e Soysp
031 ; 0.3 ;
—120  —80  —40 0 40 —120  —80  —40 0 40
i (mV) B (mV)
FEERERE

7 24 3 R CIREHERBA AT CORMA T 20 NatF v RANERBK L BRATIEELT © 1
R R R AR A TR PE(L RO R 2 BUE S 70 o T,

S

Na*F ¥ RILDBBRETREMELE (AVso REM) 126355343 K,
MO TANAZERY SPM6953 D4R

(mV)

kK%

[ B8 #¥ (DMSO 0.1%)
W S>aY3K

SPM6953

B HILNTEEY

N Jz=hkq>

Y =¥3K

H x{EE# (DMSO 0.2%)
B SEMFY

20 -

FHERERE
*%p<0.005, ***p<0.0005 (AEIREIZL D tIRTE)



VI, Hoh BRI R DI H

5393 K. ORTADAERY SPME953 D Na*F v #LIZHT 3
BRETEL 5 A—5

BilE | AVso (mV) Aslope
*TRERE (DMSO 0.1%) 6 —8+7 —2+2
Z a4 3 K 100umol/L 6 — 337 —1+3
SPM6953 100umol/L 7 —11+£6 —3%5
H3<E L 100umol/L 6 —3+6 —6+£3
7 == kA > 100umol/L 6 —4+5 —6*3
Y =% 3 K 100umol/L 6 —4+6 1+4
xfHE#EE (DMSO 0.2%) 6 —5+7 —5+1
Z%E h U 100umol/L 7 74" —10£2%*

FE AR ER A, SPM6953 : T 24 X Fod St Rk

Vso : Il KFIHAE D 50% &~ RIEMEL BN
AVso @ R SUT IR 5% O Vso—HE5-HTD Vao
Aslope : FEHR 72 RIEMEAL H#R O A Fd

*% p<0.005, *%*%* p<0.0005 (MHMREIZLD tRE)

(2Q)EME R 1T HHERBHR
1) TAMAREICHT HER

@ RBHEZT Y R O TREICHT HER (XUR) 19

K~ 2 (C57TBL6J., & 9~10 ) Z AV, BRI CRPMZIOBREM 2 2 A A, 10 H HOEITE
Wi, MREMmEZ T L CELANE (FM VA 250pA, 1 2 VR, 50Hz, 1 #H) 2k x> KV
VIO EFRSE, TaV I RO~y AREX Y R O RIEICHT A ERZRE Lz, BIEAaT

(Racine A7 —/V) 5 OFIEN DI &b 5 MIEFHRIETHZ LIV F U R U U5Eke L, 72
P R0 3, 10, 15 L 20mglkg & IEPENE G- L, 30 4314 IC[A— DO BESANKIC L 0 FBLT 2 FEL B

=17,

TURMEAZENE (=T 23 OFIG) (LT, 7 aY I R 20mgkg TIEAEREHE (70%) HAH5

iz (KA .

HIEA a7 OFRfEILT 2 I 8 3mgkg MO ARIIKT L7enn, HEEEEITA LR oT (K
B) . 7293 K 20mgkg B5TORIEAaTIE, BHRIO 505 1 £ THLLRBDEZRLT,
RGP R DWW TIE T =29 X R 10mg/kg UL BT, ABEIKTFH THERREMN A Bz (X C) ,



VI, S E B4 D IH H

REX VR VIIDRICETS5aYI FORENSTA—2IZHT SR

A (%)

100 W &5
. 80 O #%5#%
i 60
3
#* 40 *

: |

O T T T T

3 10 15 20 (mg/kg, ip, —30%)
BEE
B
g ° « . W E5HE
Q 4 O #%51#%
%
= 3
o
2
3 *
B, ||
3 10 15 20 (mg/kg, ip, —30%3)
BEE
c ()
45

L5 W5
g 3 . mE
i 30 * N
& 2
o 2
% 15
10
Al 5
0 T T T T
3 10 15 20 (mg/kg, ip, —30%)
5=
EHEHIFERE
* p<0.05 (5 FMEZE*THR)
A 22 F4E (Fisher sIEETERIRTE)
B: H{E X7 (Racine X4 — L) (WilcoxonFf & {1+ E B LR E )
C: &R ST REFRE (R E)



VI, Hoh BRI R DI H

Q@ BEXURYDTRECHTEHER (Tv k) 20

HEZ » &~ (Sprague-Dawley : SD, #&#f 7~8 f5) Z FHu . YRS MDA E AR 2l 2 A, 118
M OEIE LI, WM EmEZ T L C 6 BRI 30 4 REIFE THll% (TAH/ LA 2000A, 1 2 Y 5D,
50Hz, 10 ~FL A 1 H12[E) 52 L%, 1 HBZIZ5 HRE (460 ) i L. Racine
R/r—)L Stageb DX NV 7T v NEAER LTz, EXIHA 1EMFBIL%Z 2 I8 (7, 13, 19
JOf 25mglkg) & HRIAGENTEG- L. FBIEA 27 (Racine A7 —/L) KOS FHgER M AR & L
TEDOERAZFTM LIz, WEX RY 27Ty M+ 57 24 3 R 25mglkg O HEIREREPE 512 &
HERZBEFOR CANAEO R KA E (7 == b1 > 150mglkg, 7/ 3~E L 50mglkg, /3L
7af 250mg/kg LR N A7 X R 250mglkg) [ZHBITAEH EBRE L2 A, a3 R
FEA T OKRT (5225 3LLF) fEA® EDsol% 13.5mglkg Th o7z, 72V I KD 25mglkeg 13,
Stage 5 DFEAEIT L2 ARHY T I Rl e 22 J] BRIl L7z,

BEXFOFIVITSY MIBETEIIY I FORITLNAER

I B i RiEA2T 9 EDso R (F)
(mg/kg) ARE D E R S (mg/kg) A4 + HE 78 5%)
7 4,4,5,5,0,4,5,4 3.9 64.5+4.5
13 4,4,4,0,1,4,5,0 2.7 135 34.6+8.3%
15 45[H b)
19 0,0,1,0,5,0,1 1.0% (9.11~17.8) 13.4+10.1%
25 0,1,0,0,4,0,1,0 0.8* 11.0+10.2*

a) Racine A7 —/v
Stage 1 : AL UEHOENME
Stage 2 : Stage 1 DR + SHEHIT W ILA
Stage 3 : Stage 2 DIEIR + R DFAMT W ILA
Stage 4 : Stage 3 DIEIR 4+ H L3 Y
Stage 5 : Stage 4 OAEIK + HA(H
b) 95% = HHIX[H]
EDso : 50% 0 RH &
*p<0.05, &EHMEEHEL THE
(FE1EA 27 : Mann-Whitney ® U K€, %I EHFRN : Student O t HRE)



VL

NS PRIC BT A IEE

7 a% X K 26mglkg TIIEE T NV 7Ty MIBT 2BBEHFHHIRH OB ot TAs i
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|
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O AILNTEEY
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s TRRYVER
o EMks
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-~ 73k
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# 0= /\L7O8
60 - “fes TRRYVER
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B 40
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o EUESs
—100 ' 6 ' 160 ' 260 ' 360 ' 460 (%)

B

2) TALAREICHT HER (Sv k) 2

7 >~ & (Wistar, &8 9~10 ) Z M, A RRHAILECSMAEL R 2 5A A 72 BB B A > L CER
FF U7, BERTIE 50uA KV BAMA L, BIKOE I ITHM 20% 7o, 1 R TR &b 3B DO%KI
RPRFEHRINDETHB LI, TLF 0 N 7 HBEHEE (ADT) 2E S - B L0 EEE (EBAaE
) . 7R3, 10 KO 30mg/kg/H A 1 H 1[5, I 5 E, 22~23 AW, EEAEL L, &&5
H o544 30 4712 1 [, Rk A2 BRI CRA T SV A | B RO IO ADT X 0 Bas LK 20%
O, 1 I VR, 50Hz, 1B/, BIZ5E) ICXB%IEA2T (Racine A7 —/b) K UOME TR S ERE R
IS DWW TR L 7=,

TarIROTy Mk R U 7RIS T OEHZBEI LI 2A, F R U 7 ERBIR S,

7 2t I RO 3mgke/H TIEEHIZA BN >7- (BMA, D) ., 7=2H% I R 10mgkg/H TiEF o RV~

7 OHER (FEIEA 27 R ORI R (2 286 EHR A6 (K B, E) | v FU 7 A%
(BIYEA =T 5) [ZiET 5 FE TOFEHRLIEIED 90% BN L7z, 7 2% I N 30mgkg/H Tidsx> KV
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VI. RHBEICET SEE

1. M REDHRE
(NaELEMGLPRE
MR L
(QERREBR THRE SN -MbRE
1) BERA 9
HARNFERERR AZ T 29 3 R 200mg % 30 47 X% 60 /A sk 5 U3k n s Lz &, 92
B3 ROMSBEPREHRS K OEDENRE T XA —Z IZLTO LY Thote, MOFLLGREE I L T, A
FAIRN 158D AUCot TN Conax [ZFRIRREE T o 72, 7286, 7 2 I REEDHEINA AT XA T Y T ¢
IXIEIE 100% TH -7,
Z3H 3 F200mg Z#H[ET 30 S REEHRAES XL

BOREROMEBEHREHERE
(ug/mL) (B8 05 % S HIR)

10 (ug/mL) oo 504 3 KD REMIRAIES
10 000 534 3 KEO#ES
9 m 9
5% 8-
8 Dg 74
36
I 7 A # 51
" I 4
T 61 K 3
4 i 2
5 5 EE
2 0-
o4 00 05 1.0 15 20 25 30 35 40(h)
g 5 1R
= 3 -

T T
0 8 16 24 32 40 48 56 64 72(h)
1R G RE ]



VI HPEhie B4 5 H H

3% 3 K 200mg ZE[ET 60 2 REFEIRNER S XL

BO®RSROMTERREHER
(ug/ml)  (BETTH{E 05 % (ERRR)

10 (ug/mL) o0 514 3 K0S SR RNES
10 oo 7O 3 KOS
9 - 90
T % 8- &
8 - :; 7
6_
m 7 4:; 51
i 3 4
F 6 K 3
B4 B 27
ﬁ 5 - B 1
S 0
E 45 00 05 1.0 15 20 25 30 35 4.0(h)
}’;E; 5 %R
= 344
)
o |1
1 -
0 -
T T T T T T T T T 1
0 8 16 24 32 40 48 5 64 72(h)
S %R
HEEEHOENEHE/ NS A—4
I ENRE R T A — X 30 4yl A A 60 4y i A iR o&s
Bl 23 24 24
AUCo+ (ug - h/mL) 110 [15.6] 111 [16.2] 106 [15.7]
Cmax (ug/mL) 8.47 [25.3] 7.99 [16.7] 7.60 [28.6]
tons (B 0.5167 1.000 0.7500
max (0.500 — 8.00) (1.00 — 1.27) (0.233 — 2.98)
tue (h) 12.1 [16.6] 12.3 [18.4] 12.3 [15.8]

BATEEE [CV (%) ]\ tmax (ZHYAE (FEPH)
AUCo-+t : BT B FE TOMAEF R E-REM AR TR, Cmax : A MBE IR | tmax @ e M7 A0 J0 BE BE 0 1
te AR OIE -

N o e Befn L D L
S R R 90% (A ]
30 4y iR AUCo- 1.037 1.010, 1.064
& 085 Crnax 1.110 1.019, 1.209
60 SR ERE, AUCo-+¢ 1.043 1.017, 1.070
‘O Crmax 1.052 0.967, 1.145

) AFNOAREINT-HIELOCHER HEE, AKX a I FELTL H100mg KV EEEZBBAL, T0% 18
MU EORE & CTHEE L, #HEFHESLZ 1 H 200mg 2952, WInd 1 H 2B TROKEET 5, 72
B ERICED 1 H 400mg 82 7 WHPH CHE BT 22, #ET 1 EMD EoMBEEH T T HHEE L
T100mg ATT2IT5 2 &, | THD,

2) CYP2C19 Bz FERAIMFEDREE EOFIHITIRBEE (BRARUHNBEAT—R) 2
H AN K O E R A B 1E4 18 B2, CYP2C19 s 7RI IS < AREHREEIC L v | 2ulEae s
(UM : CYP2C19*1/*17) 1 %, @fiaes (EM: CYP2C19*1/*1) 17 4, FEft#HHES (IM: CYP2C19
*1/*2, CYP2C19*1/*3) 10 i, K OMEAHEHES (PM : CYP2C19*2/*2, CYP2C19%2/*3) 8 Bz /0% L
oo ZOHEMIZT aH I R 100~400mg & H[EREOF 5RO T a4 I Rokh &k ORE CHEEL LT



VIL_ g B 5 H

AUCoD A FEEIL, EM (ZHE~T PM T 24%. IM T 10%m2 27, 7 3% I FOKEYTZD DR
WO 7 VT 7 A (CLIF) OWRfiEiX, EM 2T PM Tk 17%K< . 7342 RO tye DR
fEix EM 0 12 FEIZx LT PM TI3f 18 Kl Th o 72, —F, 724 I NOBRG &L ORE CHR%E
AL L 72 Cmax & OVR PR O Pl EM & O PM CTRIEE Th -7, O-BiA FAARDKE Y720 O
#27 VT T A (CLm/F) 1% EM IZHART PM TR 85% 1K< . Ok A F /AR HB Jy OMAER ¢ AL HE
{E L7z AUCot 2 O} Cmax D RAEIE, K T0% K25 72,

E) AFIOAGR SN HEROHEX HEE, RAIZIEZ7 29I FELTLH 100mg LV ERGEZHGEL., 0% 13
MU EORREZ ST CTHEE L, #EFAEEZ 1 H 200mg & 3528, Wb 1 H 2B CGRORSGT 5, 22
B IERIZEY 1 H 400mg %2 70 WHEIFHE CEEHEMKT 228, MR 1 EMMU LoMREE ST T 1 HHEE L
T100mg LT 2179 2k, | THD,

() E
G RR L
4E=E - HtAEOEE
1) BEDOEE
MR L
2) ERAEOEE EOFICE T HHBEE)
O ALNTEEVLEDOBRA NNEAT—42) 2
a) a9 FOEMBE~ADEE
SME AR B 20 il A 7 v—7 1 X% 2 124 10 BIEEEAIZEID 72 (1 i) o X To
WEHRFIZT7 2 F200mg #5 1~16 HHIZ 1 H 2[@#5, FH17HE GH) X1 H 1EREO&ELL
Tro ANNRBE NI N—T 1 OWEBRHEITITE 2~4 HHEIZ 100mg 2 1 H 2 [, % 5~8 HHIC
200mg # 1 H 2[E, 9 HHA (§) (£200mg % 1 H 1EREAELE L, Z—7 2 OWBREICITE 10
~12 HHIZ100mg % 1 H 21[a], % 13~16 HHIZ 200mg Z# 1 H 2[5, %17 HH &) (2 200mg %
1H1ERRAOELG L, EWHEERZBRT L, 723 K (200mg/El, 1 H 2[E) OEFIREIZBN
T, 5V CYP3A #FE3E K N FEE D CYP2CO 83 TH DL 1 \~wE ' (200mg/lFl, 1 H 2 [A])
EOFAREROEG L, a8 FOEFKRED AUCe120 KT Crnax D [Z7 2P I R+ B3+
Prr /T ad IR ORMAFEHDID 90%EHKEIZAEDFERRSEEOELERHN TH Y . N
~ BB LT a2 ROEFIRIED AUCo19n & O Cmax (CFEEE RIE S 720 72,

3Y I FOEEREOEYBENS A —F (HILNIEEVHRAEER)

§g§§2?%ﬁ$ Za%I K (n=19) FahI R+HIARwEE Y (n=19)
AUCo12n (ug - h/mL) 79.7t13.4 83.3+14.0

Cmax (ug/mL) 9.1+1.6 9.9+2.0

S fE AR =

AUCo-12n : 55 12 W] & C oo M8 rh i B - IRp ] 8 T oAl

b) hILNIEE L DEMBEADEE

fEERC AN B 20 il % 70— 1 XX 2 124 10 BIEE(EAICEI 0 4072 (2 #ildik) o T ToOgERE
WAL~ A_NPE 28 1~3 HEIZC 100mg 2 1 H 2[E], % 4~21 HHIZ 200mg % 1 H 2 A, % 22 H
H (81) 12 200mg # 1 H 1 H@&AFKE L, 724 NEZ7A—7 1 OFRFITITE 7~8 HHIC
100mg # 1 H 21[8], 259~13 HHIZ200mg % 1 H 28], 14 HH (#) £ 200mg % 1 H 1 [E# 0



VI HPEhie B4 5 H H

BH L, Z—7 2 OBREICITE 15~16 HHIZ 100mg Z# 1 H 210, % 17~21 HHIZ 200mg % 1
HZE\%2ZHE(Q)CZ%mg%lElEﬁDﬁ?b WY B ER 2t Lz, Iuns<Er
> (200mg/[Fl, 1 H 2 [8) OEFREICSNT, 2% I K (200mg/El, 1 H 2 []) Z0FHKER D
BHELIZLE, IR EBE U DOEFIRIED AUCo120 X Cmax D [N~ E L+ T aHh I R 0
R BV ORMEEOLD 90%EHE X MNT AW LRSI O R ERHNTH Y . 734 Nk
TN BE L DEFIRED AUCo12n KT Cmax (T EE RIS 2o T,

HULNAIEECDESE
EFRERD
Y TRE T A —H
AUCo-12n (g * h/mL)
Cmax (ug/mL)

I fE AR R A

REOEMBE/NS A —4 (5353 FHAFEEN)

BN (n=18) NN +T a3’ (n=18)

63.4+19.4
5.6+1.7

59.8+12.8
5.5+t1.2

) xﬁl DA SN EROHEIL HEFE, RAIKIEZ7 =239 IFE LT H 100mg ;@&Eféﬁaﬁ%b Z D%

HERMU EORRE S THE L, #FFAEL 1 H 200mg & 32528, Wb 1 H 2ENCHT TROKST

Do 7ok, JERIZE Y 1 H 400mg 8 2 72 \WEIPH ClEE IR T 503, #ET 1AM EoMREHIFT1H
HEELT100mg L TF21T5 28, | Thd,

@ AATZY—IL BEAT—4H) 29

HE R B 34 il & 2 17 v AA— R IR LW F—T A T BIZ 17 B oM E4 I Y
MiF, Z0—7AIFHE 1 RO8 HEICA AT T Y —/L 40mg* A HEHAKE L, $3 HHEICT 2
K 100mg, % 4 HHIZZ 2% K 200mg, % 5~8 HHIZZ7 =43 K 300mg % 1 H 2 [A] 6 HHIKE
OGS L, Zv—7BIx%E 1 KO8 HEICZ 24 K 300mg #HEREO&KEE L, % 3~9 HHIZA
ATZ =)L 40mg*1 H 1[E 7 ABIKER AL L, EWHEER BT Li, &G OR ORE
WiM4 7 HELL E & LT,

Za% I K (300mg) OHEREAOEEIZBW T, 85V CYP2C19 [HERTH LA A 7T ' —/b (40mg/
[, 1H1E) ZFAKERAES LZEE, a8 I RO AUCH K Cunax® 7 2% I F+4 2T
V=S T aY IR ORMEE DD 90%(E X HIZ A A RSO L ERHANTH Y | A A
77 —=ET7 2 I RO AUCot KT Crmax (B RIFE S e o7z,
XENICHIT 5 HELOHE L B2 5,

Z3a4% 3 FOEYERE/NS

AR (FATZI—ILGAFER)

TYRE N T A —F

Zat IR (n=34)

FaYI R+AAFFY—1 (n=34)

AUCo+ (ug - h/mL)

122.9 [20.5]

139.3 [20.1]

Cmax (,ug/mL)

7.366 [19.8]

7.335 [16.9]

RATPEME [CV (%) ]

A AT )b (40mg/la]) OHEFEOEGIZBWT, 723 I K (300mg/El, 1 H 2[8]) Z0FHKE
BOG L&, AT T —ND AUCHt KD Crax D A AT T =N+ TFayI R/ FATFF
— V] DAL O D 90% (G X FILAED FI RSO KEFFHN TH Y . 7 23 Rk CYP2C19
HEETHLA AT T =D AUCot KO Cax [ ZHBEZ KT E 2o T2,



VIL_SWBhie B4 5 HH

FATSIV—ILOEYPGENS A—4 (5393 FHAFEN)

SENRE R T A —H FRATF— ) (n=34) FRATS S —)+F5ah I R (n=34)
AUCo+¢ (ug + h/mL) 1.027 [102.7] 1.127 [83.1]
Cmax (ug/mL) 0.586 [71.4] 0.647 [61.1]

BEE [CV (%) ]

@ HFYIL NEAT—R) 29
SME MRS B 37 il Al ATz (4 fiik) o B 1H R5HM1A) 234V 74 7.5mg %
BB 55 U7, 5 2 1 (G5 HAR 14 B (133 1~13 HEICZ =29 2 F 200mg % 1 H 2 [A] (400mg/
H) KEFRS L, 14 HE (BH) 12200mg 285 L7z, H 1, 4 KO0 14 BHE (F) FIF4 Y74
7.5mg ZHEHRG U, EWHEENZHRE Lz, 51 X0 2 HIoMOWREESIFIL 3 AL LS L7,
CYP3ARE THDHIF VT A (7.5mg) OHEREAHEGIZENT, 7% K (200mg/[El, 1 H 2 [A])
EOFAKEROZRG L&, a3V I NEIFL Y TAD Crnax & 30%HMEELN, X4V T LD
AUCoH D R ¥V T Ah+TatIR/IFY T L) OBMELOHD 90% (5 X LAY 1 R %M
OIMEGHANTH Y, 7234 I NIZAUCHIZHEEL RIES o7,
SCEN TIRIEHAL DK D 2

SHEYSLOENHE/NS A —8 (T39S FHAFER)

IXV T AOEEA
- . HoWl w1RAAE oWl HanHA HoW H14a A
B sy | g HZ;LifT %iguéff %iﬁj;ff
(n=33) ZayI R ZayI R ZayI R
(n=33) (n=33) (n=33)
AUCo+ (ng * h/mL) 94.066 [51.1] 101.578 [46.6] 98.365 [52.3] 91.446 [48.8]
Cmax (ng/mL) 33.863 [60.6] 35.948 [54.7] 39.660 [68.3] 43.990 [54.2]

KfEEE [CV (%) ]

) zliﬁl OERRENTREROHEL B, AKX Z7aI RELTLH 100mgi@?§5—%ﬁﬁ#‘b Z D%

HEHRU EoORRE &S THE L, #FFAEL 1 H 200mg &3228, Wb 1 H 2ENCHT TROKST

Do 7ok, JERIZE Y 1 H 400mg 8 2 72 WEIPH CHlEE N T 503, #ET 1AM EoMREHIFT1H
HEELT100mg A TF21T5 28, | Thd,

@ INI7IY BEAT—4) 20

SNENERE RN B 16 1% 2 17 o A4 — N—iEIC kD 2380 O 5IE (A-B, B—A) 128414
BEVEBIZEN M1 72, WEGEAFE1IHBICUALT 7Y > 25mg ZHEREG L, HEEBIZT 2V
N 200mg #% 1~9 HHIZC1 H 2FE&ENELG L, 3 HEIZUMLZ 7 U 25mg A HEIRRO#E G- L,

HYHEAMER 2 e Lz, S5 oMM 2 2l E (Vv o 7 U ok 52 3 HFLLE)
L7z, SUALT 7 UM CYP2CO KETHAH UL T 7 Uy (26mg) DOHEREAFZGIZBWT, 72
B IR (200mg/lFl, 1 A 2 [RB) Z0FARERAEGLZEE, S KR TIALT 7Y D AUCe KLY
Coax D [UNT 7V r+ZaHhI R/ UNT 7 v OBMFELEDHD 90% 15 FEH X LA 7 [F %
PEDIEHERANTHY . 734 I NI S KR R-UALTZ 7 U D AUCot KT Crmax (2B E K IF S,

£7-. 7o hu Uil (PT) KO7 v b o v Ui EEESEL (INR) Ofc Kl & Y AUCo-168h
DITINT7Yo+FavI R ULT 7] ORMEHDOED 90% (5 IX I AW 20 R &0
FEUERFNTH Y . 7P NiZ PT KOVINR O KB N AUCo-1680 {Z S22 A AT S 7o 72,



VI HPEhie B4 5 H H

SSTLIZ7UIURURIILIF7) VOEMEERVENFENSA—4F (S92 REREER)

757U (n=16) o770 45393 F (=16)
HMENE T A —H
S-UnNT7 7Y
AUCo+¢ (ug « h/mL) 44.43 [29.5] 43.14 [30.5]
Cmax (ug/mL) 1.224 [15.2] 1.204 [16.7]
RonNz>1
AUCo+ (ug - h/mL) 65.53 [15.8] 67.78 [17.2]
Cmax (ug/mL) 1.214 [12.7] 1.184 [13.8]
WHFENRTA—H
PT
PTumax (s) 21.88 [26.9] 22.58 [22.6]
AUCo168n (s + h) 2532 [17.5] 2624 [15.1]
INR
INRmax 1.968 [27.2] 2.031 [22.8]
AUCo-168n (h) 226.9 [17.7] 235.2 [15.3]

MPEEE [CV (%) ]
AUCo-168n : #% 5% 168 Bl £ TOMEFFRE - R T, PTmax : HIE SN ET 7 b v B UM,
INRmax : HIES N7 1 b 1 o B o B E B A YE B 0D B i i

® N7 GEAT—42) 20
a) SaY I FOEPBHRE~ADEE
SME AR B 16 il A 7 v —7" 1 X% 212 8 BT DIEAEZIZHI 0 T, T X CTOWRFICT a4
S REFH1~21 HHIC200mg 2 1 H 2[E, #22 HA G) (1 H1EROKEGLZ, ZA0—7F10
PR I L S oA 2~4 HEIZ 150mg 2 1 H 28], %5 5~13 HHIC 300mg # 1 H 2 [A], #
14 HA (&) 12300mg # 1 H 1E#EAKELE L, 71—7 2 OHERF I3 10~12 H HIZ 150mg %
1H2[E, %13~21 HHIZ300mg # 1 H 217, 22 HH (F) ZSOOmg%‘f 1A 1EREAES L,
FEWMAAERZ B Lic, 728 I8 (200mg/lEl, 1 H 2[E]) O@EFIREIZBWT, UDP-Z L7 1y
s eSS (UGT) FHERCTH S L7 afiE (300mg/[Hl, 152E)%%%ﬁ@ﬁm&ﬁbtk%
Z a3 ROEFIKED AUCo120 X DX Crmax D [ 7 2 I K+ 307 afig /Z a4 3 K| OK%EE O
o 90%EH KT AW AN R EMEOEERHANTH Y . ST riRITT 3 I FOEFRED
AUCo-120 KX O Crnax ([ZE B RIT S 2o T2,

Z3Y 2 FOERREOEMEE/NF A—4 (WL TOEGHAAER)

G T 5293 K (n=15) 5293 K+ LTl (n=16)
AUCo12n (g - h/mL) 82.7+13.9 82.9+t13.8

Cmax (ug/mL) 9.5+1.3 9.7+1.2
LA R R 7S

b) /L TOBEDEYEEADEE

SEMERER A BE 16 Bl & 70— 1 X 212 8 Bl S HEIEAICEI D (11, TR CoOWBRFIZ LT
ofEa® 1~3 HEETIZ 150mg % 1 H 20, % 4~16 HHIZ 300mg # 1 H 2[A], 17 HE (§) IZ
300mg # 1 H 1 [HfR&A&KE L7, Z7Vv—7 1 OHBRFITIZZ7 a2 I FE2E 11 HE () 12 100mg %
1H 1A, %12 HHIZ 100mg # 1 H 2\, % 13~16 HHIZ 200mg % 1 H 2@, # 17 HE (&)

I2200mg # 1 H 1 ER&ROKE L, 7 —7 2 OFBRFIIEIT7a I F28E 5 HE (¥) 12 100mg %
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1H1[E, 6 HHIZ100mg 2 1 H 2\, % 7~10 HHIZ200mg # 1 H 2=, 11 HE &) I
200mg # 1 H 1 FERRAHFEG L, EWHAEERZBREF Lz, ~S v 7 vz (300mg/[Al, 1 H 2[8) OFER
WEBIZIBWT, 729 I F (200mg/[El, 1 H 2 [E) Z0FAKERAKELG LizE &, ST m@Bo gk
BED AUCo12n X Cmax @ SV T 0+ F 2% I R/ N0 T 0] OBMPEEIOEO 90% 15 #E X [
XAEFEOREEORERENTH Y | 73V FiZ 7 a@BoE s IRIED AUCo19n & O Crax (25
BrERIES 2ol

NILTOBOEEREOEMEE NS A—2 (T39I FHABFER)
EFRERD
Y TRE T A —H
AUCo-12n (g * h/mL)
Cmax (ug/mL)

R E AR R A

)7 alE (n=16) N TapEp+o7atI R (n=16)

433.4+84.0
41.4x17.9

448.91+88.9
42.1+8.6

) AFNOERBENTZAELOCHEIX M@, RAZIEZ7 29I FELT1 H 100mg KO E5EZBBL, 20%
1 EMU EORREE ST THE L, #HEFHAEL 1 H 200mg &3228, Wb 1 H 2ENCOT TROKEST
Bo 7B, FERICE Y 1 B 400mg %8 70 \WEPH Gl BT A 2%, BRI 1 AEL EoRREEH T T1L A
HEE LT100mg L TFF2179 28, | ThHD,

® >3x2 >y MEAT—4R) B
SME MR B 28 il 2 Bl v AA—/R—JEIZ L0 2@ OF%GIE (A—B XX B—A) 12725 &
I 10 BIFHMEER ICEI D 1T 72 B FITIE) o T RTORBREIZT TH2 0 0.26mg 2% 1 A HIT
1H3FE, F2~21 HAETIX 1 H 1ERA#EELG L, ZoEERGOHMT:, #5EA X7 2
K 200mg % 1 H 2[a] 3.6 AR D& G, &5EBIT77vAR% 1 H 2R 3.5 AMEO#KSG L Lz, &H
1HTIEE8~10 HAIWC 1 A2, 11 AH (§) (210 1EREA%KL., 52 T35 18~20 HH
WC1A2E, F218H () 1A 1ERERAO#LS L, EWHAERZRF L, F12~1THHRET
D6 Az 7 a4 I ROWRGEYIF L Lz, PREEABORE TH LY ITF 2  (0.25mg/FHl, 1 H 1[A])
DEFIREIZEBNT, 7233 I F (200mg/[Al, 1 H 20) Z0HKEROKG LzEE, YI3F 00
EFIRIED AUCo2an KT Cinax D [P X+ T aV I R/ UAx ] OBIEEOHD 90%1E
XX A FREREOREEFHFHNTHY . 72 I NI ax o oEHIREBO AUCoom KO
Crmax [ZHBE RIT S 2o 72,

DIAXFTUDEBREOEYBENS A -8 (S3Y 3 FHAFEIND

TEFIRIED

vIXxvr+7at IR

CaAxT U+ T TR

SRYENRE /R T A —H (n=20) (n=20)
AUCo-24n (ng - h/mL) 11.96 [18.1] 11.68 [22.2]
Cmax (ng/mL) 1.12 [14.8] 1.07 [23.8]

EMTEHE [CV (%) ]

AUCo-24n : 51 24 WEEE T oD e rp i B - W AR T i fs

) AFIOEREINEAELORAERDT HEFE, RAKIEZa I FELT1 H 100mg LV HRE5EBBL, TO%
1 EMU EORRE ST THEL, #HEFHAEL 1 H 200mg £ 32528, Wb 1 H 2EICHT TROKST
Do 7ok, JERIZE Y 1 H 400mg 8 2 72 \WEIPH ClEE IR T 503, #ET 1AM EoMREHIFT1H
FAEL L T100mg L FT21752 &, | ThD,

@ A rRLETY GEAT—%) 2
SMELBERERR A B 16 il 2 70— 7" 1 RO 21245 8 BIBEAER ICHI D (1T 72, 7 —7 1 O#ERE ITIE
Za% I K 200mg #% 1 A BICHFERRO#EL 5 3~9 HHEIC 1 A 2 [BEROES .25 10 A H ()



VI HPEhie B4 5 H H

W1 H 1EEOEE L, £/, A MR 500mg 245 7~13 HHIZ 1 A 3 mIERAKY, H
14HE ) IC1 R 1ERAFKE L, 74— 2 OFRFITIEA FA/L I 500mg 255 1 HEIZ
HERO#ES, B 3~9 HHEIC1 H 3EIKERAES, 510 HE ) IC1H 1ERKRAKS Lz, £
7. 7% I F200mg 2% T~13 HAIZ 1 H 2 MIERA&KRSG, F14 BE () (210 1EREOE
B U7z, 7 2% R (200mg/lal, 1 H 2 [B) OEFREICSWN T AL T4 h T AR —4%—2(0CT2)
DIETHD A MR/ (500mg/El, 1 H 3[ED) Z0FHKEROES Ll &, 728 FoEFIRK
BED AUCo12h KN Comax @ [T 3% I R+ 2 RARA I A MR V] ORMEEDHD 90%(E1HH
KT LO RSO RERHENTH Y, A PAALI T T7 a3 )2 FOEFIREED AUCo12n KO
Crax (TR R AT S 2o 72,

A RAAIy (500mg/lEl, 1 H 3[E) OEFIREIZEWT, 3% I K (200mg/lEl, 1 H 2 [R) %0f
AREROBRG L&, A RERAVIOEFIRED AUCo6h KX Cmax @ [ A FBEALI U +F a4
R/ A MRV OBAEHOD 90%(E XX AEMFN RSO LGN CTH Y, 7 a3
RIZA R U DOEFIRIED AUCo-6h L O Cmax ([ZFEEEE KIX S 20572,

Y3 FRUA MRILEDOEFREOEYBE/NS A -5 (52343 FHAAER)

EHAREED _ . -
e IR VAN
SENRE R T A —H 7AFIE A RAS ¥

HH (n=8) + A FALIT S (n=8) B (n=8) +ZathI K (n=8)
AUCo1zhor AUCo6h | 76 59 190 1] 81.41 [18.97] 4090 [22.18] 4163 [20.16]
(ug * /L)
Cmax (ug/L) 9.217 [17.40] 9.965 [14.12] 907.3 [26.59] 920.7 [22.02]

MEEIE [CV (%) ]
AUCo12h or AUCo-6h : 5% 12 FEfE] & 2\ T 6 B[R 5 Cop i oy BE- B ) R T i

) AFNOERBENTZAELOCHEX M@, RAZIEZ7 29I FELT1 H 100mg KO &E5ZHBL, 20%
1 EMU EORREEZ ST THE L, #HEFAEL 1 H 200mg &3228, Wb 1 H 2ENCOT TROKST
Bo 2B, JERIZE Y 1 B 400mg %8B 70 \WVEPH Gl EH T A 2%, BRI 1 B EoRREEH T T1 A
HEE LT100mg L TT2179 28, | ThHD,

® BOBIFE (TFILIXRSTH—ILRULKR/ LT R FLILOAE) HEATF—%) 30
SENBERE RN L 40 Bl 2 2 ATz (9 FrPiak)  IRBRESER GOV A 701 (35 1~28 H) (2fe
A2 BE1~28 H) KO8 (B 1~22 H) TIEE 1~21 A BISROBEHEE (=F=1LxT X K
V4 —/10.03mg K NLAR LA A MLV 0.16me) *&2 1 H 1 EIRERS Lz, 1 713 TlE, 5
3~11 FHIZZ =% X F200mg # 1 A 2 BIJFHAMERO#ES-, 5 12 ARIZT7 2% 3 F 200mg 4 1 [A]
RO#E Lz, ROBHTEE (=F =LA T4 —/10.03mg LOLAR /LZFA KL/ 0.15mg, 1 H
1[E) @ 21 AEEROZEGICBNT, 2% I K (200mg, 1 H 2[E) Z0FAKEROZES L&
&, 7V NIMEFT 7 v 7 A7 v CREARRE L T HMMENER (IiGh > e 7 27 o RER
5.lnmol/L Kfii ChHH Z &) ICHBEZ RIZS T, TF =V AT VF—NVEPLAR VT A RO
EHARRED AUCo2m O [ ABHEIE+ T 3 I R /R NBETSE ) OB O D 90%[E HEIX AL
W RIS MEO RERHNTHY . 73V I RF=F =L X h T VA=V E RV AR LT A R LD
TEFIRAED AUCo-24n 1T BE RIT X 72735 7=,

S N AR
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Ao EDTOFRTOVEE (nmollL)

WA o1 TATL2 Y473 (%21 AA)
gwornm | FEEL gy says | TIM2E
- (% BRI SE | - : YA 73 DE
(n=31) _ n=31)
n=31)
S - R AR = 35.81+13.09 0.93+0.58 1.14+0.35 0.21+0.68
90 %17 %8 X [#] 31.00—40.60 0.71—1.14 0.93—1.13 0.00—0.41
fe/IMiE 5.5 0.2 0.2 —-1.3
S N1 57.0 2.3 2.3 1.6
e 38.78 0.92 1.18 0.13

IR OF—ILRUVLAR/ VTR FLILOEEREDEYEE/ NS A —4 (5243 FFHRAFAER)

. YA 703
FEFARIRD YA N2 S <
STE 5 A — ¥ (AT, n=36) o (ﬁ”ﬁﬁigfjﬁ‘b‘
ITF =)V A RNTIF—)L
AUCo-24n (pg * h/mL) 1067 =404 1173+330
Cmax (pg/mL) 116.91+48.8 185.7+28.6
LR INVEFA L
AUCo-24n (ng * h/mL) 74.2+21.4 80.9+18.5
Cmax (ng/mL) 6.7t1.9 7.4+1.5

S R R S

a) SEYBhREMENT x5 36 Hl

) RAOARIN-AEROCHEE @, BAIKIEZ7 29I FELT1 H 100mg LW #ES52HGL, T0%
1 EMU EORREE ST THE L, HEFAEL 1 H 200mg &3228, Wb 1 H 2ENCOT TROKLST
Do 7ok, JERIZE Y 1 H 400mg 48 2 72 \WEPH ClEE IR T 203, #ET 1AM EoMBEEHIFT1H
HEELT100mg L TFF21T5 28, | Thd,

3) L FARRY T« TR (BOFICE T HHERE)

O BEMAEYENRERZHT 3152
HARANKUOSNEANDR AL OV NED TAMNAEE N DA LIET T a4 I NRET — 2 2 VT,
RESE BN B IRNT 21T o 7o, Z OFER. CYP FEMEM A2 AT 2 TANAE TH LI AL |
Trz= MM XTI T7 = 7 S Z— L OOFRIZE Y T a3y I FOEFIRED AUC X, AKT/NE
T, K2 25% KON 17%WA Lz ( WL3.QINTA—FEBER] BH) .

@ MTANAE BHEAT—4)
FRANTAMNAVBEEERRL L7 I8 RHBRBRICBNT, Ta3% I FEHTADAE (LRFF1H
Ly AN BEY | INNRTEE TRV R, JERIFY, bETv— b, AT AIAREE Y
ORFMTHLHE/ L FRF IR, To= A, N T Rl 7= /) NV ES =)L NN F
saFERA V= R) OMPEPREICLY, 73t Fe IR OHTANAIO KN HEIER %
Ml L7z, ZORER. 7 3t X Mo RSO EFIREO MAE P REICEEL KT S 2 ho Tz,

@ PREROEER
BN TADABE Z x5 & LT B F 3L (A 5 AR ERER & O E CE L 72 7" 7 & 48 BGEER O H 53 2 [
FRMTIZIBWT, 7a% I RE PREBOIEREZEZ TBZNOH AP TANAIE (I AAwEBE
FERNIFXY) OPFHEGIZE 2D PREROE 2 HIERITRD Lo T,



VI HPEhie B4 5 H H

2. EMRERB/INSA—4

(R A %
HRMEREDMENT « ) o a L R— A R ET IV

(2) IR IR 2R FEE 7E 3K
YL

R)HREREEH
HEERR L

@H2IVF7I R
AR ® : HARAERERA 24 f1i2 7 =4 X K 200mg % 30 4¥F CHFLAHBIRNE G LIz & 2527 VT 7
YA(CI)IE1.78L/h TH Y 7 a2 I F200mg Z HEN#& G L& & Anidoegy s V7 7 oA (CL/F)
1% 1.84L/h Th 7=,

F) ARAFNOAGR S NI HELOCHET BB, RAZIET 293 %kbf1a1wmg£@&5%%%t D% 1EM
UEolRzd ) CHEL, #FFAEL 1 H 200mg 9528, Wb 1 H 2T TROEET S, 2B, JE
RICEY 1 B 400mg &80 2 22O Tl T 525, #MEIT 1 BMU LoBEEZH T 1 AHEE LT 100mg
UTFoT752 8, | ThD,

INR D JEER SHBAL O T EER 1 RABRICBNT6 » ATV E 17 TO/NETAARE 414 1 (A

RN 46 FlaETe) Moo mER T a4 I FREA AW CRERSEYEIEMIT 21T > 72, ZORER. it

THINAIEE DOFFZIRED R VKED T 24 I KD CL/F (ZLA T O THEE S 7z,

BW)O .75 (Age)—0.121

CL/F = 2.49 - (70 0

CL/F 1%, K& (BW) M OYEf (Age) I[TIKA(F L. {AHE 15kg @ 4 1% 2T 0.88L/h (0.058L/h/kg) . 1A 25kg
® 8 w2 C 1.18L/h (0.047L/h/kg) . IKE 40kg @ 12 )2 T 1.60L/h (0.040L/h/kg) . 1KE 50kg @ 16 5%
I8¢ 1.83L/h (0.037L/h/kg) L HEE 7=,

E1D) AT 4L Eo/NRICH L CEHAEA LTV D,

B)R A
A9 BHARNMEERA 24 B2 7 29 3 K 200mg % 30 47 CHIESTEERIRN&E 5 Lz & & a5 (Vd)
E3LIL THY, 723 K 200mg # HEHREOES Lz & & BT oomaEsE (VAUF) 13 32.8L Th-7-,
VESD EER 3SRBML O THER 1 RBRICB VT 6 » HEVD 1T E TORNETANABE 4144 (H
z!i)\ 46 BlEETe) OO MEET T a4 I NRE 2 AW CREE MBI REMAT 21T o 72, T DRER,
VA/F (ZLL Fo T 0.710/kg & H#EE Sz,

Vd/F = 49.7 - (BW>1
/ 70

WNRIZET 57 2% I Fo VA/F 1% 0.71L/kg LH#E S, A (0.6Lkg) & FRBRETH-T,
HE1) AANT 4R EO/NRSH L TEMZA L THD

(6)% Dt
Y L
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3. BEM (REaL—Tay) i@

(VR %
RAEFISE B RBARAT « 1 RIGRFE R OY 1 IR R 2 A5 1-a /= b AV FET L

QRNTA—FEBER
B : FHMFEERER (EP000S iR, SP754 ki ) O SP755 k) 2B W TT7 Y7 A (HARA, FEA) KO
FETOTN (AN, BA, B A= v TR, ZOM) OEMHBEELZETE TANABENSHE LR EF T
a3 REET—4 (906 Bl EE NSO 4272 1, EP000S RN 5 1903 #i, SP754 5 & O SP755 A 5R
D 2369 1) &V, RSB REARAT & St L 7=,
7 a% I RO CLF KORDNT OG5 (VAF) (5T 2 REORBEAMRAALTS, R L UTHEE, P
B, ANFl, M, X—ATA O LT F =7 VT T U AR OB CADAROEE E et L=, fEH
PFLCTADPAIKIZONWTIEL, CYP BERICK T DMERICE D& | BERITKT U TREZ KT I e WIERA] (I =y
Fo. 7aFERA VY IR, FERNIFY, LRFTEXLE) | BREFET LA (I~ EE
V. T7xz= MMy T2V EX—VE) ROBREZEET2HA (FeT~— b 27 afBiig 47
ATV ) (S LT, BEREHE T DA L IET 28 0P LIZGA1E, BlobT 20—y
BT,
HEBORP G, CYP FEEAEZHT I TCANAK (I~ BE Yy Jo= b U XET =/ /LY
B—)) w7l &b LAIPFH LIEBEDOZ 2% I o CLF X, EOFHOEFITHART 34%m < (EFRK
RED AUC X 25%1E<) . 77 AN (HAAN, FEAN) ©F7 a3 I Fo CL/FII3ET 7T A (AA BAL E
A=y 7 F, EOM) IZHAT 17T%E (EFIRED AUC 13 21% @) EHEE STz,
INR Y ISR 3 B (SP847 Ak, SP1047 3Bk, SP848 i) MO EEM 1 Bk (SP0969 lR) I
BT 6 5 HEVNS 17 E TONBTADARE 414 6] (HARAN 46 flaETe) HAELNImERZ 24
I RRET —4% (SP847 6 312 s, SP1047 iBR7AH 90 s, SP848 #lR) 5 933 5, SP0969 #iH>
5 356 4i) & IV CRIE HISE B REMRAT 2 S0 L 7=,
REAZ L E L U CHAANTEEEEET V&2 -, CL/F ICBE T 5 8 B4 BICHA AN B LD ATRetk
AT Uiz, AEln, MERI, HEESRERGRTEEEE, AR (77 A, BAL AA, ToOf) | BRiE (AARA, A
ARKNUSNOT T N, ZOM) | A< EBECOOH, ST a0, 7=  VOFH, 7= /N
e S — VOB, HONFBEEFEER (WL~ BE Ly, 72/ 2V EX =L E 7 ==~ V) OFFA, I
N BHERE K OMRHHEE (CYP3A4) DRREAE #3258 & L Calil L 7=,
ZORER, ST afEoftHESICE o TT7 a3 Ko CL/F 1T 12%08 LT AUC 1% 14%8800 L, AFEESE
FHEIE L OFHICL > TT7 a2 R CL/F 1 21% 81 L T AUC 1% 17%00 35 L HEE S i,
ZaY I RO CLF (Zh3 5 AR, Bk, MERI, HEE RERARTE S, 17 OV BHSAE & OMR#HE (CYP3A4)
DERAE DR BITFRD LR D> T2y, Tl DEENRB O b,
SRIEIEIEEZH T2 TADABE - SP0982 RO TRE I RFIEL AT 5 TANABE D 98 il 159 [ DN
T o I MRET — 2%, 8#ER (EP0008 7k, SP754 ik, SP755 ik, SP847 ik, SP1047 il
B, SP848 ik, SP0969 ik &k 1F SP0966 #kliR) 7ot T oI MRET —# L& L., BEfF
DO REEYEREE T L2 B8 LT,
LEBOBRTN L, MEMREEEZAET L TADABRE LN RIEEET D TANABRELEOMTT 243
RO VT T AETRD bk ol
W1 AN 4L Eo/NRICH L CHEAEZA LTV D,

4. % 4R
BEARSANA
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(1% —REEFE@EME (5 v MMZEITHRADBITHE)

It SD (Sprague-Dawley) 7 v hiZ[14Cl-Z =24 I K 10mg/kg (AbMBa/kg) #HEIREO#H G- L, 1.5, 6 X
24 BFHI OO BERBE M ZTE LT L 2 A, IMOEAIZ X 2 BENRED AT & A Lo Tz, D
HORREIRE L, 2 TOREREAIZB W TR RE X VIR, ek LTRE5% 1.6, 6 KU 24 FE#OF
WEIZZENZE 3.10, 1.38 X1 0.26ug eq/g TH Y, IMIFFREEITZNFI 6.89, 3.51 K11 0.38ug eq/g T
boT,

(2)Mni%& —RRREMERYE (v MIBTHBREBERN)

IR 18 A B XXttt 10 HOUEEZ » F XUTH 7 » MMZ[4Cl-Z7 24 X K 10mg/kg (6.5MBqg/kg) % Hi[a[#%
N5 L, 7 v MEROWEROMBEI M ERNEG A — N T V4777 4 —IZ L0 RIE Lz, BEeIERAE
DRAFRNIR < 5341 Lz, 2 TOMMT, BAIORER: R Th D854 4 R miBE 2R Lotk BURER
FEiTp o< 0 L L, #5154 24 FERICE W T H 2T OMBECERTRE/A ST RES M S vz, IR VEHRRE
TS REIR L 1 i3~ D RHA DR FIRE L FRRE TH Vv . [UCl-7 =4 X RICHRT 2 U BERF S (2R RS
FIZ @i 2 2 ENHLNE R T2,

Q)ET~DBATIE (T v MIHFHELTHEER)

57 10 H oM SD 7 » MZ[14Cl-7 24 X K 10mg/kg (6.5MBa/kg) # HEIRO#G-T 2 & BUHREDHL
AR S Av7z, MAE IR, B RBIREE I3 5% 1 e A iR BE 8.6ugeql/g 1T L7k, Sk D IE el
Th b 24 FFIZIZIE 0.34ugeqlg TR T L7, FIHHIREIX, BH% 2 ReICR&IRE 7.9ugeq/g 1ITE L
7otk 24 FEfEI#R 121 0.81ugeq/g F TIRTF L7c, BRI /MR, #8564 30 0D 0.7 705 8 & D 2.5
FTHIML., ZD% 24 K2 0.9 12D LT,

M“Cl-Z2 a4 2 FOERKEORSEZOMSTEERE —BRE#HERE (Sv k)
(ug eq/g)
10 -

-@- MiE
-0 2Lt

ona
oy
-----
-----
-----
e
ay
any
ay
.........
Taay
aay
"ay
e,
Ay
LM
e
maa,

0 T T T 4|. T T T é T T T 1|2 T T T ] |6 T T T 2|O T T 2!4 ( E# FEﬁ )

FH#{E. n=3

AR~ DIBITIE

MER R L

['VIL5.(1)Mni%& — ixBEFEidtE ) S

(5)Z DDMEBADIITHE (Y VR. Tv FRUA XIZHEITHZDMDMEBADIEITHE)

~U A, Ty hEOA XIZ[UC]- T oY I REHRERROKEE Lz & & BRI RIS, IR
G3A L RRC IR M OB IS . AR SO B o 2 s IR EE A e b mi o o, LIS ORI TIX, v
ZDOFEMEKX OB, T > FOFEE, fERE, R, RN OBEE ., A X ORFE LA TG RN &2
ST, BERBRICBS W TR 2 7 F BRSO b o Tz,
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(6)MIEELFFEE

1) exvivo

2)

6. £

FWBRFE 2720 7 2 I K 50, 100, 150 KT 300mg % F RN G- L 7= B o ik 2 Ay, #IRE 72
FRAMEIREIC K Y exvivollBIT 2 MUEERRGREMETLIcE 2 A, T T a4 I NRE 0.7~
5.5ug/mL 1B\ T, MIEEBAMGRIT 15% R Tho7cZ &b, 72V I FOMBEE ARG FITK
W & Rl LTz,

in vitro

b bR AV [4C-T7 a2 Y I FomEE ARG A [UC]-7 24 I R 1.5~60ug/mL O B i
BTEICE D TRIE L7z & 24, [UCl-F7 24 2 ROMmEE S RO SR EHEIL 6.1% Th - 7=, [14C-
7 2% I FOMERGEROELMEIL 54% Th Y, xhisd 2 M — mAEHREIX 0.98 Th o7z, Afgt
T, BEERGEOBMITED Dol

&t

(DRBERGL R UK SRR
FLLTHREBS DN, EERHWHTHD O-BA TR (SPM12809) 1, F5EDHK 30% M IRHIZHE
MEnd, R TIE, 7238 RO Ol A F/kizidEIC CYP2C19 2375 L, CYP2C9 U CYP3A4 (25
WTHHETD LB OND, TOMORBIEIEIFTEHT D REEER ILFAE STV,
1) BEEA WNEAT—2) 39

2)

HANRERERANBEZ G L Ui~ AT U ARERTIE, [14C]-7 224 X R 100mg (404Ci) OO #HH% D
MmAEFIZ, 7 29 I R (ISEFRBERREDR T70%) . FEEREHY O-il 2 F /L4 (fHE R EE DK 2%)
L OB B ORIy A3 H S 7z, [14C)-Z7 29 2 K 100mg (40pCi) OEARNE G Tk, miEFicixs =
P Rt shiznoi,

& 85 K OFIRN G- O Wb | FERRFPEED L7 =3 I F (5RO 30~40%) | O-fil A F
AR (B BEOK 30%) K OWIERESY (FH5EOK 20%) Thotz, RHAPICIE, TOMOMENREY (7
TP I ROp-b FrF AR O AF/L-p-b R KO-l A F/b-m-b R K RO T & F /LK)
IZOWNWTH, ENENHEGED 0.5~2% M Silz, 72, SP619 3Bk TiIl7 & F Lk (SPM6912)
D N-TNWASEAN-0-8-D- 7V 7 v = RR[EE Sz, RIRIEIZOW TR R ST 21T o 1o/, 7 =2
P ROZF U F A~ —ROMALEBIIAE U2 Z EARS T,

7 aH I ROKER DGR MIERIZBIT D O-i A FARDEFELERIE, REMEDOK 10~15% TH -7,
FFRSREIR T 255 & Lo BRIcB W T, g 7 2% I FoRBIcEE T2 2 ERm@Eniz,
CYP2C19 ® PM } O EM % %15 & L7=iBi©ix PM CIEdh O-fil A FAKREME T LZ2 &, O
(2 CYP2C19 OIEE IR O EIRTH 54 A 7T V' —)L & OFGHE AR B AR Tldk CYP2C19 PLESK
PFRRFIZIIMAES O-Bi A FAARBENMET L72Z ED, OB A TFIUEROERIZIE CYP2C19 595
Z NIRRT,

in vitro DT —%4

in vitro REROFEF, LA R ERBEH TH D O-WiA FVRERICEICEH ST 5 CYP 2 7l
i%. CYP3A4, CYP2C9 K (}F CYP2C19 ThH o7z, 7 =¥ I FORFHIE G-I ORI E S
TR,



VI HPEhie B4 5 H H

3) Y FOHMERBBE (EF. YOR, TV b, DX, 4X)

J a4 3 FOHEE BRI

B7 2 F L ° EROF AL
JaYsk

‘ OB AF JLAE

|
o Q »W

M5
SPM 6912

i M1 M2
SPM 12809 SPM 12815 (o-OH)
i SPM 12816 (m-OH)
l / SPM 12817 (p-OH)

_OH
Gluc ] \)@

JonrEastk

M4

M6 M3
N-FZULANEAILT VOOV ERBER SPM 12812 (0-OH)

SPM 12813 (m-OH)
SPM 12814 (p-OH)

QRBIE5T S8R (CYPH) OHFiE. FEX

1)

2)

3)

4)

5)

ErFI/0OY—LZEAVRE

X7 my—bZMHNTT a3y I RO n vitrof R ERFI LI ZA B MFI 7Y —ATIET a3

RFORFHIFRD Lo Tz,

E ~AFHRE E L o iRE

v MFflaZ AW TCl-7 29X FoRE@#EZRF L7 L 24, v MO RFTEEITIR > 72,

v MFIEZ AW in vitro R T, 2 MO EERHY [O-i A F LR (SPM12809) KO 7 & F /L
& (SPM6912) 1 7¢ & QNI E ORI 43 23K S vz,

ErFRUBII0Y—L4, £ RO, HUCHEEEZ CYP2C19 ALV #&E

EMNFAOEI 7 e Y —a, b MSE WONSHHEE X CYP2C19 2 HV T, [14Cl-7 =4 X RO & it
LizEZ A, WIND in vitro 7T /VHEREEZ 52T 72[14Cl-7 24 I R 10% KRG CTh o7z, FHfx
CYP2C19 # MW =fE 25, CYP2C19 137 a4 X RORBUIH LT 5 Z ARSIz,
ENFIOOV—LRUHMIRZE b CYPHFRICHT IHEDHEEELXAL R

tE MFIZ7 e Y —AKUH# 2 B F CYP 0 7RI T 2R EDLERZ AW T, 7 a3 Ko invitroft
TG 95 CYP pffzmat Lo 2 A, O A F RO ERIZE L35 %2 CYP 4 X
CYP2C9, 2C19 }x (X 3A4 TH -7z,

RGEERBEZEMER (in vitro)
b MFHEAE V. b MT CYP 235 CYP1A2, 2A6. 2C9. 2C19. 2D6. 2E1 KR 3A4 IZxt1 5T 2

< F 100gmol/L (25ug/mL) N OVERGHY (O-ii A FIUE) OIEFEDREAFMLIZE Z A, T34 R
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CYP2C19 # [ L7223, Dot IFHIKED CYP 4y FREEIEIZE Liehr o 72, BRE#Y (O-i A F
JUIR) 13 CYP2A6, 2B6. 2C8 X 2E1 (x4 B MLEMEM IR S 2o 72,

CYP2C19, 3A4, 3A5, 2C9 KON 1AL k4% UKi Fid 0.032~0.001 OFFHNTH 722 L b* F
24 3 KA CYP2C19, 3A4, 3A5, 2C9 XX 1A1 0K L7228 & OFH SN2 5A 12, invivo TOIE
WHEAAEMORAET D AIREMEIMEN S Z 2 6 d,

¥ TESBESE & W IERTHRIBO - O DIWM AR TA RT 4 ik%) | (PR 26 427 A 8 HEASEA
EIEA N REE SR FEEEE) Tk, THRAEOLEE, EEK Ki) 23 2ER OREGEEE O o
23 0.1 A F ChIIE, BERENES T ) A7 IMEL . WHEESHEAERRBROERIIAREL SRTW5D,

6) KBBERFEMER (n vitro)
CYP1A2 K OF 3A4 1Zxt9 57 a3 ROFEEHICOWTE MFMIEZ FV., 7233 REE 50 KO
500umol/L. (Z#E4L 12.5 KN 125ug/mL) CiHMliL7z& 2 A, 7 a4 I RIZMREIIZ CYP1A2 %7
L phote, 7% RIMERETIL CYP3AL 2758 Lz o7z,
RPEEANROEERVZTDEE
YL
GRBYOEFEOAERVEMEL., FAELE EORICETHHBEE GIEAT—4S) 3
TR AIC 7 a4 X REER NS LZREOIMEF 21T 5 O-il 2 T RO FE-IL, RELERDK 10~
15% T -7z, b hORFIERMB THRBATHER T 2 I FOME—DOEENRHMTH D O A Fuikic, K
BEIETEIL 220,

7.8 it
(MBERA. HNEAT—4% 3
SMEAREE R A B 1A 5 FllZ[14C)- 7 =4 X R 100mg (40uCi) % HL[EIRE O 5 K O 1 IR R C B[R] Rk
Be b Uiz & x| Behtk 168 KEH &£ Lo, JRPICE GO 94% KON 97% 3 Pl S, #h~O Pkt 0.5% &
WChotz, RF~NTT IV IF (K 30~40%) . O AF AR (59 30%) | MIEMESy () 20%) K UMb
O ERNRH#Y (05~2%) & LTHet Sz,

R~ RFEHEM 3
(%)
100
80 -
2
604
hind
5
BE
B
40
20
-o- #0015 (n=5)
-3 FERAIE S (n=5)
0- . . . . ; . .
0 24 48 72 96 120 144 168 (h)
B 5%ERE
EHEIZHERE



VI HPEhie B4 5 H H

RIEMSTREHEE (IREEICHT HEIR)

B s (n=5) FRN#E S (n=5)
R (%) # (%) R (%) # (%)
0-4 FEfH 12.06 - 10.13 -
0-8 Mfi] 23.46 - 20.26 -
0-12 IHRH 33.10 — 31.84 —
0-24 W[ 56.69 0.15 52.92 0.05
0-48 IR 81.03 0.26 81.34 0.15
0-72 IfE] 89.46 0.31 90.74 0.23
0-96 K[ 92.28 0.35 94.39 0.28
0-120 FE[H] 93.43 0.37 95.87 0.30
0-144 ] 93.45 0.38 96.51 0.30
0-168 ] 94.19 0.38 96.82 0.30

R fiE

FREREEMDIREEIZEDHLEE (%)

&N ges FRIN LS

(n=5) (n=5)
a3k 33.6+5.6 37.6+5.5
O-Jii A F/v1k 28.3+8.3 28.3+3.5
A R 17.2+3.7 19.2+2.5

SEEE = 4 Y 7

8. I UARKR—E—IZEET H1ER
nvitroilBR LV . Caco2 MBI TS T 24 I FoFEEME, PHEAR (PGP) oL, FOWwaxi v
DOEIEICX T HEEL RS L2 2 A, a2 KX PGP OEE TIXRWZ LR ENT-, in vitro AR
P T Caco-2 MIIHEIRIC T 5 Y TF v v ORkIZ B L 5.2 7ero7, LoxL, 7 2% I Fidke b MDR1
(PGP) Ein A8 A LI BEEEEMIBIZISNT, B N PGP ORE L 702D Z EHPRE I 39, Caco2 Ml
HEBICEI 27 2% RO BKRBEEREN D, 7 a3 RORERIZITZEEE A K& <5 L, PGP 12
£ 2 BRSO BT R 2 L 2R Sz,

9. BNMZIZKDBER
REIBEAEIR T H TIL. 72333 RO O- il A F Lk AUCo 13 4 FEE O IMEENTIC LY 50%EF L2 &
MH, Z7at I REY O AT /URIINT RO BEIIC L VRET 2 Z ENAEETH S ( [VIL10.(3) Mk BH &
ZIFTVWSARHTHAEBETEZOMBTEE @OFICETIRBEE GEAT—%) | 2H) .

10.HENEREFTHEE
(1) 3D
e 3 3R (SP847 ik, SP1047 ik, SP848 #llR) MU "HEM 1 3Bk (SP0969 ikiR) 12k T 6 »
AEVDS 17 ETORRTANABEE 414 61 (AARA 46 BlEETe) 7D LR N RA 2 &5 LizkEo
MAEF 7 29 3 RIREE 2 A CREE ISR Bh BT 2 56 L 7=,
AR INTEEROCHETO/NETANABEICB T 27 2% I ROEFREO L MFEFRE (Cs) OV
Ralb—varmE L. 7 VTORANTANAVEZICBITS CsDYIab—a UREREHER LT, 7ok,
7 a3 FHEABRELEE L 2BE NSRS EEOIEM. 729 I FHAREZAE L72EBED 51%



VIL_ g B 5 H

DITEERFHEI OO, REEDITFERFEEOIHOLG A IC O ONWTI I alb—ra V&2{ToTz,
SRR B D IO L BB D 59% M IFEERFHEI OO FEERF RO IFH O WTNLOHBEITHE N TS,
4%l Eo/NR o E & (KE 30kg A Tl 12mg/kg/ B . K 30~50kg At Tl 8mg/kg/H . /A 50kg
PLETIE 400mg/H) 1I28B1F 2 Cos DFRAEIT, 7T ORADEE AR (400mg/H) @ Cs DHEPHICE =N
776

NEDORERVERIEICVIaL—2a Vv LEEEREREBOFYOREFRERVT OTFORAICTAY IR
400mg/BFRE T I aL—2 3 Y LEERREDFEYMIFHEE

TOTDINR TOTDINR TOTDINR
(FEERFEEEGHA) (UNR®D 59% M IFEERFEEFR) (FERZEEGR)
;'\ . .
o)
E
S
IS
<’
nl
H
1
N
{KE (kg)
TOTDINR TOTDINR TOTDINR
(FFEERFEEEGHA) (INBD 59% A B RFEREGA) (FEERFZEEGR)
Q 20 B _
o)
E
S
IS
©’
i
i
I'l
N

Fir (%)

7 oY I FHARE A IE L IFBE RS A IR0 (72) | 7 2% I FOFHIEZAE LI/ hNE O 59% 03 IFRERT5E
WABHRE () | FFEEEREIEAHENE () o7 T ONRTANABRED Cs %, KE (1) ROER (F) 2
LiIcy I ab—a Lz, IAE 30kg RIEOHERE TlE 12mg/ke/ B . KE 30~50kg A OHERE Tl 8Smg/kg/H . AH
50kg DL EOBERFE Tl 400mg/H & L7z,

FARL Cos DHFRAEZ | FEENT 1T 90%HERIX M 279, BERIET 292 K 400mg/H 2% 5- L7727 U7 O A D 90%HER
X%,

D AFNT 4 Eo/NRICH L TEAZA L Tno,

QBHAEEEEMNMFEIREE BOFCET2REBHRE) GIEAT—4S) 939
BHSREDOTRRE (VLT F=027 U7 7 A : CLer) D725 ABERE 32 il 7 29 X K 100mg % HiRIFE
N5 L7z & &, AUCo: IXBEMREER#H (CLcr : >80mL/min) & telg LT, #EM TFH (CLer : 50~<
80mL/min) TiX 27%. T EK T4 (CLcr: 30~ <50mL/min) T 22%. EE{X F# (CLcr: <30mL/min)
T 59% <\ Crmax 1ZEEE N S HE OBHEEEIK T T 10~14%E 0> 72, BEN S BHEOBEER TEICE
3% O-Mi A FARD AUCo+ I XEHEREEH B D 1.5~4.6 {5 Th o7z,



VI HPEhie B4 5 H H

CLcr ERI D M HIREHR

(ug/mL)
4_
35 -0~ BHAEEEE (n=8)
o 3l - BEEHEEETE (h=8)
i5 b EEBMEEE T E (n=8)
f 25 e O~ EEEHAEETE (n=8)
|E: 1.5
;’%
BT
0.5 1
O T T T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96(h)
1% 5 1% F5hE
F 918
CLcrIERIDEYENFE/NS A —4
Eae EE BEET FEEET EEET
il 8 8 8 8
CLcr (mL/min) >80 50~ <80 30~<50 <30
AUCo+ 47.0 59.6 57.6 74.8
(ug + h/mL) [20.8] [17.5] [19.0] [26.9]
Crax 2.69 2.95 3.06 3.02
(ug/mL) [35.0] [20.7] [10.0] [23.3]
fon (h) 1.0 0.5 0.5 1.0
e (0.5—2.0) (0.5—1.0) (0.5—1.0) (0.5—1.5)
tr () 13.2 18.2 15.4 18.3
[17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/F (L/h) [20.8] [17.5] [19.0] [26.9]
0.590 0.354 0.2772 0.143
CLr (L/h) [37.9] [51.3] [24.4] [31.8]
LESE [CV (%) 1 . AUCot 13 0~96 B, tmax iEFPRE (EPH) | a) n=7

CLer: 7 V7 F=0 7 U770 A Clr: 27 VT T A

) AR OEBINHEROCHZEIZ TEFE, A7 23 I RELTL H 100mg LW EGZBBL. 0% 1M
PLEoRZ & T THE L, MEFFHELZ 1 H 200mg & T523, Wb 1 H 2EICHT TROKET 5, b, JE
KIZEDY 1 H 400mg %82 72§ CHEEH T 223, WEIT 1 B LoMREHIT T 1 HHEE LT 100mg
UFFoiro2k, | THD,

EIMABENEZZIT TV AIRABTHKEETEEZOMRDREE EOFIHTLHBEME OEAT—R) 939
MARZENT 2 521 T D R B B RERE T O AR 8 Billcxt L, FEBEHTHRER ONENTBA 4 2.5 FEHIRTIC T =¥
K 100mg & HIEHR DS Uiz & & | JEEATRIC I 4 BRIOETIIERCIE S 29 3 10 AUCk: D&
SEEMEIE 46%T0 L, BHTIC K DFRERILT 23 I K 57%, O-AF IR 3% THY, JfTo7 VT 7
ADEMTEIEIT T 29 2 K 140mL/min (8.40L/h) | O-Fi A F/LK 149mL/min (8.94L/h) Th 7=,



. SEyEhREIC B 2

MERBEMZEZITTOSRATHEETREDOEMHENTA—4

mni&BH JEETEF 4 BEREE N E
% 8 8
7ayIF

AUCo+ (ug * h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (ug/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5—4.0) 0.75 (0.5—2.0)
tuz (h) 19.5 [19.4] 19.2 [26.8]
O~ A F vk

AUCo+ (ug * h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (ug/mL) 0.48 [69.5] 0.22 [69.1]

BATEEME [CV (%) 1 . AUCo13E 0~24 FFRME, tmax (3T RAE (HEDH)

) AROEBENZAEROHERT N@FE, RAIKIZTZ I FELTLH 100mg K V#5206 L. F0% 18
UEoM@saoHid THEL, MFFAREZ 1 H 200mg & 352, Wihd 1 H 2ENCTTRAKES TS, ok, iE
PRIZEDY 1 H 400mg %8 2 70\ W VEFA Tl BT 223, R 1AM LoMREE H1F T 1 AA&EE LT 100mg
UTFoT7528, 1| ThD,

(AFFHREEREREICE THEMBRE BOFICH 1T SHEHBRBRE

(Child-Pugh 43%8 C) TOIMENREIIMETT L TV,

HEAT—4H) ©
FNERERR A 2 OV 45 FE ATREREAS T (Child-Pugh 3% B) @ 8 i1 9°2l2 7 =24 X K 100mg/[a1% 1 H 2 [A]
5 HMIEROFE Lz & & | RN TT 2% I ROEFIRIED AUCo19n & Y Cmax DM FEMEITZ
NEN 61% KD B0%E D> T, £, KRETHREUEL L2 EHEIRIED AUCo19n & O Cmax D KA EEZNZ
N AT% R 3T% @ h > 7o, FHEREIK T T, tre D RMENER L, FFEREIK TH T O-il A F/L{ikD
EHFIRAED AUCo120 KT Cumax DT EEIEIL, WM AIZIERTK 40%80 > 72, B EEFHERERREE &

BERARUVFHEEREEEOEERE (5 BE) UBROMBEHREHR

(ug/mL)
12 A

10 4

R F LIRS B

-0- {#EERL A (n=8)
- P EEFREREIETE (n=8)

FHERERE

RE®EE




VI HPEhie B4 5 H H

BERARUVFHEEEEEOEZRETOEYHE/ NS A4

FFHaE EE Child-Pugh 4348 B
il 8 8
AUCo-12n 53.3 85.9
(ug *+ h/mL) [17.3] [21.7]
Crmax 5.83 8.75
(ug/mL) [13.3] [18.7]
1.5 1.5
tmax () (0.5—2.0) (0.5—2.0)
14.8 24.1
tz (h) [19.7] [23.5]

BAPTPEIME [CV (%) ] | tmax (TP RAE (FEDH)

) AFI QKRS FIEROARIT HEF, RACIZT7 2% I RELT1 H 100mg ot@;%%ﬁ%rﬂﬂ%ﬁ% ZO% 1 B
U EoM@saoHid THEL, MFFAREZ 1 H 200mg & 352, Wihd 1 H 2ENICTTRAKES TS, ok, iE
RIZEY 1 B 400mg % 2 70 \WVEEFH G B9 525, BEE 1 #HEAU LoMEE2H 5T 1 HHAEL LT 100mg
UFFTo2 L, | Tho,

G)EMEOREXRSHMRREE EOFICHTHHBEE OEAT—42) 3630

65 ik LA o> BT NIERE s 5 12 451 (1 Bl k) ROVl AcbE 12 1 I ONT 18 5k BA L 45 LA T DR A B

12 iz, =% 3 F 100mg/FEl4 1 H 2 8] 5 HRERER AL Uiz, BATMEE i LT, @il B & 0%

PEIZIRBWT T a8 I FRIER 5% DO EFIRIED AUCo12n OEMTEEILZNEIL 33% KT 50%1H < . Cmax

DIMEEEL LI 29% K 53% @i o7z, £lo, WETERENM L7ZEFRIRED AUCo12n DR FEIE

X B E R ORISR DT ERE 26% & 1 23% 1 < Cmax D &M EHEIZZNEH 22% K& O 25%

o T,

EkEOMBRREHER
(ug/mL)

8.0

- S Bt (n=11)
- S & (n=12)
b BEBME(n=12)

70

6.0

50

40

3.0

R T G LIN-B R B

20

1.0

0.0

02468 12 o1 36 | 48 - O 2m
BE&RERRE
THERERE



VIL_ g B 5 H

EEIEDESREOENIE/NF A —4

EFAIRRED e s 5 M e i e B

Y BFRE T A — X (n=11) (n=12) (n=12)
AUCo12n (g - h/mL) 54.7 [23] 61.9 [14] 41.2 [14]
Cmax (ug/mL) 6.20 [20] 7.36 [12] 4.82 [10]
tmax (h) 0.5 (0.5—2.0) 0.75 (0.5—2.0) 1.0 (0.5—3.0)
tuz (h) 16.7 [22] 13.8 [22] 14.2 [11]

RAPPEIME [CV (%) ] | tmax (TP RAE (FEDH)

1) AANOAR SN -MEROHET TEE, RAIKIEZ a3 I FELT1 H 100mg LV &E5EBMG L, £0% 1#MH
U boMEZ ST THEL, #FHELZ 1A 200mg L7525, Wihb 1A 225 TRAKEGT 5, 2k, iE

RIZEY 1 H 400mg %82 22 WHEFH THEEET 223, HMEIT 1 B EoMREH1T T 1 HHEE LT 100mg
UFFoTT92 L, | THD,

1. Z Dt
A L



VI Zeete (B EovEEs) ([CB4 23EA

VIIl. Z£% (EARALOZESE) (CEH3 5IER

REEZDER
TV

W g
O

N
3

. BEERRAR LT DER

2. B (ROBHIZFBESLAENI L)

2.1 KRN ORSxE ULmBUE OB ERE D & 5 B

2.2 EHEOMHREREDH L EE [9.3.1. 16.6.3 B[]

fRER -

21 RANORSTRT 2 BUE DBEEED & 5 BE T, Al aH G LcGEa . FFOUEBUER 2SR BT 5 Araetk)s
EWEBZBND DT, KEIOE RS K OUSINI 6T UBBUE OBEFERE D 3 5 B 121X, AFN OG- %
T5Z &,

B, BT a2 RUSNDOAFIOFRIMDCONTIE, TIV2HMEIDMK 250 L,

2.2 ERARARBRICEH W CHEHERER S O H 5 BE COMARBRILR <, IFHEIERERF TR 2 K EhnERER
(SP642 #&BR) 10055 s b I REREE 2459 5 B TIIAFI O g R R ZE LIk D AUC 2388004 % alferk
WD EMERRE LT, HEOAERS O BFITIE, AL 285 Z & (VL6.(3)IFHAEEE &
] HOVLA0.4)F#EEEEREICES (THEYEBE EORICHS T HHBEE) WEAT—%) 1 2H) ,

3. BHEEXIEHRICEET HFE L ZNDEH
HREESH TV

4. RERUVAEICEET HERE L ENDEH
'VARERVREICEHEYT I8 2RI 52 L,

5. EELERMERE L ZTDEH

8. EELEARMIE

8.1 HAHICRIT D HELGEORMRBER N LEETIEIZE Y, TADARBEOHE X CTAMNAERIRE
Db Z ENHLOT, 7ahI FokhE2FIETH5510E, 2e<ed 1 EBU ENTT
WACET A7 SEEITY 2 &,

8.2 FEMEDE W, FH., IRK. HEES - £ ) - KEEBRNEFEDERTNEZDZENH LD T, KHlHE
o BFEIITABEOELS, fAREE ) EROBEICEESERVEOEET L L,

8.3 PR MRDIEENHLDONDL ZENHDLD T, AFORGHITE U LOREET v v 7 % (ZHET 2
SEWR CENR, BRIGEOE/D . BRIREE . BEES O 5 DR, Kfh, @hiE, BUIN%E) ORBUIEET L Z &,
AR OEEHFIZZED X D IIERN S Do - BA I, EROBEREZT 5 & 0 BE L ONEDFEEIC
HET 5L, MpEEECEEOOEER (DHEXIOALSE) OBEOHLBHE, TR ULATF
X RVERE (THFREGERES) Ob2EE, PR MROLER %K Z B2 0 b 5342 0FH LT
% BELE T, AAR GBS ORARR S IO ENRE LT O L. BEOREROHEEROLE L E
EEFRERBIZT 2L, [9.1.1, 102, 11.1.1 Z/]

8.4 Ly, B, WEMSORBMIERAD bbb, BRERICELZ L b0 T, AAIEL PIIEE
ORER IFEOZ(b A EER BT 22 L, [8.5, 15.1 2]




VIL.

et (N EorEES) ([CB42EA

8.5 MBE K OE DOFREICH BN, B AN ORFERREBLO FIREMEIZ DWW Tt B 247V, R & B
BIOEF IR G XoEET5 2L, [84, 15.1 ]

8.6 Hitil, ZHEDIRFEENE L D AHEEMENRSH 5 DT, BRI, IREFICOWTHBZZITHISHFEEL, 2
HOFRD b HAITE 2B AT 2 &, [15.2.1 ]

fRER -

8.1 AH A EXITPILT 2BICIT, WBBUEDRBLE TLEAMOBANOELIZEEZ T IL LR T TR
LW ERE, DK b THEHBLENT THRAICHET 7L, HELISEZITI> 2 L,

8.2 HENH OESE, MM OBIERE N ~DOREBICET 2RI ThiL Ty, 7 a8 I ROKGRRFE TORK
Naxtge & Uiz B PERRILE ISR (EP0008 3R & O EP0009 #Bk) 29 123\ T, RIEM & LTF
Bk F U 145/527 il (27.5%) . MEHR 55/527 #il (10.4%) . 58 31/627 il (5.9%) . Ffi 27/527
(5.1%) . #EH 26/527 B (4.9%) 3t SNTWD, AAIFEG-PICILE B EOEBEIRE, GRZ S RO
BRI RS TR VLY HEET D 2 &,

8.3 AN DR N B L N Mg B A b G & L7285 T HERBR (SP640 #BR) W Itk T, ZaH IR

(400mg/ H X% 800mg/H) OF 512 X v FIEAKFRIIC PR B OIER B Sz 2 & ROKETRN ST
FEOFLHUTFESEHE LT,
AN G HENR, IRIAEED . IRIEAREE, BEI.S 5 5 DR, &ph, B1E, BYINSENRH L bh- 41X
FOEET DL LI MEEREESCEEDOMEBOBEOH HEBH . T M) VAT ¥y X VREDH D EH,
PR MG DIERE 2L 2T RBEh O H 5 A 2 0 LT 5 BES T, A G- BIIARE K OAH #5730
BHRELEITI 0 E, BEORER VRO bEEERBET D Z L, o, BESCFEEIC 0720
2TV, BE ORBIZEDFRD BT HE IR, I S ERT A~ LE S 26 S L 5 K 9 IZRUE S
52 & (NLe.(NEHHE - BERZEOHLEE] . W7.Q)MIELZTOEA] KO VL.8.(1)EKXLE
YER EHREIR) 21

8.4 Lyt BlEE, WM ORERE B L BEN BRI E D /RN D 2 DT, BFEORFHIER D
ZALICHEE L, 20X 9 RN S b5 a il etz 325 2 & (VLA12.()ERRERICE D <
B ) .

8.5 FE AR AAMEEWIZ THEEBE L TV ARERD 5 B BRICHRME, AREKICOWT, BESLEEIC 5
IR A ATV, B ORSIERIC 2L 258D BTG E IR, FRD & ERT~EHE Uil O e xhis 23 B 5 &
HCHET HZ & ( IA2.(NERERFERIZE D CER 21)

8.6 FEERARIEMBRERBRIZI T, T v FOKEKIZES% 35 HHETHMLIZZ & KO HEFEIEFZE I
FRFER (EP0008 5k & O EP0009 #Bk) 29 128\ T, il (5.1%) KOHEM (4.9%) NEEHHNT
WLOT, MBEITH>REFHITEEL, 20X WERP S SN IITEY s+ 52 &
( TVI12.(2)FEERERABRICE D CER) 21) .

 HEDERZEZHILBEICHT IR

MEHHE - BERZEOHLEE
9.1 BHHE - MERZEOHLEE
9.1.1 MEEREPEEDNMER (DHEEXILTLE) OBREFEOHIEBE. T ) ILFYRILEE (T
WA TERRSE) OHLEE
AHID PR MRIERIERICEVEET vy 7EREBT 28201 H 5, [8.3, 10.2, 11.1.1 ZH]

RN -
9.1.1 MBSO B O MERERE 254 & L7 1 AHERER (SP640 RABR) W28\ T, JaH¥ I K



VI Zeete (B EovEEs) ([CB4 23EA

(400mg/ H X% 800mg/H) D512 &L 0 HEAKAFIIZ PR FIRRODIEE DGR bz 2 &0 K OSKIETRAT
EOTLHITHESERE Lz, MRERESCHEEOLEBOMEOH HBH, 7 M) U LT ¥ RVEFED
HHBE, HOHNIPREBOLEELZR - THEZINOH2EAZHH L CVWABRFCIIERE 1 v 7 %R
BETHBEINNHL0T, HWEICELF T2 (IS5 EELEARMIE L ZOES) | VIL7.2)6A
FEETOEA LV VILS.()EXAGRIEREWEHER 21) |

QEHEEERE
9.2 BHREEERE
921 EEBHERENHLESE
[7.1. 16.6.1 ]
9.22 MABHEZTTLSRUABHERETERS
[7.1, 16.6.2 ]

e -

9.2 AANIHE LG EDK 30~40% N ARE(AKEE L TEIRESN D720, BHEEREDOH 5 EE TIE, AHI Ok
DEIET D AR HD DT, 7 VT F=0 27 V7 7 AMEESE KRG, HEMREZMET 270 L
HicEkGET52 8 (I VARERVAZSICEET 535 KO IVL10.3)ME B Z 2 (T TS REABHEE
FEEREOMEDRE EOFICETLIEBRAE GIEAT—%) 1 230 .

Q) HaElEET B
9.3 FFigRelEEEE
9.3.1 EEDIHEEREETDHLEE
BhLnwz &, RFoMPREN ERT o821 AnH 5, [2.2, 16.6.3 2]
9.32 BEXITHEEDHHEEREDHSHEE (Child-Pugh 748 A XU B)
[7.2, 16.6.3 &[]

s

9.3 JFHREME BE 2R 2y EhieR (SP642 ER) 10 OFRN G| ITHRERE 263 5 B&E TiX. KA
D MAEFREARD AUC 23T 5 ATREMER H L 0T, EHEICREGT 52 L ([ VAREERUVAZICEE
9 HEE) LU VL10.4)RFHEERERE LS T H2EMBE BOFETLHBRBE HEAT—%) )
ZH)

MAETEREEET 5F
BEESH TR

(5)8E 5%

9.5 1TiR
B SUFAENE LTV D ATREME D & 2 e MR, VB3 LA RMEDNERMEZ EFE D &S 555120
HEETH L,
T v MTBEWTREBITEIREO 5T 5,

fiEER -
95 EFEE (7 v b)) THE~DODBITEROCHEROEKERDPEO SN TS, REPET—Z 2 — b
(Company Core Data Sheet : CCDS) #&E|Zit#k L7z,



VIL.

At (FH EoEES) (BT 5HEE

BHSE BB 3o\ TR AR SUTAEAR L TV 2 WTREMED & 2 PRI R G S G ST 2720 [ENTO
PRI AT D A REBRITIEF (S 70 < IR O GBI D L AMEITHESL LT, w3 iR LT
WD AREMED & % PR LTk, ARk L etttz +oEEo L A+ 252 L (TVIL5.(2)Mmi&— s iR
FI@@ME (5v MBI HREERE) | 2R .

(6)#§$L§%

Yﬁ%h@ﬁﬁ‘l‘%&()“%%% DAEFMEEZBE L, ZALOMGEUIPIEZ BT 5 2 &
R (7> 8 THLHT~BATTD 2 LA shTnD

fiRE -

96 %ﬁ#@igﬁ (?‘7 }\) "C?L{«I—E{J/\O)%?ﬁ‘zﬂgﬁg&) E)j/bfl/\éo CCDS ig;}%@:%ﬂﬁ L/7L:o
BRI G AR AR AT 5 L5 ITiEET 5 2 & (VL@ LA~DBITHE (S5v MBI+
FLAhEEH) | )

(7R

9.7 IMNR

9.7.1 MRHAEMKEIE, FrAR, FLIE U 4 AR O S RIT 33 25 BARRER T L ThZeu,

9.7.2 /NREBFEOEIFAEIZ ﬂﬁ“éﬁﬁﬂf‘?& B9 % BRARRRBRIZEN - sk & BTl TL7Rny,
fiRER -

9.7 4 AT OV T, [EPICH B BIRBIRICE CHITRRBRA 2\, $72, INROHA TR 2 B
FRHEC BT BRBRBRIZ A - M35 2 B IS RRES TR

(8=t

0.8 BE
— RIS ERE CITAEFERENME T LTS, [16.6.4 2]

fRER

9.8 AAlTIRLG-EDRK 30~40% N KRELAL L TEIRE SN D 72D, BHEEME T LTV 2 ATREMED & 5 &iln
FHCIEARROYRME DS EIE S 5 AIREMEN D 5, SME @l ESE (7 24 I FEEOSEEFH « miBrE 71.3
k. il PE 69.7 %) A xIGl Lo gsbERIRERER (SP620 #kliR) %637 |23\ T, IR NG5 % OKET
FHEIL L7 B HIRRED AUCo12n KON Cmax 1. BB AR TEEBMER ORI 25% VSR TH
STz, EEFEIIEEROBAITMZ, BHEENMET L TCWDAREMERS D720, 7 LT F =27 VT 7 v A H
EHEICE SR, REMRAETET S0 SEEICEGT 52 (TVL10.0)&kEDREHRSHLRETRE
BOFIHTIHBEE GEAT—2) | 28
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7. HEEHA

(MBERZER L ZDER
BE ST e
QBtREFE L ZDER

10.2 BFFEFE (BFRICEERET S &)

A & BEAEAR - HEE TR B - SRk 7

PR MBOEEZEZTBIND | BEET v 7ENREEH T 582 | fFHICE Y PR BIFRLER/EMH
H 2 FHA
(8.3, 9.1.1, 11.1.1 ]

nndH s, NN T D BN D D,

fEER

10.2 AN DR N B OB E 25t & L2 H TR (SP640 3E) W 2\ T, ZaH IR
(400mg/H X% 800mg/H) DO#HIZ X0 HEEAFIIZ PR BREOIEENRBO biic 2 & R OSKERAS
WEOFRRICESEHRE Lz, MeEEESCEEDOMEROMEDOHLHBE, T R U AT ¥ XVRED
bhoEE, HDHWIE PR BFBOEEZLZTBEINOHLEAZ0H L TWDEBEETIIERT 1 v 7 &)
HETLHBZENAHLOT, HEICKRGT 2L (ISEBRLGERMIELZOEH) . VI6.(1)EH

fE - BEBREOHIEHE] L IL8.(MNEXLZEIER & MHER] 2R) |
8. Bl¥EFA
1. Bl¥EA

WOBIWERMNS LoD ZENH DO T, BEE DTV, BENRD LN EEIITES 2R3
575 EYIRAEEITHY Z L,

(WEXK

BIMEA & AIHER

11.11

11.1.2

11.1.3

11.14

1.1 EXTEHER

BEJOvY., &Ik, K (W Fh 1%A50)
PRMROIERZE ZTBEhAH 5, [8.3. 9.1.1, 10.2 ZH]

hEMRFIEFERARAE (Toxic Epidermal Necrolysis: TEN) . RS#5IZRfEIREE (Stevens-Johnson
FEIREE) (W T b SHEARE)

FEN ALBE, JKIE - YD A, £ D8, WHER, IRFEMm, DNRFEORENRD bNGEICITkE%
Ik L, @EERAEEITY 2 &,

RFIMEBBUEERE (BEARY)

WIER & L CH9B, BERA HAL, TITHFREREREE . U o EER, AMmekem, irieekigz, #=
B L SERIBLSE 20 0 RO BEERMBUERRH Sb b Z L nH D, 7B, B b2y Ao
VA6 (HHV-6) DU A NV ADFIEMALE LS Z &ENE <, FhF 1Lk bR, E IFHREREE
FOERNERD D VITBEL T 52 &N H OO THEET DT L 39,

WMEMBRE (B AP)

fiREs -

111 BEJA Y., ®Ik. &8 (WFhd 1%A0)
H P EEELFEF ISR (EP000S RER) 2 K OVEREHLFEFIAERER (SP0993 55k & (f SP0994 #RfER) 9

«C‘\

W5 EL FoRERET v 7 OFIERITRE SN/ o728, 7 aH% 3 K 400mg/ H BEIC BT o

224, 7 =Y <R 200mg/ HREFIC W TIRIRDS 1 IS Shiz, 72, EP0008 FBRIZ 5] it & Sk =
iR Hkp G3R (EP0009 #R) » TF EL EOREET v v 7 Kb, RIROEIER #3720
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11.1.2

11.1.3

11.1.4

oz, LMLA 5, CCDS R TOMMRR A BB L, ERREWEMICEE vy 7 Kb, Rk
R iE LT,
AR OBEHITEE L T, BARERZ FoICBl82 L, BEPRO NG EIE, K52 Pikd57k L,
HWYIREZAT) 28 (IS EELGEARMIELZNEH] . IL6.(NEHE - BMEEFDHLEE]
FOY WIL7.QHREE L ZTDER] ) .
EMRKZIEERAIE (Toxic Epidermal Necrolysis : TEN) . RIE#EIEAREIZEE (Stevens-Johnson fiE
=3 (W IFhsSEEAR)
H o E BRI A 2B AR ERER  (EPO00S 35k & O EP0009 #ER) 29 | [ERSILEZE MAHERER (SP0993 &k K&
O SP0994 #RBR) KOS DE D FAEEXIGR & LT 7 B AR I\ T, itk B sERl AT
Jit (Toxic Epidermal Necrolysis : TEN) | FZJERIEIRIEFERE (Stevens-Johnson SEMERE) O RIVEHME
F7e otz LinL7eh b, CCDS OFtHk, M TOMMHRER, FLOEBMELZHE L. RE LT,
AHNOFEITE L TR, BRRIER OB 2 01470, BB FLBE, AN - DAL £ D FE, THETR. IR
Feifn, ARNRFEORFENRD NG, HEEPIL, #ERRAEEZTTY Z &,
KR BBUEERRE (HEAH)
H i EBSEF S ARER  (EP0008 78k K OF EP0009 #U5R) 29 | [EREILFS MR (SP0993 3k K&
O SP0994 #BR) 3 KOS OIS FIEZ R E Lic 7 7 B AR BRIV T, 3EAIMm BUEE R
(Drug-induced hypersensitivity syndrome : DIHS) OEIEH#ME X720 ~>72, LU G, SO
TRZIZ BN T, AFH & ORFHMEN T E T & R WEEOBBUEN HE S 41, CCDS (21X DRESS (Drug
reaction with eosinophilia and systemic symptoms) = AFNZEBITHEMWEH L LR L TNDBZ &n
O, BERZREMEMNICFERI MBS EUEREGERE 2 5RE L7z,
DIHS (&, A7 LF—L U A VARIYEDE S LI TH Y | HAlRE 2~6 BH% (£ 134~
6 %) (CEFRAICRIE L, @A BERIES 2 (5 BEOFZ T, FAITILE bBIE LT 52 L2 H
Do FHT LAX—DIEIRTH DI, B, TEREEENRAE L, ZHUTHIERE E b2 T AL
Z 6 (HHV-6) “FOFHEMALIZ X 2388, JHERERES OFR1RBD 6D,
KA 2~6 BZRITIE, BEENL O Z5EI2IE, DIHS O ATREME & B & L THERER A E O 25
RFEA Y L ERHHBLAE | DIHS IZRHEAIZRGER ORBUCA3EET 5 2 &, BREPRBD b5,
TGz L, EWURAEAZITH Z L,
BEMIKAE (B B)
H H EBSEF S ARER  (EP0008 78k K& OF EP0009 #U5R) 29 | [EREILFS MR (SP0993 3Bk K&
O SP0994 & ER) 3 KOS O FIEZXGR L Lie 7 7 B AR BRIV, BEEERERE O fI1EH
W IR o7z, L LG, CCDS Oitfl, Mt COMEIRER, FROHEBMHEZBE L, RE LT,
AR OB LTI, BRIEROBIEZ H012470 RERREO oG I0E, &52PiEL, #
IR EZ1T D Z L,
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(2)F DD EI1EH
11.2 ZOHDEIEA
T 3%LL 1~3% A 1% AT N
FEMED F U (17.8%) | | FUEREE, Rk, EBK | 9o, DR, BB, | BmitREE, 259
A, IR i TR, R BIRR, SR,
PENREE . BE{TE), of
e FLARTE, FEREAREE. T
FRHRAREER . IR, IR,
EGEREE . R, iR
AR, I A7 eE—X X
PEC A A
i[5} AR, FH
MR H 1 ER s>
e L, MM T HMAEARE., OWELE, 5%
B, fEFK
TEER 2 LN B R
JiRR I JFHEGE B Hy
R kG E
Ntk
id[ B, =B, T O FEE | M FEIE
B R 1 R M
R 2 Bl F U B
W5, TESRATRL B BATREE, BRI R, PRM5, M5, SR | WRBESR., TEFHBATESE.
Z DAt HAC, FEN EIE. B | BN, S
T I AN T4
) EWNERERE (ORI SERA~O Y 2 2 R ER) TR L -EBITER
RN

1.2 [EPNBIFERER (EP0024 #A8R) ®, H P EERILFEIZBIERER (EP0008 7l A& Uf EP0009 #lR) 25, [EERM:
[FZEMAHRER (SP0993 #llR K& Of SP0994 3lR) 3. [EFRILEIZ TR Wiikkc i 57kl (SP848 #llR) 19, [H
SRALIRIZE IFRRRER  (SP0982 i) © M ONEIRRIL [R5 AH R Hkpiic G (EP0012 #ER) 7 CTRE0H HAVIZEl
TEMZEBURDLKL Y CCDS IZEE D& Rk L7z, 723, AMNEIZIIT DD REARER & OSME O ifl: o B F S
BT DREIWER Z AR & L TRt L7z,

HBAEEAEREER VERREERE &

1)ESTHI
#HrRAfE (BMNEMMEER | EP0024 5X8R)
KR
A K 9
FIlE 36 BUE 15 2
RIVERFEBIESIZE (%) 22.2
il VI 25 D TR | BEHIR (%)
BlEE
I | 1 11%)
—f% - 2EEES L UHESHEOKE
TSR (AL B [ 1 (111%)
BE. PESLURBEEHE
WL L 5 B |1 (11%)

(MedDRA/J Ver.16.1)
(2017 £ 12 2t By U ALAERD)
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2)#Z 0%
DEXIE:X (ERLREEDHEGE : SP0993 B K U SP0994 HER)
FRRE
AT B3R 444
Bl BUE (1 5k 181
BIVEFARBUEGIZR (%) 40.8
BIVEH S OfESH |%ﬁﬁ%$(%) BIERZEOFfESE FEUERFIZE (%)
BPES L UHERE EEeN S 1 (0.2%)
RAE TSR 1 (0.2%) FEREE 1 (0.2%)
EL P 2 (0.5%) JAE R 2 (0.5%)
NS 2 (0.5%) FoRlEE 1 (0.2%)
B, BEERSLUHMTHAOHLEY (EBEEIUKRY— HRREE
JE8L) = 1 (0.2%)
5 Bl IR I (T | 1 (0.2%) T 4 7 1 (0.2%)
MmEH LV VNREE 7 NP S B S 1 (0.2%)
i i Bk iE 2 (0.5%) TP 1 (0.2%)
Y LR 1 (0.2%) o D S 1 (0.2%)
U L SEE 1 (0.2%) vl = 8 (1.8%)
U o EREENNE 1 (0.2%) FEMED E 37 (8.3%)
U BRI E 1 (0.2%) BB A 1 (0.2%)
I ER A 2 (0.5%) M EE R 1 (0.2%)
M NI E 2 (0.5%) U 1 (0.2%)
RERES RIEAEFERE 1 (0.2%)
I EE (0.2%) Gt 18 (4.1%)
T L L — 1 (0.2%) W HRAE 1 (0.2%)
AR5 EE R SRR 1 (0.2%)
IR IR AR T | 1 (0.2%) FHERIRIKT 1 (0.2%)
REELUREBES IR 2 (0.5%)
ol AT a— LiE 5 (1.1%) PSR 9 (2.0%)
BNV ZURY NE 1 (0.2%) FEAH B RE R 1 (0.2%)
&7 b U U A fSE 1 (0.2%) Jr R 1 (0.2%)
RBRTIHE 1 (0.2%) BEEE 3 (0.7%)
RS 1 (0.2%) TR 22 (5.0%)
RARIHEE 1 (0.2%) TAMAERIRRE 1 (0.2%)
1= g g 1 (0.2%) A 5 (1.1%)
fEEE PRH 1 (0.2%)
LN 1 (0.2%) S i 5 (1.1%)
RIEREE 1 (0.2%) AN 2 (0.5%)
Breepk 2 (0.5%) JE ST AR 2 (0.5%)
NS 2 (0.5%) ARfEE
o >Ry 2 (0.5%) B 4 (0.9%)
RS 4 (0.9%) AR 1 (0.2%)
THEEEHT D DO 1 (0.2%) HR I 1 (0.2%)
B RIH R 1 (0.2%) TRk 2 (0.5%)
EEhEE 2 (0.5%) HR e 1 (0.2%)
bl 1 (0.2%) ERELURKESE
AHRE 2 (0.5%) Hug 1 (0.2%)
Ve R—6k 2 (0.5%) [IHRPE D F U 12 (2.7%)
AL 2 (0.5%) FARPR 1 (0.2%)
PRI 2 (0.5%) IDEEE
A 2 (0.5%) D EHE) 1 (0.2%)
N2 N4 1 (0.2%) EERET Oy s 4 (0.9%)
Rl i - R 1 (0.2%) Bk 4 (0.9%)
MR 7 1 (0.2%) DI 1 (0.2%)
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BIERZE ORESE FEBUERIZE (%) RIVERZOFSE FEBUERIZE (%)
DEWNREfEE 1 (0.2%) REE3] 1 (0.2%)
TR AR 1 (0.2%) 5 R 1 (0.2%)
L EE MRS 1 (0.2%) VU ey 1 (0.2%)

mEREE U R AR R 1 (0.2%)
EifEZ V—F 1 (0.2%) BB L UREBES

AR i 1 (0.2%) RIFHIR 2 (0.5%)
il 1 (0.2%) YERBLUVIEEE

FEIR2S. MIERE & UHEREES A R IEE 1 (0.2%)
SN 1 (0.2%) ERRE R A2 1 (0.2%)
BT 1 (0.2%) —f% - 2HEZEH K VRGO INEE

IR, ] 1 (0.2%) ST IE 3 (0.7%)
£k i 1 (0.2%) Wy 25 (5.6%)
e 1 (0.2%) [OX QOG- 1 (0.2%)
1 fenE SE 2 (0.5%) AT 3 (0.7%)
BiEEE 5y R 8 (1.8%)
I S A R 3 (0.7%) RPN 1 (0.2%)
20 1 (0.2%) EEHE T 1 (0.2%)
RE R 5 (1.1%) FTAR AR RE D 5 2 (0.5%)
P [ 1 (0.2%) ERRRE

15K 2 (0.5%) TI7=VT ) NTVAT TR 5 (1.1%)
T 3 (0.7%) TARTEVET ) N T VAT = 57— 5 (1.1%)
H PNz A 1 (0.2%) F 1 B P A = 1 (0.2%)
HIER B 2 (0.5%) e Y L e 8 2 (0.5%)
BLW 1 (0.2%) 7S 7 F o H8h0 1 (0.2%)
53] 2 (0.5%) AT A NATF v L E» 1 (0.2%)
H A E W R 1 (0.2%) AT A N AT v o H#E0 3 (0.7%)
L 18 (4.1%) T B ER S 4 N 2 (0.5%)
RIBER 1 (0.2%) yINEIN BT AT = TP 7 (1.6%)
Mgk it 4 (0.9%) DS 1 (0.2%)
1 D& SRR 1 (0.2%) AR N 1 (0.2%)
0 O 3 (0.7%) EHE Y REARE 1 (0.2%)
FIRERES U BRI 1 (0.2%)
JiF ¢ 1 (0.2%) HAER S N 1 (0.2%)
JiFBes 1 (0.2%) I HRER B IR 1 (0.2%)
EEH & UE THEES /N 1 (0.2%)
S 2 (0.5%) IR ek 3 (0.7%)
it i 2 (0.5%) IREEIEN 3 (0.7%)
T LIV X — PR g% 1 (0.2%) I ERECHE N 1 (0.2%)
2 T g 1 (0.2%) RHRT VT IV /7 VT F = 3 (0.7%)
HTBE 1 (0.2%) T RrZET Y Fax7a b 1 (0.2%)
) PEIE 3 (0.7%) PRNVEAEG T T Y BN 1 (0.2%)
e 1 (0.2%) g 5 2 (0.5%)
Fei5 4 (0.9%) L TR BRI 2 (0.5%)
BEIR R 35 1 (0.2%) 5E. FEBLUNESBHE

JTHE 1 (0.2%) BEEARER S 1 (0.2%)
BERRE L UHESHBES i8] 3 (0.7%)
BA i 1 (0.2%) ELA 2 (0.5%)
A 2 (0.5%) H Y 1 (0.2%)

(MedDRA/J Ver.16.1)
(20174 8 § 23— BV ARG
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QftREE
a) LA (BHERFESE M ER - EPO008 58 & U EP0009 XE&)
FRRE
AT B3R 527
Bl BUE (1 5k 313
BIVEFARBUEGIZR (%) 59.4
BIVEHZE O |%éfﬁﬁfﬁﬂ$ (%) EIER % oA FEUERIZR (%)
RBAES L UVFERE BELIIRRE 2 (0.4%)
ENZES 1 (0.2%) M EE R 6 (1.1%)
A28 1 (0.2%) TR L 1 (0.2%)
A 7T W 1 (0.2%) VAF R — 1 (0.2%)
A RS 2 (0.4%) VA F=— 1 (0.2%)
JifiZe 1 (0.2%) TAIA 3 (0.6%)
R R 5 (0.9%) BIEE N IR 1 (0.2%)
B, BEESLUHMTHAOHLEY (EBEEIUKRY— UEA 31 (5.9%)
TEED) IBHRAE 1 (0.2%)
F2 8 FLEEE | 1 (0.2%) BRI T 2 (0.4%)
mEH LV VRREE HEAR 1 (0.2%)
2 1. 1 (0.2%) FOiEREE 9 (1.7%)
F 1 BRI AE 2 (0.4%) K= 2 —nm {F— 1 (0.2%)
U L SERID SE 1 (0.2%) AR AR 4 (0.8%)
i/ NS i 1 (0.2%) fEH IR 55 (10.4%)
REREE DEhREE 2 (0.4%)
WBUE | 1 (02%) T A A TR EE 2 (0.4%)
REBLUFBEST KA 2 (0.4%)
e A 1 (0.2%) PRH 12 (2.3%)
KT b U v A fhE 3 (0.6%) A E 3 (0.6%)
R > i fE 1 (0.2%) TR B S A AR 1 (0.2%)
RARIEE 12 (2.3%) ARFEE
fEEE R i e A 4 (0.8%)
Yrmpk 2 (0.4%) B 26 (4.9%)
NG 1 (0.2%) N3z f50 1 (0.2%)
%0 1 (0.2%) Ay 1 (0.2%)
o >R 1 (0.2%) SR 1 (0.2%)
PReY 2 (0.4%) F 27 (5.1%)
Ry 2 (0.4%) Gl oe= 2 (0.4%)
M S R 1 (0.2%) EBFURKEES
R 1 (0.2%) S 1 (0.2%)
b9kir) 1 (0.2%) Hig 6 (1.1%)
IR AR 1 (0.2%) [\l £ 7 (1.83%)
AHRE 6 (1.1%) DEEE
B %S E 2 (0.4%) EERETO s 4 (0.8%)
SRR 1 (0.2%) NI 1 (0.2%)
EREE 2 1 (0.2%) EMTay s 1 (0.2%)
T A AAETR 2 (0.4%) DENREEE 1 (0.2%)
il 1 (0.2%) B 3 (0.6%)
FEITE) 1 (0.2%) DR PEHA SR 1 (0.2%)
HIRREE mEEE
FEIE 2 (0.4%) L 1 (0.2%)
TEE) K 9 (1.7%) ST PRI 1 (0.2%)
Jibd H . 1 (0.2%) =H 2 (0.4%)
NS 1 (0.2%) FERER . HZRES & UHiEFRIEE
4G 3 (0.6%) Rk 1 (0.2%)
i AR 5 (0.9%) A 0 e 1 (0.2%)
B E 145 (27.5%) B AR 1 (0.2%)
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BIVEH S5 O FEBUERIZE (%) RIVERZOFSE FEBUERIZE (%)
1 A BE R 2 (0.4%) AHLHI A #% 1 (0.2%)
BhIalEE e 1 (0.2%)
iR AT 1 (0.2%) PEAR A 1 (0.2%)
fE 9w 6 (1.1%) —f& - 2EEEL K VEREHALOIKE
REERIE 5 (0.9%) S 7 (1.3%)
5 4 (0.8%) b s A e 5 (0.9%)
T 8 (1.5%) AR 1 (0.2%)
M Pz 2 (0.4%) 57 4 (0.8%)
+ HRIE %k 1 (0.2%) T 1 (0.2%)
LR 3 (0.6%) TR R 11 (2.1%)
=R 1 (0.2%) Gy 3 (0.6%)
ERS 3 (0.6%) RPN 1 (0.2%)
ZEM I 2% 1 (0.2%) FE R 8 (1.5%)
B 29 (5.5%) R 5 1 (0.2%)
RIIRIE S 1 (0.2%) R 1 (0.2%)
- ER A AR 1 (0.2%) RV AR 1 (0.2%)
Mg i 31 (5.9%) FEEL 4 (0.8%)
TN N 1 (0.2%) BRRE
HEE 1 (0.2%) TI7=VT) N TUAT 2 TR R 1 (0.2%)
W E 2% 1 (0.2%) TI5=vT ) NTUAT = T—B N 4 (0.8%)
FrREEREE TARGEVBT ) NIV AT 2T -V RE 1 (0.2%)
JHFASHE R 10 (1.9%) TARNTXVEBT ) M T /AT 27—l 8 (1.5%)
JiF R 3 (0.6%) . HP B R P ) 1 (0.2%)
Rt 1 (0.2%) ML A v A 2 (0.4%)
SR AT R 1 0.2%) 27 o — Vb 1 (0.2%)
EEH & UE THEES e ehal Mg =3 1 (0.2%)
B E 4 (0.8%) i il N VA 5 720 1 (0.2%)
KL 1 (0.2%) I SR B N 4 (0.8%)
T LIV X — PR g% 2 (0.4%) T ERER A 2 (0.4%)
S 1 (0.2%) yINEINNT AT =T —B N 8 (1.5%)
1z 1 (0.2%) TR R A B 3 (0.6%)
FLBE 2 (0.4%) U »oERERR D 1 (0.2%)
B2 T 1 (0.2%) U RERELHE N 1 (0.2%)
ZITE 2 (0.4%) BERE R 2 (0.4%)
% D FERE 6 (1.1%) B H ER A ) 6 (1.1%)
*5 4 (0.8%) B A ER S 1 (0.2%)
E RS 1 (0.2%) RN TR e % 7 (1.3%)
EHMEZE D FEIE 1 (0.2%) JREE 1 (0.2%)
BERRBLIUHESHBES TR R L BR B 2 (0.4%)
RAfm 1 (0.2%) IRE D 3 (0.6%)
A 1 (0.2%) {REEN 3 (0.6%)
i MR 7 (1.3%) SHINEE e/ 18 (3.4%)
B 1 (0.2%) [N % 1 (0.2%)
DUl fis 9 2 (0.4%) JREE UL E N 1 (0.2%)
LS T 1 (0.2%) SRR B G 5 (0.9%)
B L URKREES N7 UAT IS —E LA 3 (0.6%)
Bl o R 1 (0.2%) 5E. DESLVLEESHHE
R 1 (0.2%) L] 2 (0.4%)
1 pR 1 (0.2%) P15 2 (0.4%)
BEIR 1 (0.2%) AL 1% H if 1 (0.2%)
B AR 1 (0.2%) E- 1 (0.2%)
PRI 1 (0.2%) VURG AR 1 (0.2%)
EBERBLUVIEEE F SR 1 (0.2%)
H s 1 (0.2%) H R A 2 (0.4%)

(MedDRA/J Ver.16.1)
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b) /NE (ERRH#RESE I8 RAMRERSHER . SP848 FHER)

TR
FRADIE %% 137
Bl 58 BURE B34 77
BIVEAFBIERE (%) 56.2
BIVER% O EERED) RIIE I S O Rl | REVEBIE (%)
BEES LK UFERE mEEE
ELCES 1 (0.7%) L 1 (0.7%)
7 A L AV g% 2 (1.5%) =H 2 (1.5%)
MEH LU VRREE MEIRSS. MERE & UHithRiES
I BRI | 1 0.7%) L 1 0.7%)
REBLIURERE BiEE Y 1 (0.7%)
ik 1 (0.7%) LoD 1 (0.7%)
KAV © AfiiE 1 (0.7%) KB D o1 1 (0.7%)
HEi 1 (0.7%) BiREE
RARIGE 6 (4.4%) JE s 2 (1.5%)
RHES LREE R 3 (2.2%)
Wi 1 (0.7%) PN D 1 (0.7%)
Rz 1 (0.7%) EA 3 (2.2%)
PETLIRTE 2 (1.5%) T 2 (1.5%)
5 >Ry 1 (0.7%) B 8 (5.8%)
Koy 1 (0.7%) IR 25 1 (0.7%)
iy 1 (0.7%) M P 9 (6.6%)
N X (9 1 (0.7%) B D RAE 1 (0.7%)
FErREZ b 1 (0.7%) EEH & UK THEES
JAE R 1 (0.7%) SR 1 (0.7%)
FAUAT 2T 1 (0.7%) Wit 1 (0.7%)
B ATE 6 (4.4%) SRR 1 (0.7%)
FEthE iR 2 1 (0.7%) % 9 FEIE 1 (0.7%)
HRREE W95 1 (0.7%)
Rz 1 (0.7%) —f& - 2BEEL I VREEHAOINE
Je g 4 (2.9%) VA 1 (0.7%)
FEED F 28 (20.4%) W57 9 (6.6%)
AT R 4 (2.9%) BITRE 1 (0.7%)
SEIR 2 (1.5%) By R 1 (0.7%)
TR 5 (3.6%) ERERRE
P EEE 1 (0.7%) AR R ARV R 1 (0.7%)
R4 5 (3.6%) il N RV 1 (0.7%)
P 1 (0.7%) M7 2 b AT 1 @b 1 (0.7%)
fEHAR 27 (19.7%) M kY 27 0% ) REN 1 (0.7%)
TADAERIKEE 1 (0.7%) if R RS AN 1 (0.7%)
PRk 11 (8.0%) SRR EEHE N 1 (0.7%)
SR A A s 1 (0.7%) TN EE ey 1 (0.7%)
Sl 3 (2.2%) T HPER SR> 1 (0.7%)
IRfEE FYgS— RFa=@Ed 1 (0.7%)
A 7 (5.1%) IRE R 1 (0.7%)
F 7 (5.1%) Wil NV 3 — RF o=@ 1 (0.7%)
AR E 5 (3.6%) BE. PEF L UVNBEHHE
B 1 (0.7%) BIE I R G 1 (0.7%)
AR B 1 (0.7%) EE 7 1 (0.7%)
HE L URKESE U5 1 (0.7%)
[alfEME D F | 1 0.7%) B 1 (0.7%)
K TRV E T 3 (2.2%)

(MedDRA/J Ver.16.1)
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c) BMEMAKREME (ERLRZEMAFER : SP0982 FHE K U EP0012 FXER)

TR
ARSI %% 264
Bl 58 BUE Bl 3% 124
BIVEH S BUEGIZR (%) 47.0
BIVER & O |%E<£EJE1§IJ$ (%) BIVE S O FBERFIF (%)
MAEL LV VNREE SEA) R LR N 1 (0.4%)
H I BRI AE 2 (0.8%) yINEIN T RT 2T =B 2 (0.8%)
U L SERIRD S 1 (0.4%) NV AT IF—EEH 1 (0.4%)
i FR BRI i 2 (0.8%) RN 2 (0.8%)
I IR A E 1 (0.4%) REBLUFREEE
DEEE BARRGER 1 (0.4%)
FEEET0 vy 1 (0.4%) e 1 (0.4%)
EMT a2 1 (0.4%) HRREE
Eyfes 1 (0.4%) = 2 (0.8%)
HE L UREES JFENE 1 (0.4%)
Hug 1 (0.4%) HEE 4 (1.5%)
[BIEEPE D F 14 (5.3%) A 4 (1.5%)
RfEE AR E 1 (0.4%)
L) 6 (2.3%) T FRE B B 1 (0.4%)
AR A4 1 (0.4%) Rk 5 (1.9%)
SeARSE 1 (0.4%) FEMED 48 (18.2%)
F 5 (1.9%) KIFEEsA 2 (0.8%)
ks 1 (0.4%) GIEE) 9 (3.4%)
BaEE SR TLHE 1 (0.4%)
JE TR AR e 2 (0.8%) R BURR 1 (0.4%)
JiE 5 1 (0.4%) FLIE R 1 (0.4%)
LR 1 (0.4%) JEETR 2 (0.8%)
G 3 (1.1%) IA T E—XAETADA 3 (1.1%)
T 4 (1.5%) SERR 3 (1.1%)
1 PN RE S 3 (1.1%) INEVET A A 2 (0.8%)
53 1 (0.4%) SR R 1 (0.4%)
F O R SRR 2 (0.8%) $HE 1 (0.4%)
L 16 (6.1%) AR AR 1 (0.4%)
Mg - 8 (3.0%) B 32 (12.1%)
—f& - 2EEEL L VREHLOIRE AnhlEE 1 (0.4%)
957 9 (3.4%) TAMAERIRRE 2 (0.8%)
T i 1 (0.4%) Pk 4 (1.5%)
AT 2 (0.8%) RHES
5 Rk 5 (1.9%) Yz 2 (0.8%)
ysNR 1 (0.4%) ) 1 (0.4%)
(mF72) 1 (0.4%) Rz 1 (0.4%)
ST AR RE D G 1 (0.4%) 5 ¥ 1 (0.4%)
BEES S UFERE AARSE 1 (0.4%)
LIz W 1 (0.4%) R E 1 (0.4%)
hE 1 (0.4%) FErE RN 1 1 (0.4%)
DR 6 e 1 (0.4%) EERB L VIEES
5E. IEB L UNESHHE HikiE% 1 (0.4%)
A5 1 (0.4%) e 1 (0.4%)
PR R 5 1 (0.4%) BEEH L UE THERES
SHE RS 1 (0.4%) it =i 2 (0.8%)
RRRE JTV AR 1 (0.4%)
TI5=UTI) NIRRT =TI 1 (0.4%) % 9 FEIE 1 (0.4%)
M7 VA YRAT 7 X —EHM 1 (0.4%) BB 1 (0.4%)

(MedDRA/J Ver.16.1)
(2020 412 A 22— — BT AR
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9. BRRBRERKRICRITTEE
BREIN TN

10.BEERE

13. BERE

13.1 fEIR
WERL (K 12000mg) (2 XV E8® bz E2Ekix, ZEMED T, Bl FIE (SR e
RFEME, TADNAFERIKEE) | MEEEE, v a v 7 KOEETH -7, £/, 7=2% I F7000mg %
—JEICHRA LBl CRRE MG STV 5,

13.2 W&
AFNZIMEENTIC L VBREFHETH V. BHL TODEROFE G U TSN o 3% Z 835
&, [16.6.2 ]

e -

13. CCDS #&H&|Titdk L7,
W GO BT UL, B EOHERIEZITO . RENTMEGENTIC L0 BREFTREZR T2, FBLL
TV DIEROFEFEICIE U CMiEEN T O Ehii 2 S8+ 5 2 & ( TVL10.3)ILRER % 2+ TUL 5 R A AERE
EREOMEHRE BEOXICHTIEBAE GEAT—2) | 20 .

MBERLDOIE
14. BRALEOIE

141 EFFRARBOIE

1411 KANIAHRL L TRETE 5, ART 256 TEBREHEIK,. 5% 7 FUBERGSUIARY > 7

HCART 52 &, mRRIE, #HOIHENT 22 &,
14.1.2 FiRtE, ROXIRETICEY 2B 23R LaenZ &,
142 RFIRERDIE
AR OFRRITFEIES D 2 &,

fEER -

(AR AR G- ORIF CTH D Z L2 n, Gldi Lz,

1411 AL, BEEMEEZMR Lz, ABAHRK, 5% 7 UK, LY 7 Vvikase L,
14.1.2 — A2 EEFHAZFLHE LT,

14.2 WS SCE A2 BRICRE#R L 72,



VI Zeete (B EovEEs) ([CB4 23EA

12.ZDH0EE
(MERERERICE D 1B

15.1

BERRMEAICE D < 158k

WS CHRIE SNTZBEEOPLCTADAIKICEB TS, TAbi, FBEREBSEEZ MR L L2 199 O 7 7 & Rx%t
FREGERRBROMEHERIZB N T, ARASBE AR ERORIO Y 273, i CAMNAEKORAEETY
TEARBEL R L TR 2 5@ < (B CADASEIRMAEE : 0.43%, 77 EAREE : 0.24%) . FLCAMAI
ORARETIE, 77 vRREE 1000 AHT20 1.9 AW EFHRE SN (95%F#EKM : 0.6—3.9) .
Fo, TADABEOY T I NV—7TlE, 77 BREELEER 1000 AbH720 24 AZ W EFHEIRTH
%, [84, 85 %M

fE2ER
15.1

KEASERSLF (FDA) 2T BT T, SLTADARD 7 T R RILEGARICHS W T, HITANA
WERAL T2 BE CHAMETSA (ARZ, BAEK, ARMEH) KOBAZRSEDOY X7 BHEHY
ICHBIZHINT 2 2 L 2Rt fENEO N2 &b, FDA L0 i TAMAIRRKIC L 5 BAREITS
Tp PR EEMGE T 5 SCEN 2008 £ 1 A 31 H R ON2008 4E 12 A 16 HIZAR I NIZ, Zha=lf, [BAY
BE DR SN CTADAIIIH T 24 EOEEOSETRR (2009 4F 7 A 3 B AEA @A 3K
BRI R R EAR) &b LR LT,

fLDFLTADAIK L FERIZ, ARFEGHI D DU EREE R EORFE PR D b HAI2E, 7<ICE
REICHKET D L9 R T 5L b, BEOITEOELIZ O W T +o@lgz2irH> 28 (M5 EE
HERMIELZTOEE M) .

<FDA Alert (2008/12/16 1) DI HK T — 4% OEEE (Hokr) >
FDA i3, FLTAMARIZ L 2 BEATE (ARBEE, ARERKKOYERITE) AR SEOREIUS SV TH
NH1H, 199 OF T ERMBEARTHONLT —F DLV Ea— LT 25T LT,

INHORBTIE, TADA, FERRE MRS, 5 O, NREERLE) | TOMOBRE (rEvHE,
MR R PR RIE R 7R &) O HIFIRE R OB RE & L THEM e 11 BOHTADA IO AN
Mt &au, Gk 43,892 & (FUCAMASEGHE 27,863 A, 77 AR 16,029 A) D 5 bl EOBENE
EFnT,

W 1 REOBT A AR SR EER TS SN BEOARATE, SEO ) 2713, 7T RO
BHELED G 250 @ho vz (FEFE MY 22 1.8, 95%CI [1.2~2.7] ) . HEATE), & OHEE S
ERIT 7T AR (16,029 A) D 0.24%ICX L. HITAAIRE (27,863 A) 1£0.43% ThH o7, =
DEABATHEED ) A7 EFIE, ITADARIC L DIBREZT TV D BE 530 AMco& | BEATE, &
JEDIEGI 3 1 ABIN$ 2 2 L 2R LT D,

ARATE, B DM Y 2713, TAdABE OBRRRBRO 7 23K AR Do 5B EH OERIK
RBRL Y bEpolz (REBR) . ARATE BEDOY 27 EFIE, FUTADAIIC X DIRMBIMAY 5 7
STLEBEVBD O, RBROIERIFZ 8 U TR bz, ZhbORBRICIT DRI O R
F 12 BThoT, FLACOMBN 24 BETICKTLTVD720, 24 BEBZD Y ZAZIZOWTIERE
FAPED @O EHI M T 2 72 o T2,

PUCADPAERECIIEE 4 ARAKR LD L, 77 RBETIRAK LIEBEFIT W RhoTz, LAL,
AR LEBEEN DT E D720, AR T 2P TADAID B OW TR G bR s o7,



VIl 724t (EH EodEs) (CBd 5IEE
BIGIE B D BRAER DT ) XY LMY R *
UN TRV -
HaA PSR O3 ;jj;;;i’f V) #i/v{fl?u%ﬁ BWL) xfi ey =7
TADA 1.0 3.4 2.4 3.5
FE AR5 R 5.7 8.5 2.9 1.5
DO R 1.0 1.8 0.9 1.9
i 2.4 4.3 1.9 1.8
d o AR NG 2 AL T LA L TV D,
(2)FEERFREAERICE D < 1FHR
15.2 FEERIRFERICE D < 1ER

15.2.1 FEERFEDBIERBRIZ VW, Za VI NET v M)7J<E'.%ﬁs ZHG4% 35 H H £ T LTZAY,
~ > 26 ] J O 104 38 [ S 1 G- 7 MR CRRIC ROBIT, A XD 52 F‘i}i@%ﬁﬂ
BRI BV TKEIRDOZITRD bR h o T2, %Effﬁ\ %«‘s?ﬁ%‘%ﬂﬁﬁ ZBT B EHWEH ORBLFEIT T Z
ALY &L, 16 B O B FEFEFHIEREBRO 77 B AT 1.6%IcxL, a4 IR
200mg/ H #£ T 4.9%., 400mg/H#ET 12.2%, EWIHE LG TIL55% TH Y | WA EIFERER (JF5 Ak
) DT T REETIL 4.4%2x L, 7 29 2 K 200mg/ HEE T 8.9%. 400mg/ H #£ T 18.0%. 600mg/
H#ET 30.5% Cdh-o7-, [8.6 5]

15.2.2 K#FE(EET L THD WAG/RI] 7~ b (3, 10 &1 30mglkg # EENEE L) KA T AT —/L
BEMERMTADAT v~ (15.6 & 31.2mglkg & JEFENE L) 128\ T, KMFEIEOHEENRD 5
iz,

fiZEn

15.2.1 FERRIREMENRERERICI N T, 7 v FOKMKIZERG#% 35 AR ETHoM L2 &, BRRAEBRICIB VT,
IRICBT 2RWERAN 7 7B RBEL V 2<Bo LN bt Lz ( IS EELGERMEELZD
HH| Z2H8) .

15.2.2 FERRRFRERAS KD O RAIN KM BIELHE S 2 AT RICGETE RN 0 bitdi L,



IX. FEREARRABRICBII 5 HH

IX. 3E

FREREAER(CBE 9 SIRE

1. EIBHER
(N ZENZEE AR
VI.EMEECEI SIER] 2H
Q)R &M EEHER

1)

2)

PREBZERICRIZITEE (ROR. Ty )

~ 7 AZKT S 7 2% 2 KN 10mg/kg OREERN# G CHRESEEZAPERIZER O b (RIS T 28
RO BN MhoTz, T ARNT v MIRBIT 5 Irwin OIERBIEZERBR TIL, 72V I N5k, #Ei
(w7 AKNT v b 16mgl/kg UL EEFENEE S, T v b : 64mglkg UL Bk O#EE) | LADEHT (v

A : 8mglkg UL EMEVENFEE . T v b 16mgl/kg UL EIEVERNS S, F v b @ 64mg/kg LA EREOEEE) KO

EIRDIK T (=7 A @ 16mg/kg VUL EREPENE S 7 > b 8mg/kg LA EIEVERNE S, 7 v & : 16mg/kg

PLEROEE) BAL, BICEHETIIRE (w7 X @ 32mg/kg BENEE, 7 v b @ 64mg/kg IEIEN

P 5, 256mg/kg #% 0 #5) K OEREKT (= 7 2ROV » b :32mg/kg PLEIERENE G, 7 » b : 256mg/kg

ﬁﬂ?ﬁ’ﬁ-) ERHL LN, Ty MBI ARRAOEGIZXE S Irwin 38R Tl 25mg/kg VL LT HIEEB) DX

- RER K ONE S D B IROAR T 8 2 BTz,

lL»JI[l‘”“??:I RIZTEE (nvitro, S k. 4 X, HIL)

<in vitro>

HEEL 724 XOT X i fElcB W, 7 2 3 RIZL Y 90%IHENEN FiGihif] (APDgo) OF E 7%

i (APDgo : 50umol/L T 15%) K OVEENENONLH E3 D EE (Vinax) O FEE (Vinax : 50umol/L T
9%) DRD LN, A4 XXFTENE Yy FOHEBELLEFMBIZBN T, 72 I R 10 T

50umol/L TYEENEN Ffe e D 0T DR g2 7 ATz,

F X A == ANLAX —JIRHI IR BL S E 7/ 2. Nar T v RUIC K O A FES LD Nar&Eiitid 7 2493
R 50umol/L (12.5ug/mL) 12X V&) 10%HE Sz, v MREERARICREE S E 72k 2 NatF v ¢

LIZEWTH IR 2 EER [50%PFAEFRRE (ICs0) : 293umol/L] 2338 Havizns, £ OHEEM

1K) 70% TEILXVVIREE & ic D AREETH-T,

b NDEGHIE T, WOBEEMICBITS 7 23 I RO NatEREEIIRO b neholz, LML,

—70mV F T iy i Ltﬂ%ﬂ;uT IE. NatEROEF LA BIKTFN 2B BB b, £ ICs 1%

67.5umol/L Td ¥ . 5000umol/L TIX7Ea7eHENE D Hivl,

7 aH 3 K 5000umol/L (2 & % & MULEAMED L& CazvEiROHEIZHT M (9.9%) T, 500umol/L

ETORETENLE Y MLEH MO L A CazrEiicxtd 2 ERIZA Mﬁ\ hERG F v RV EAET

% KR LT 3000umol/L D EIRE T I < T RflE (T%) B b,

<TYblA4X, HIL>

ELEESRIIET » FTIE, 7 2% I R 100mg/kg Of% £ 512 & 0 15 K& OVFAEUA R 2 1B TEGR
LIRS T,

BRI X (HERE) TiX, 7 =% I K dmglkg OFRIRN G-I HEPIRERERFHE (Thma) &5
A6n T 3V I NN G 2~5 3% 2B\ T, PR Faﬁﬁrﬁ&@ QRS fllaa@%i’b%i}”b 4~6% KT 8~11%
DIER: % O FrgetE OB W IR TER 2580 b, DIHIEH &3 2 b7,

FMZHENTH 7 2 I K 30mglkg DFFIRNE G- T, A X & [FARRD DIB(RE K A TEN B/ T A — Z 1Tk
THERNED B,



IX. FEERARPABRICEE 5 HHE

3) HFRIFIRICRIZTEE (T )
Ty MZBF L2287 VFRAES T 7EEZHWERBRICBNTT 2% I RO Tsmgkg £ TOMKRAEE T
& FERERRICHT T 2ERITRD b hroTz, 7 v FOROESIZ LS Irwin 8 (50mg/kg UL E) &
W7 v ho@EMHRER (100mg/kg UL E) TR REED - 54072,

4) BigR WHILRRICRIZTTEE (v b, 4 X invitro)
Z v MZZ7a% 2 K 30mgkg ZREOFG L-E 2 A, &% 6 B £ TORE, Natk O KA 4 JEit
BRI oTc, Ty M ROA XOKEHRGEERR T, IREOHIMN &K QRS OARD B i
TR, S ORERIC Té@b%@%ﬁ&é@&@ﬁ@ﬁﬂ%ﬁk%%*ﬁﬁﬁ X, BEMOH D BREEFEIXA LN
-7z,
ZaY% I KO in vitro TOHELEEREICKT T HEHZELE Yy FOfMHBEGERZH TR LIZE Z A,
Za% I FiE 150umol/L EFTORET, 7FLalr ke b=t BEAX IV KON Y 7 AIZE
DRI T A A B RERITI RS e o T,
Z v MBI D in vivo IHILEEIEEEORBR TIX, 7 29 I F 1mgkg O 05 T L& tihds BrsE o 8
D(T%) BHBIL, 25, 50 LN Tomglkg Tid 27~28% DK F &R L7,

(3)Z Db D EFBEAER
VI.2.2)EZEft T 5HBAKE DESH

2. HHHAR
(MEEHREEEHRE (IVR. Ty b 1X)

7 ath I FOHREROBEGEEERBROMSGR, v~V AKDT v MZBIT 2B L Z D LDso fEIXZ 2411 383 &

O 253mg/kg ThH o7z, mMETO—MIREDOZE L, EEWEE T, EEZGH . R MRIBML, Em St o

HR, BRI, BN, IRER, (FWivA, MEIRIRIEE, 85 ) PERENL . BiESE O K5 72, et RICE

273t I ROWEDOIBEH & EITEE L Tz,

Flo. A XORAKRGIZE DEKME (MTD) #BX v, #IEOBIEEIL>40mg/kg ThH -7z,

QREEEEMHHR

1) 13 @8[EEE (¥VX)
~ D AIZT7 3% I K30, 60, 120 &N 180mg/kg/H % 1 H 1[0, 13 MR OEL L,
180mg/kg/ H#ET 2 BN FEL L7z, 120mg/kg/ H UL EDORET, —RIEEOZE L & U CHEE OERAFH, E
P, ERR.O (IR SUIRERML, IR M OB TR BTz,
MEFEVE S IMERE T 60mg/kg/ H TH o 72,

2) 26 BE®RE (T b)
Z v MZZ7 2% R 30, 90 XN 180me/kg/H % 1 H 1181, 26 MR O#E L=,
180mg/kg/ A #E T—MoRAEDOZ L & U CHiEEDEEM, HEEPEIR T, BEBDL, RERAM SUIMENT, #% 7 o HI
KO RTTENRD bivlz, £72. 180mg/kg/ HEE TG = L A7 v — LD, ALT {&MED A T
Bk oD 1A B b BB N OV B BB D BN AN FRD S U728, I M OV BEAR AR 2 O A Dl B IR ZE I A B
A9, AST, ALP &Y LDH O#EEHIC 2 LITRBD b o7, 180melkg/ HEEOMETRED 7%k
DT, EIZ, EEFEORED ) 180mg/kg/ HBEDMEZRD BTz,
MEFAIRA, IREI RO, TERAEREMRA, HI & YRR F RO A O RITIL T 2 I M5
LEITRBO Do Tz,
MEFEVE B IMERE T 90mg/kg/ B TH - 77,

3) 52 ARG (14 X)
A XZTaH% I R 5, 10 & 20/25mglkg/H () 5 #HEIE 20mg/kg/ H THH- L7223, 2EEENIE
2o i, Bl 6 I 25mg/kg/ HICHE L) 20722k 1 8 15, 52 HE& OG- L,



IX. FEREARRABRICBII 5 HH

20/256mg/kg/ H#ETIL, 20mg/kg/H 2 5- L7z & X2, MEM:, JREFEPEIT W ivA, 88 TEEh G, IERA

u&o@mu# 86 BTz, 10 KON 20/25mg/kg/ H BEOMETITE G- 1 H O R BYIRIHE 0+ 13 H B SOG
ICH B L, 20/25me/kg/ HEEOMETITE S 13 £ TOM., AERBO B bz, —F, BT

ti%QMg&gHiT7ﬂﬁ\F&EL%@?6EF®£Mi#%hﬁﬁoko

RESOIAREIGNE, BAELOEKE, REFPARA, TREERERE, IR FAmEM, &6t

A, SREEE, FIR R OB AR IS IR & b T 2 X RSB L 72 2GR b o Tz,

M ET 10mg/kg/H TH o7,

B)EIEEMHER (invitro, YDA, Sv k)
Z a3 RISHE 2 O EIR 2R E B ER, ~ v 2R L T v b AREH DNA A RGRER Tl b

D

Too ¥ AN U7 —<BR CIFBEHER SN TV D K EE K E < L[ES 2000ug/mL PL E O R 70 R

BT, EHEMEALRIFIE T OEEE CTIES WG R b,

GNARHERER (XX, T H)
YT ARDRT y MZBWTTZ 2% NgKitEE COMEL 1 A 1B 2FMEA#&L Lzl 2 A, AFRIC
ROBR DT, B AR A T, S SIS A O HINERR D bR o 7z,

(5)EEFE SRR

1)

2)

3)

ZRAEERVERE TCOMHREREICET HEHER (Sv )

MEEZ ~ M2 T 292 K 25, 70 O 200mg/kg/ H O AL LiZL Z A, WO H&THIEDANRE
ICEBNIER O Die o Tz, MECTITHMR L OURE L7 A5l T A —%  (EhilkeE. BERELOIREERE) (12
37 3 X RICBEE L2 ZBIERBO b v oo, RRLHT 14 BRI 2 M E M OB OAEFHREIZ X
:%iFm%@LKQMﬁﬁban@#oko&%i@@ﬂ%ﬁﬁ I SRR, x%%u@%
B CUTHRENMEL, R BB B A B 2 T B PN R B R D D EITRD b e o T, ZIREEO M
PEEIIMERE S 200mg/kg/ B TH -7,

B - BRRFEEICEAT AR (v k. oHF)

W7 > M7 a4 K 25, 70 KO 200mg/kg/ B Z##& O #5- Lz & 2 A, 4 FYUIBREO T R L ORIEN < Z
A =TT ay I PNICE#ET BT H bR T, TRIBONELTIE, WIBRT . B OB
FUZIE T 2 I NICBET 2 BT LR D o T2,

M - BR ERA O IEFEMEEIL 200mg/kg/ H Th o7,

THRIZT Y I N 6.25, 12.5 KO 25mglkg/H # & Afeh- Lz & 2 A, 25mglkg/ HEE C—CIRRED 1L
LT, BEOEBEHIBEOT v AFENI LN OAE 2N, SEB) I M OV R O SRE M )
AVAMSBRMEICERD BTz, IRIBIZEBWT, 7 a4 I NICE#ET 24 RGE., NIRRT, SETEXILE
AR I ONT, I - JRIRRAICE T 2 EHMEEIT 26mg/kg/H Th o7z,
&EW&U&E%@%E%UIﬂﬁ%w%%r@?%ﬁ%(5vw

7w MZZ7 a3+ I K 50, 100 KO 200mg/kg/H% 1 H 2 [EUZT TROKEELZEZ A, 100 KDY
200mg/kg/ H B TRHAD —RIED 2L (200mg/kg/ B BED ) TH LT FE et RUITEM, My, %o
A, BB, BROMENLA DS L X BB EHIR, Aoslx30 | Kogafk, FIRMET,
8 WX O EFHOIREH 2 WIXEAWE OFE L OEE) | (KE, REEINE &K OB & ORI 3780
BT,

HA R TiX, 200mg/kg/ B BECHARAEITFROPRAD L ONEEMWIRE O 3578 H i,
HAERIZBNT, @EERRA (MER, BMOFR &K OYE R FAIMR AT 23 Of5HR. Mo
I EEN A LT, T OMOIRE OFIMR K YR EAZARE O RICS 7 20 3 FICB#E L7-Z&1b
RO LT, HAERORE T — B FEEICE 3 2 MEM 21X 100mg/kg/H Th o7,



IX. FEERARPABRICEE 5 HHE

4) YEBIHT HHER (Tv b, 41X)
AT v M7 293 K 30, 90 XN 180mg/kg/H 2% N 5- L7 & Z A, 180mg/kg/ H #EDOMED 72T, (K
D L OB E ) e RREIRIEICBE T 5 R 2 b & LIZiMo FZREORLD (9%) BAHLIT,
T v b (12 iR O HE) O EEEMEREIL 90mg/kg/H TH o7,
WA XIZ7 2% I K 3, 10, 25/30/35 KU 50/60/70mg/kg/ B & N5 L= & 2 A, 25/30/135 i
50/60/70mg/kg/ A D GAZ XV | E2r—REEDE L (SHEE) & LT, MEMET WAL A, TR RIBML,
B, ME, RFAMT, IRER. BRECRCHRENE, WidE. HRR N OMEREREFENRO bivic, KE, (KEH
g, BokE, BiE, ODENBRE, EFRREM, MRA L FRRAE, REEME, IREPIRA,
Tk, #EEE, REEE T A —& Rl OYREER P RREOR RIIE T 2 I FICBE L&
BIERRS Do Tz, —RFEMEICET 5 MEMERIT 10mg/kg/H T, /T A —F (MRFHE T A —
X hate) (2B 5 MM EIT 50/60/70mg/kg/H T -7z,
(6)BFTRIEMEEAER (VY F)
T XOERORKEEICEEOZ 29I K (100mg/animal) ZHE#E (FATEE) LR, ABRER, 0¥
DR OFEREDFE IR, 7 L— R 1 TR I,
7 a3 K 500mg ZHIE L L7z 7 X OWEEE~D /Sy F7 A L OFEF, BEREIEIERED Sie o7z,
UHRICT VI FE 30 DEOEIRNZES (1.0mL/kg=20mg/kg : &k GikE=HKkE58) | HEfHRnNEs
(0.5mL/animal=10mg/animal, &2uE#5) KO THE (2.0ml/animal=40mg/animal, SUd#5) | 30 4
DOEIRN G- (1.0mL/kg=20mg/kg : it G-k E=fef 5 &) L O E R ARG 5 (2.0mL/animal=40mg/animal,
IR E) LR, Wil T b AIRMET RITR® b0 o 7o, B PR A OFE S CIE, 30 4
W O EARN T G- CBIRN I G2 121E 7 2 I RIZBE L2 B iE A S oo 7o 03, iAW G- BiReE 5%
RO THEETE, Z<BRE~BREORIE, I SIS NRBO b,
(7)Z Dt DFHE M
1) iR (BEILEY )
ELE &MV Magnusson & O Kligman BRERICEB W T, 7 24 I NOLJERIEMEILRD Hivie o
776
2) RSBt (YR, Iy b A4X)
~ U A, T v MROA XOKERGEERBRICS W TR E (B # k&2 Re 4 5 B iZ A ST,
~ U A%V 28 HEGRBRORE, IgM kN 1gG 77 — 7 BT R B BRE & thile LT 2 2 N
HAZBE L7222 bix A T, 7 3% I FORERMEITERO bl ho Tz,
3) kHFEM (Tv b, 4X)
ZFah I FEAMBERKREDOEDFHIE LT, VAA—HLO“FR-ZFEIELT v FTIE, T34
FOBGIZHAME CIZ o Tz, HEWEE LTI TERLA, 7o /L EX—)L FILLX, Tz HA
7V WS TEELHOFREMEN M O M AR 5%, 72V I FOBRILT A M EITo /%, £ivh
DWTFUT b BRI R O— B S 2 AGITRO e n o7z,
7 v M WGSBS T FRIRNEEY B O 5B T H b R A2 R E o Tz,
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~700nm (2315 % UV-B, UV-A L ORI A FF 7o 7o 72,
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1. ERSNETORTIKR
Z a3 Rk, BRINGES T 2008 45 8 A, KETIEFIF 10 HIZA&AR S L, Zb 2GR 60 UL EoE KO
il T TR TADABE OE SR 2 0L 2is & L TRRBEN TN D (IRFEA - Vlrnpat
VIMPAT) ., 723 TR TANAERE O RIEICKT 2 BANE] 13, KETIX 2014 48 A, BRMEEG T
2016 4 12 2R S, b aE ettt 40 uimlﬁoﬂﬁfﬁf%; INTNnD F/J\'E'f/m:/u%%@%ﬁ
Y RAETHT T D OF FRTE R OVEAIFRE | 13, BONEES TiE 2017 £ 9 A, KETIX 2017$ 11 AlZRRBE N, 2
B EEL S 30 L EOE KR UMUK CRGE I LTV 5D (2020 /29 ABE) . [4530h EOTANABE ORE
IARFEVEIT 63 2 OFRIE) 1. KETIE 2020 42 11 AIZAR S L TWD
ZaH I RO LG ERKIZ, 7 42— g (50mg, 100mg, 150mg & Y 200mg &) . #& 1k~
vry 7 (10mg/mL) . R7A43 12y 7 10%., MEFER (100mg/10mL & TF 200mg/20mL) 73&% 0 | AR
ENTWVHATER OGBS IIE T L IC RS,

BRMES R UREICE T HIRFTRIR (2020 £ 11 ARAE)

R 3B A KIEH
=t UCB Pharma SA UCB, Inc.
R4 Vimpat VIMPAT
INSCETE A 2020 41 H 2020 4~ 11 A
K - & & 7 4V a— EE DS AN
() [\ 7% 3 50mg $E. 100mg #&, 150mg HiE. 200mg 5 50mg $E. 100mg &, 150mg HiE. 200mg 5
HFH) (2008 4£ 8 A) (2008 410 A)
10mg/mL > 7 v~ (2008 4% 8 H) 10mg/mL #& N{#E (2010 4 4 H)
S EREIR P 200mg/20mL (2008 4E 8 A) SIFREREIR © 200mg/20mL (2008 4 10 )

EEITRNE | AN, FEKOVNE @RULE) OTANABREIC | 4 MU LEOTANABEITEIT 245 5AED HA
B B3 E (CRIESRICRIEOF A2 b7 | BIEK OOFHEE

V) O BFIRRE B OMF RS 4 FUEDTAPABEIZE T 2 RERNFEED
OFHRRIE
MIEROH & | BARE HLAIR
(BRI N AR 50kg P EDOFF K OV/INE) (BRA)

100mg/ B > S 5B L @, 1 8 M% ICHIHTERA | 200mg/ B HHF GG L o, Hx OBEOERAFNIC
FD 200mg/ HICHFET 5, ERIOHBNIESE, | *T DG & BEMEITE SV, HESEHER F & 300
200mg/H TRAZEL Th L\, 4 DBEDAANT | ~400mg/H £ THi &

T D BOG & BEMICHESNT, RRHELEM & | (KH 50kg A LOFHFFEKLOVNL)

600mg/ H & THEE, 100mg/ H » & & 5Bt L, il %~ 0 BH OARANI
({KE 50kg AKeiii D /NE T OF4F) T 5 Bt & BAEPEIZIESW T, HESHHERRH & 300~

2mg/kg/H ﬁx%&@ﬁﬁiﬁb 1 EMZICHIENER A | 400mg/ H F CHI&E,

D dmglkg/ HITHEET 2, Hx DBEOKRANTK | (KH 50kg Al /NE)

T DPUE & BBV ESWT, MEFFAEIT 1 B | 2mg/ke/ H 2 &G L, 84 OEE OARAN
IZD& 2mglkg/ H T OWET HZ LN TES, A& | T2 & BEMEICESW T HESEHER H & £ Tl
IEARFNCXT T 2 WU R KIS F B D £ TRa I | &, HEEMERF I &IXARE 30kg DL I 50kg KD/

i%%ﬂ“é Z b, RAELEH RIIRE 40kg A0/ | VEIX 4~8mg/kg/ A | IKE 11kg PLL 30kg AR /)

WX 12mg/kg/ B % T, (K5 40kg LA I 50kg KD | Wi 6~12mg/kg/H & T 5,
/J\ X 10mg/kg/ H X T& 3 %,
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O FFRIE OF A
(AN AR E 50kg LA EDOFERK OVN) (CIN)

100mg/ H 2 S E 58844 L @, 1 R ICHIHERA | 100mg/ B S 8ERE L 2, H2 O BREDOARHFNIC

O 200mg/ HIZHET 5, fHlx OBEORFNIKE | %95 i & BRI ESN T, HELEHEREH & 200

T OGN E BEMIZESN T, RRHEEME | ~400mg/H £ TH &,

400mg/ A % T &, (R TE 50kg LA D4R OVNE)

(R 50kg ATl /N OVE ) 100mg/ A2 &8585 L, (H 2 O BH OARFN %

2mglkg/ A/ HHGBEE L, 1 EEZICHIENEER | 32505 & ARMEICES VT #HELEHER A & 200~

BO 4mglkg/ HIZHWET 5, lx OBEOARFNK | 400mg/ H F THI &,

T DRI & BEMECTE ST, MERFA R 1 3R | ((FHE 50kg KiD/NR)

\ZD& 2mglkg/ H T OMETHZ LN TE D, AR | 2mg/kg/ B HF G L, (Hx OBEE ORANKF

WEARFNC KT 2 M8 72 KOS B AL D F THRAIZ | T 506 & BRI C HESEHERF A & % Cf

WET D&, RRHERMAEIL, KE 20kg Kl | &, HESHHER HEIXKRE 30kg UL E 50kg A D /)N

INBIIEANEHEBE LT VT I ARKEWED | it 4~8mg/ke/ P IAHE 11kg UL | 30kg Rimi D/

12mg/kg/ A £ T& 5, £72 K 20kg L I 30kg | ViiL 6~12mg/kg/H &35,

Rioo/NEIX, 10mg/kg/ B £ T, A& 30kg Ll E

50kg A D/NEIE 8mglkg/ HE TE T 5,

a) PIEAMAE L LT 200mg % 1 [E#&E L, £ 12 KiH#%2 5 100mgl H 2 [H (200mg/H) THRET 2 Z & & ATHE,

b) SIEEHERIL. B ORGSR B REBRE L LTRSS, BE5FER. RBOES LECAELOH
BT 15~60 T THIRN~NEAT D Z &) L anT0nb, ROBEENLEIRNE S, U2 oM~ B2 b i
IR E~ORFR LIAT) ZENTE D, 1 AAER OB GBI T5 2 &,

o MUEEERIL, B N GRS A I AERAN E LCHER SR D, RS &R UG HIECHIRNE ST 2,
HESEEH RIS 30~60 0 T DA%, 15 DA B 1 AlHE,

AFRNZIT DAAN OB IZhE, FER OHEIILL T O L B0 Th 5, ENOARNEOFRFA CARIZ T2 2 &,
4. HEEXRIEEHE
—BHICROKSHATELRVEEICE TS, TEDAERICKT 539 FRORFOREEE
OTANMABEDRIFRIE (ZRELBIEREZED)
O TANAETHRLEHMENRO ONBVWTANAVBREDEREMRFEEIIHT 2R TANLAEL
D HtRAEE
6. AERUVAE
Zath I ROROBLGNOARANCY  BEZ D55
HWE, 7aI RO LR 1 HHELR RS EEIC T, 1EE% 30 55225 60 430 Tadi gk
W& LT 5,
7 at I ROROEGITSL AR R 5T 5540
R lE, RAICIET 22 FELT 1 H 100mg L0521, 0% 1 BEU EoREZ &
JCHIRE L, MEFEFIEE 1 H 200mg &AM, WILL 1 H 2 BN, 1 EEE 30 3025 60 430
T CRTEERIRN & 53 5,
ANl 4R o/ NRICIE T a2 FE LT 1 H 2mgkg KWL EBG L, 2% 1B ED
MfRZ &1 T 1 &S LT 2mgkg ToH&E L, #EFFHEZ (KE 30kg RifO/NEIZIZ 1 A 6mg/kg, 1K
# 30kg UL F 50kg R O/NEICIE 1 H 4mglkg £ 975, Wb 1 H 2 [BIS T, 1 EIEE 30 0705 60
Sy TCATREREIRNE 535, 7272 L, IR 50kg LA EO/NETIE, AN &R UG - HEZHWS Z &,
WTHROHAICBNTYH, ERICE Y EEEETE 52, 1 HkERGELROHEEFEIUTO LB &
THZ L,
RN AT 1 B 58T 400mg 22202 b e L, HEE 1 AU EoMEE ST 1 H
& & LT 100mg LA R 2179,
N AL Eo/NRO 5 HIKE 30kg K O/NETIZ 1 H 12mg/kg, KE 30kg LA L 50kg A /MR
TIE 1 H 8mgkg Bz 722 L& L, HEF 1 EMY EOMBEEZHITT1AAES LT 2mg/kg LLF
FTOIT7H, 7272 L, K 50kg L EO/NETIE, BALRIU 1 Bk G ak O EREE T2 L,
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7. RERUVAEICEET 38

<ZhREHE >

71 7 VT7F=227 077 A 30mL/min PL T OFEE K OKIIBHERERE O H 5 AT, BT 1 Hix
E &% 300mg, /NEIT 1 BEEAEL 25%EE T AR CEEICKRSGTA 2L, £2. KB A
ZTTWLEE T, 1 HFAZEICIA T, MRS ZICRRT 1 EHEOEOBINKGZEET 52
£, [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]

7.2 W ST PEERE OATHEREREE D & 5 H# (Child-Pugh 4373 A kO B) 1213, BRAIZ 1 HEaHEE:
300mg, /NEIEX 1 BEEHEZ 25%E L T 57 CEEICEG T2, [9.83.2, 16.6.3 &[]

7.3 AAID 1 H e AEIXAE 30kg KiEO/NETIE 1 H 12mg/kg, KE 30kg LA I 50kg A /N2 T
1 H 8mg/kg Th 5, A% 1 H 8mglkg ##8 2 TG L TV HIKE 30kg Kl D /NEA | RISV
ERNZARED 30kg LA EERo 2G5 121E, BEOREEZ HCBIZ L, DREKORIEROREZ 5 E
L7292, WURARZMEHTL 2L, B, AlAREEITRT S Z &,

7.4 STREIRNE G SR O GICY 0 B2 DO 0BG O AELOHREIL, ATEEIRNES SFRT 1A
HAEROEERRE T2 &,

7.5 BROLLGBAREIC A S T2 GAITECIC T 2 I FROBANCEIV x5 2 &, [ENAOERRERIC
BT, 5 HHAZHE X - AE IR G- O HRRBR T 20, ]

<BERRREE>

7.6 AHFIASRE BRI L THEAT 2581213, ot TAnAIKL T2 28, [BRRBRIZBW
T, ORERAREEAEIT T 2 AA BB 5-C O HRRBRIZ 22, ]

2. BB T HERR IR IER
EIRICEET HEMER (A—X b3 T H5E)
KINZIRT HAKNOMEN EOiEE 19513 %) . (9.6 1\%R5IF) OHOLMIUTDOLEBY THY . 5 ADEC 47
JEE IR D,
9.5 1E4%
IS SATIEHR U TV D ATREME D & 5 Ze PRI, 18I O A RMEDS a4 ER S &l s 255120
HEETH L,
T v MZBWTREBITEIREO 5T 5,

1B EOBRMER ORFLRBEOARRMELZE L, KALOMKG TP IEZBE 25 2 &,
}EER (7> b)) TAHFP~BTT D2 LBmRE SN TN D,

5 M ZE - SO
A=A L7 V7D | B3 Drugs which have been taken by only a
B UE [VIMPAT(lacosamide)injection, UCB | limited number of pregnant women and
Pharma: 2018 4= 7 A ] women of childbearing age, without an

increase in the frequency of malformation or
other direct or indirect harmful effects on the
human fetus having been observed.

Studies in animals have shown evidence of
an increased occurrence of fetal damage, the
significance of which is considered uncertain

in humans.
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H RLAINA
J[E o SPC 4. Clinical particulars

(Vimpat 10 mg/ml
solution for infusion,
UCB Pharma Limited,
202041 A)

4.6 Fertility, pregnancy and lactation

Pregnancy

Risk related to epilepsy and antiepileptic medicinal products in general

For all antiepileptic medicinal products, it has been shown that in the
offspring of treated women with epilepsy, the prevalence of malformations is
two to three times greater than the rate of approximately 3 % in the general
population. In the treated population, an increase in malformations has been
noted with polytherapy, however, the extent to which the treatment and/or
the illness is responsible has not been elucidated.

Moreover, effective antiepileptic therapy must not be interrupted, since the
aggravation of the illness is detrimental to both the mother and the foetus.

Risk related to lacosamide

There are no adequate data from the use of lacosamide in pregnant women.

Studies in animals did not indicate any teratogenic effects in rats or rabbits,
but embryotoxicity was observed in rats and rabbits at maternal toxic doses
(see section 5.3). The potential risk for humans is unknown.

Lacosamide should not be used during pregnancy unless clearly necessary Gf
the benefit to the mother clearly outweighs the potential risk to the foetus). If
women decide to become pregnant, the use of this product should be carefully
re-evaluated.

Breastfeeding

It is unknown whether lacosamide is excreted in human breast milk. A risk to
the newborns/infants cannot be excluded. Animal studies have shown
excretion of lacosamide in breast milk. For precautionary measures, breast-
feeding should be discontinued during treatment with lacosamide.

Fertility

No adverse reactions on male or female fertility or reproduction were
observed in rats at doses producing plasma exposures (AUC) up to
approximately 2 times the plasma AUC in humans at the maximum
recommended human dose (MRHD).

KE O LHE

(VIMPAT-lacosamide
tablet, film coated:
VIMPAT lacosamide:
VIMPAT-lacosamide
injection: VIMPAT-
lacosamide solution,
UCB, INC., 2020 4
11 A)

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to antiepileptic drugs (AEDs), such as VIMPAT, during
pregnancy. Encourage women who are taking VIMPAT during pregnancy to
enroll in the North American Antiepileptic Drug (NAAED) pregnancy registry
by calling 1-888-233-2334 or visiting http://www.aedpregnancyregistry.org/.
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Risk Summary

There are no adequate data on the developmental risks associated with the
use of VIMPAT in pregnant women.

Lacosamide produced developmental toxicity (increased embryofetal and
perinatal mortality, growth deficit) in rats following administration during
pregnancy. Developmental neurotoxicity was observed in rats following
administration during a period of postnatal development corresponding to the
third trimester of human pregnancy. These effects were observed at doses
associated with clinically relevant plasma exposures (see Data) .

In the U.S. general population the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-
20%, respectively. The background risk of major birth defects and miscarriage
for the indicated population is unknown.

Data
Animal Data

Oral administration of lacosamide to pregnant rats (20, 75, or 200 mg/kg/day)
and rabbits (6.25, 12.5, or 25 mg/kg/day) during the period of organogenesis
did not produce any effects on the incidences of fetal structural abnormalities.
However, the maximum doses evaluated were limited by maternal toxicity in
both species and embryofetal death in rats. These doses were associated with
maternal plasma lacosamide exposures (AUC) approximately 2 and 1 times
(rat and rabbit, respectively) that in humans at the maximum recommended
human dose (MRHD) of 400 mg/day.

In two studies in which lacosamide (25, 70, or 200 mg/kg/day and 50, 100, or
200 mg/kg/day) was orally administered to rats throughout pregnancy and
lactation, increased perinatal mortality and decreased body weights in the
offspring were observed at the highest dose tested. The no-effect dose for pre-
and postnatal developmental toxicity in rats (70 mg/kg/day) was associated

with a maternal plasma lacosamide AUC similar to that in humans at the
MRHD.

Oral administration of lacosamide (30, 90, or 180 mg/kg/day) to rats during
the neonatal and juvenile periods of development resulted in decreased brain
weights and long-term neurobehavioral changes (altered open field
performance, deficits in learning and memory). The early postnatal period in
rats is generally thought to correspond to late pregnancy in humans in terms
of brain development. The no-effect dose for developmental neurotoxicity in
rats was associated with a plasma lacosamide AUC less than that in humans
at the MRHD.

In Vitro Data

Lacosamide has been shown in vitro to interfere with the activity of collapsin
response mediator protein-2 (CRMP-2), a protein involved in neuronal
differentiation and control of axonal outgrowth. Potential adverse effects on
CNS development related to this activity cannot be ruled out.
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INRE(CERT HECE

KIS HDAFN O EOIEE 19.7 IMNRF] OHOTHIILLTOLEY THD,

9.7 /MR

9.7.1 XHAEMER, #rAER, FLIESUL 4 BRI O IR 2 KRBT L Th72eu,
9.7.2 /NREH OIS TN 2 BARIEIC 4 2 BAREBRIZENR - 5t & bIAThh Ty,

RN, SKRE DR CEFICB T 2T TO LB TH D,

(Vimpat 10 mg/ml
solution for infusion,
UCB Pharma Limited,
202041 1)

HH R LA
H[E D SPC 4. Clinical particulars

4.2 Posology and method of administration

Paediatric population

The physician should prescribe the most appropriate formulation and
strength according to weight and dose.

Adolescents and children weighing 50 kg or more

Dosage in adolescents and children weighing 50 kg or more is the same as in
adults (see above).

Children (from 4 years of age) and adolescents weighing less than 50 kg
Monotherapy

The recommended starting dose is 2 mg/kg/day which should be increased to
an initial therapeutic dose of 4 mg/kg/day after one week.

Depending on response and tolerability, the maintenance dose can be further
increased by 2 mg/kg/day every week. The dose should be gradually
increased until the optimum response is obtained. In children weighing less
than 40 kg, a maximum dose of up to 12 mg/kg/day is recommended. In
children weighing from 40 to under 50 kg, a maximum dose of 10 mg/kg/day is
recommended.

The following table below summarises the recommended posology in
monotherapy for children and adolescents weighing less than 50 kg.

Starting dose 2 mg/kg/day

Single loading dose Not recommended

Titration (incremental steps) 2 mg/kg/day every week

Maximum recommended dose in patients < 40 kg | up to 12 mg/kg/day

Maximum recommended dose in patients > 40 kg | up to 10 mg/kg/day

to <50 kg

The tables below provide examples of volumes of solution for infusion per
administration depending on prescribed dose and body weight. The precise
volume of solution for infusion is to be calculated according to the exact body
weight of the child.

Monotherapy doses to be taken twice daily for children from 4 years of age
weighing less than 40 kg®:

—104—




XI. 2EEE

Weight | 0.1 ml/kg | 0.2 ml/kg |0.3 ml/kg |0.4 ml/kg | 0.5 ml/kg | 0.6 ml/kg

(1 mg/kg) | (2 mg/kg) | (3 mg/kg) | (4 mg/kg) | (5 mg/kg) | (6 mg/kg)

Starting Maximum

dose recommended

dose

10kg |[1ml 2 ml 3 ml 4 ml 5 ml 6 ml

(10 mg) |(20mg) |[(B0mg) |[(40mg) |(50mg) |(60 mg)
156kg [1.5ml 3 ml 4.5 ml 6 ml 7.5 ml 9 ml

(15mg) [(B0mg |[(45mg |(60mg |(75mg) |(90 mg)
20kg |2 ml 4 ml 6 ml 8 ml 10 ml 12 ml

(20 mg) |[(40mg) [(60mg) |(B80mg) [(100 mg) |(120 mg)
25 kg [2.5 ml 5 ml 7.5 ml 10 ml 125 ml |15 ml

(25 mg) |(50mg) [(75mg) |(100 mg) [(125 mg) |(150 mg)
30kg |3 ml 6 ml 9ml 12 ml 15 ml 18 ml

(80mg) |(60mg) [(90mg) |(120 mg) [(150 mg) |(180 mg)
35kg |3.5ml 7 ml 10.5ml |14 ml 1756 ml |21 ml

(35mg) [(70 mg) |(105 mg) |(140 mg) |[(175 mg) |(210 mg)
@ Children and adolescents less than 50 kg should preferably start the
treatment with Vimpat 10 mg/ml syrup.
Vimpat 10 mg/ml solution for infusion is an alternative for patients when
oral administration is temporarily not feasible.

Monotherapy doses to be taken twice daily for children and adolescents from

4 years of age weighing 40 kg to under 50 kg® @

Weight |0.1 ml/kg (0.2 ml/kg  |0.3 ml/kg |0.4 ml/kg |0.5 ml/kg
(1 mg/kg) |2 mgke |(Bmgkg |4 mgkg |G mgkg)
Starting Maximum
dose recommended
dose
40kg (4 ml 8 ml 12 ml 16 ml 20 ml
(40 mg) (80 mg) (120 mg) |[(160mg) |(200 mg)
45kg (4.5 ml 9 ml 13.5 ml 18 ml 22.5 ml
(45 mg) (90 mg) (135 mg) [(180mg) |(225 mg)
@ Children and adolescents less than 50 kg should preferably start the
treatment with Vimpat 10 mg/ml syrup.
Vimpat 10 mg/ml solution for infusion is an alternative for patients when
oral administration is temporarily not feasible.
@ Dosage in adolescents 50 kg or more is the same as in adults.

Adjunctive therapy

The recommended starting dose is 2 mg/kg/day which should be increased to
an initial therapeutic dose of 4 mg/kg/day after one week.

Depending on response and tolerability, the maintenance dose can be further
increased by 2 mg/kg/day every week. The dose should be gradually adjusted
until the optimum response is obtained. In children weighing less than 20 kg,
due to an increased clearance compared to adults, a maximum dose of up to
12 mg/kg/day is recommended. In children weighing from 20 to under 30 kg, a
maximum dose of 10 mg/kg/day is recommended and in children weighing
from 30 to under 50 kg a maximum dose of 8 mg/kg/day is recommended,
although in open-label studies (see sections 4.8 and 5.2), a dose up to 12
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mg/kg/day has been used by a small number of these children.

The following table below summarises the recommended posology in
adjunctive therapy for children and adolescents weighing less than 50 kg.

Starting dose 2 mg/kg/day
Single loading dose Not recommended
Titration (incremental steps) 2 mg/kg/day every week

Maximum recommended dose in patients < 20 kg | up to 12 mg/kg/day

Maximum recommended dose in patients > 20 kg | up to 10 mg/kg/day
to <30 kg

Maximum recommended dose in patients > 30 kg | up to 8 mg/kg/day
to <50 kg

The tables below provide guidance on the volume of solution for infusion per
administration depending on prescribed dose and body weight. The precise
volume of solution for infusion is to be calculated according to the exact body
weight of the child.

Adjunctive therapy doses to be taken twice daily for children from 4 years of
age weighing less than 20 kg(V:

Weight | 0.1 ml/kg | 0.2 ml/kg [0.3 ml/kg |0.4 ml/kg |0.5 ml/kg |0.6 ml/kg
(1 mg/kg) | (2 mg/kg) | (3 mg/kg) | (4 mg/kg) |(5 mg/kg) | (6 mg/kg)
Starting Maximum
dose recommended
dose
10kg |[1ml 2 ml 3 ml 4 ml 5 ml 6 ml
(10 mg) |(20mg) |(30mg) |[(40mg) |(50mg) |(60 mg)
15kg [1.5ml 3 ml 4.5 ml 6 ml 7.5 ml 9 ml
(15mg) |(30mg) |(45mg) [(60mg) |(75mg |(90 mg)

@ Children and adolescents less than 50 kg should preferably start the
treatment with Vimpat 10 mg/ml syrup.

Vimpat 10 mg/ml solution for infusion is an alternative for patients when
oral administration is temporarily not feasible.

Adjunctive therapy doses to be taken twice daily for children and adolescents
from 4 years of age weighing 20 kg to under 30 kg(V:

Weight | 0.1 ml/kg  [0.2 ml/kg |0.3 ml/kg |0.4 ml/kg |0.5 ml/kg
(1 mg/kg) [(2mgkg) |(Bmgke |4 mgkg | mgkg)
Starting Maximum
dose recommended
dose
20kg |2 ml 4 ml 6 ml 8 ml 10 ml
(20 mg) (40 mg) (60 mg) (80 mg) (100 mg)
25kg |2.5ml 5 ml 7.5 ml 10 ml 12.5 ml
(25 mg) (50 mg) (75 mg) (100 mg) (125 mg)

@ Children and adolescents less than 50 kg should preferably start the
treatment with Vimpat 10 mg/ml syrup.

Vimpat 10 mg/ml solution for infusion is an alternative for patients when
oral administration is temporarily not feasible.

Adjunctive therapy doses to be taken twice daily for children and adolescents
from 4 years of age weighing 30 kg to under 50 kg®:
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Weight | 0.1 ml/kg 02mlkg 0.3 ml/ke 0.4 ml/kg
(1 mg/kg) (2 mg/kg) (3 mg/kg) (4 mg/kg)
Starting dose Maximum

recommended dose
30kg |[3ml(30 mg) |6 ml(60mg) |9 ml (90 mg) 12 ml (120 mg)
35kg |3.5ml (35 mg) |7 ml (70 mg) |10.5 ml (105 mg) |14 ml (140 mg)
40kg [4ml(40mg) |8ml(80mg) |12 ml (120 mg) |16 ml (160 mg)
45kg [4.5ml (45 mg) |9 ml (90 mg) |13.5 ml (135 mg) |18 ml (180 mg)

@ Children and adolescents less than 50 kg should preferably start the
treatment with Vimpat 10 mg/ml syrup.

Vimpat 10 mg/ml solution for infusion is an alternative for patients when
oral administration is temporarily not feasible.

Loading dose

Administration of a loading dose has not been studied in children. Use of a
loading dose is not recommended in adolescents and children weighing less
than 50 kg.

Children less than 4 years

The safety and efficacy of lacosamide in children aged below 4 years have not
yet been established. No data are available.

KE DU CE 8 USE IN SPECIFIC POPULATIONS
(VIMPAT-lacosamide

tablet, film coated: 8.4 Pediatric Use

VIMPAT lacosamide: | p,,4ial-Onset Seizures

VIMPAT-lacosamide

injection: VIMPAT- Safety and effectiveness of VIMPAT for the treatment of partial-onset
lacosamide solution, seizures have been established in pediatric patients 4 to less than 17 years of
UCB, INC., 2020 4 age. Use of VIMPAT in this age group is supported by evidence from adequate
11 H) and well-controlled studies of VIMPAT in adults with partial-onset seizures,

pharmacokinetic data from adult and pediatric patients, and safety data in
328 pediatric patients 4 to less than 17 years of age [see Adverse Reactions
(6.1) and Clinical Pharmacology (12.5)].

Safety and effectiveness in pediatric patients below the age of 4 years have
not been established.

Primary Generalized Tonic-Clonic Seizures

Safety and effectiveness of VIMPAT as adjunctive therapy in the treatment of
primary generalized tonic-clonic seizures in pediatric patients with idiopathic
generalized epilepsy 4 years of age and older was established in a 24-week
double-blind, randomized, placebo-controlled, parallel-group, multi-center
study (Study 5), which included 37 pediatric patients 4 years to < 17 years of
age [see Adverse Reactions (6.1) and Clinical Studies (14.3)].

Safety and effectiveness in pediatric patients below the age of 4 years have
not been established.

Animal Data

Lacosamide has been shown in vitro to interfere with the activity of collapsin
response mediator protein-2 (CRMP-2), a protein involved in neuronal
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differentiation and control of axonal outgrowth. Potential related adverse
effects on CNS development cannot be ruled out. Administration of
lacosamide to rats during the neonatal and juvenile periods of postnatal
development (approximately equivalent to neonatal through adolescent
development in humans) resulted in decreased brain weights and long-term
neurobehavioral changes (altered open field performance, deficits in learning
and memory). The no-effect dose for developmental neurotoxicity in rats was
associated with a plasma lacosamide exposure (AUC) less than that in

humans at the maximum recommended human dose of 400 mg/day.
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1. A% - REXZIZRICIE L CERKHIEZTII2H->TDSEFR
(M
A LR
(2)ERiE - BAMRURBRERESF1—J0EBM
BN

2. ZOMDOEEEH
[EL/y b Ri#EERE 200mg DEEEELABRER]

(EL/Ny b EERET 200mg OEIR, AERUVEZEICET 5FEIE)
Mtk A PRI 7R
pH :3.8~5.0

ik AR L TR ETE D, M 250 3EBRIIE, 5% 7 FURESESUIFIR Y > 7V CHiRT 5 Z &

® (EL/y b RiERE 200mg  1ZEHKE DESEIL)

FLETTE  BRERIE Oy 7535 20mL 2 ERR THREHY | B ANy haGEFHE 200mg 1K (20mL) &%

SR Tl N ZIZEAN L TRA L,
TRAFIRE i 7
RIS - =R, AL O=ENEOLT (1000 1x)
AEBREE cAMEL (BRONMREE) | pH, &8 (RAEROEEICHT 25FER (%) )
BRI - 2018 47 (Bih DHRTEA K OBUE R 7E & A4 (3 RBR SN RF AR D 4 F5)

X GEIHPLC (MH#EhAs n~ M7 77 4—) i,

B E LNy b RERNT 200mg RERRE DESEILARER

IR E4 P FRATIRE R
— W4 AERTH H
(BT 4T) WiR R | BlG R [LRRENIERE 1IRERE | 3R | 6 W] | 24 WefH
A5 48 Y e — — — —
F L ) B TEI DR
A PRAIERIR 100mL | 20mL pH 4.81 478 | 4.78 | 479 | 4.81
aA % o
(FrE) 1735 (%) 99.8 | 100.0 | 100.0 | 100.1
_ - 488 48 5 B D — — — —
VIVT T NG g EHROR
HERY AR 500mL | 20mL pH 6.39 6.40 6.40 6.41 6.40
T LT y
(F 1) PAFER (%) 100.1 | 100.0 | 99.8 | 100.0
N 448 Y5 B Dk — — — —
FOLEHEE 5% F4s ) IO
5% 7 R oIk 100mL | 20mL pH 4.68 467 | 467 | 469 | 4.69
aA %
(FrE) Pt (%) 98.3 98.4 98.6 98.6

— RAEBE LVl EBRT,
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@ (ELsSy b EESE 200mg  #iik s DESZEE)

FL&J7iE - ik 80mL (2
TRAETERE © T T A
RIS

v ANy MR ERE 200mg 1 A (20mL) 2 EE L7,

DR, AR M OEANTOLT (] 1000 1x)

WERIEH MR (R ONMRRE) | pH., &8 (BAHEZOEEICHTIETER (%) )
B SE : 2018 4 (UG D ARFEA M OISR 72 S 4044 TRk 32 Iy s D 44 F)
% : G RIL HPLC (iilihs n~ b 797 4 =) &RV,
BEL/\y FEEEE 200mg #KREDEREEILHABRER
R4 RE PRAT-RER
— 4 AERE H
(RIYEAR AR 2 4E) ik | ilA & [ARENIEREA 1R | 3 R | 6 RS |24 HFRY
7Y A — ik ! WEBEWAOW | — — — —
Wy 200mL | 20mL pH 3.96 3.97 | 397 | 397 | 3.99
1) 37
(FAH2ER) P75 (%) 994 | 992 | 990 | 99.2
AHE A2 S o o o o
A4 8.4% sl A IH OR
PRIEKFET B U A 250mL | 20mL pH 8.07 811 | 816 | 821 | 8.34
ORERIE L) AT (%) 100.1 | 100.0 | 100.1 | 100.1
T TS ey _ _ _ _
20%~ = h—/LiEHK YD) i OO
D-v>=h—1L 300mL| 20mL pH 4.76 477 | 487 | 481 | 4.82
EL > ple
(BrEE) AT (%) 99.8 | 99.8 | 100.1 | 100.1
REHIH LT 2% o N e e T W
U AN il 20mL | 20mL pH 5.37 5.34 | 538 | 543 | 5.33
U T 48
ORERIEL ) TR (%) 100.0 | 100.0 | 100.0 | 99.8
— T EAEZ LV BN ol E KT,
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@ [ELsSy b AiEEE 200mg  ftal & DEAZEL]

Bl iE R A EEERIE O /Ny 7035 20mL K OMLAI ONE &2 R THREERD . B A%y bR
¥ 200mg 1 A& (20mL) &l 1 AR ZFESE CliR /Ny Z1IEA L TREA L,

[E TR  BEAERRHR OO /N > 7926 20mL & UMl &+ (SR 2 | A R E Y | AT+

i3 % B OFEERIK CIsfR L, Ny ZIZHEAL TR L, KRIZE ANy b EfE 200mg
14 (20mL) Z{EALTERALE,

PRIFIZRE : Hi N 7

RPN |, AaEe L O=EABOL T (8 1000 1x)

REREE A (BRONREE) | pH., B8 (BAE#ZOEEICHT 257 %E (%) )

PBREM - 2018 45 (S D RFE4 Mo OME R 7 24040 135 St R AR D 44 FR)

X E®EIIHPLC (G#EAK7a~ 777 0—) ZHW =,

BEL/Ny bREREE 200mg  Fl & OREERILHBRER (RERE: TILELER)

5 AR 5T 44 R PRAFIRF R
— e — HBRIE B -
(BUYEIR 55 24) TR | B [[RREIEN 2 1RefE | 3 IRpR | 6 KPR | 24 IRFf
. o A e — — — —
KA I Img S8l REAIEIA DR
7 RLFY v 100mL | 20mL pH 4.59 461 | 461 | 460 | 4.59
e |
( = AT (%) 99.8 | 99.7 | 99.8 | 99.9
A2 S 5 — — — —
53w/ A7 20mg AL MEOTEI O
FAEE AN 100mL | 20mL pH 5.75 579 | 576 | 573 | 5.53
7 74) FEAFR (%) 98.8 | 987 | 989 | 988
s - AHE A4 Y Vi — — _ _
INE T N EEH 100mg S8l MREIEH O
VAR Ry 100mL | 20mL pH 8.77 874 | 871 | 873 | 863
(Z7A4%=) BAFZR (%) 100.0 | 100.0 | 100.1 | 100.0
Vv a—7 7 EHNH 100mg S8 I VR O iR - - — —
ERea)LFyranyig
e 100mL | 20mL pH 7.18 720 | 7.16 | 7.13 | 17.01
(774 %—) BAFZR (%) 100.0 | 100.1 | 100.0 | 100.0

. N _— AHE AL Y Vi _ _ _ _
FH Fu s 3.3mg AL MO DR

FRY ALY ) U AT AF B Y 74 100mL | 20mL pH 6.92 6.92 | 691 | 690 | 6.78
Trmesw ) AT (%) 99.8 | 99.7 | 99.7 | 99.7
A2y 25 e B — _ —
HERHT 74 —U A 100 S8l VB O
HsFY— b AV 100mL| 20mL pH 4.79 479 | 478 | 477 | 470
NiitaS: =] 3
i A7 (%) 100.3 | 100.2 | 100.1 | 100.1
A VES o - . — —
THE7Y > 10 S8l I (o VB B DR
TTrEAL Y PALVESL | 100mL | 20mL pH 498 4928 | 428 | 429 | 4.32
S H
R A7 3 (%) 99.7 | 100.1 | 99.8 | 99.5

] A o5 _ _ _ _
AU Na ik 1 FHA10mL, £F 4] M| REENOWR

AP TR T A 100mL | 20mL pH 5.54 5.53 5.54 5.53 5.55

(Ff FHEEE) BeAF (%) 1001 | 99.8 | 99.8 | 100.1

§ N A2y 25 e _ _ _ _
vT7 7 AUy a EEA 0.25g SHEL MBI DI

N I M VRN @ 17| 100mL | 20mL pH 4.86 4.92 5.01 5.12 5.38
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LR GE 4 R PRAFIRERY
i, — A /
(RUYEHR 7224 i | A [(REeyiEKES 1IRFf] | 3 Ref) | 6 BFf | 24 IRFfH]
EHAEZ Y 8100 A8 MBI OR - - — -
T RY T A,
) o ) & SR | 100mL | 20mL pH 8.31 831 | 828 | 824 | 803
(Meiji Seika 7 7 /L) A3 (%) 100.4 | 100.2 | 100.4 | 100.3
. N AHE AL Y Vi _ _ _ _
B 10 4s:) A IH OR
L PO T 100mL | 20mL pH 4.89 488 | 4.88 | 487 | 4.85
(MSD) AT (%) 100.2 | 100.2 | 100.5 | 100.1
AHE AL Y Vi — — — —
TU Ru L SIES R 500mg AL MBI O
T REvA LT Y kEF B |100mL | 20mL pH 7.21 719 | 7.16 | 7.16 | 7.05
(¥4 7 EPD) FeA735 (%) 101.0 | 101.9 | 102.0 | 101.9
BRI 7 L7 2 v 25%%#iE 5g/20mL A8l WHEBEHOW | — — — —
R R
ey 100mL | 20mL pH 6.84 684 | 6.83 | 6.83 | 6.82
(B B A i i A REAS ) A (%) 99.5 99.8 99.9 | 100.0
\ o WEBEROR | — - — —
H A K —VESHE 10mg Bl OB O
T EF UL 100mL | 20mL pH 5.76 575 | 5.75 | 576 | 5.7
R
(T AT 7 AR Pe7 R (%) 99.9 | 100.0 | 99.5 | 99.9
C e . - A A VS Vi _ _ _ _
VUG s A G 250 AL MEOTE O
FLrmEL 100mL | 20mL pH 10.62 10.61 | 10.62 | 10.58 | 10.58
(FZ7YAIRTTALY) PRA7ER (%) 99.0 | 100.2 | 1000 | 99.6
\ - WEBEHO®E | — _ - =
7%y ME 30mg A8 MECTE O
TH TR 100mL | 20mL pH 4.38 439 | 438 | 438 | 4.37
3] = FEHUER
(2 =2 35) PR (%) 995 | 99.7 | 1000 | 99.4
AHE AL Y Vi — — — —
) — U S— LHHE 250mg i HEEN O
T = )AL —AF U m A |100mL| 20mL pH 9.27 927 | 927 | 926 | 9.19
(/=T 7 —==) FRA7ER (%) 100.0 | 99.9 | 100.0 | 100.1
s AHE AL Y e _ _ _ _
T U Bme AL MECTED O
S TN 100mL | 20mL pH 5.22 522 | 524 | 523 | 5.23
IOl
(T /3 56d0) FeA7ER (%) 100.4 | 100.1 | 100.1 | 100.6
AT VIS e _ _ _ _
A R A I T50mg MR | REEAOR
HRATx= kA 2F k)Y 2AFH | 100mL | 20mL pH 8.49 849 | 849 | 848 | 849
(/=T 7 —==) FRAEE (%) 100.3 | 100.0 | 100.2 | 100.1
. N AHE 48 VI N _ _ _ _
FFIT—F U L 100mL | 20mL pH 10.64 10.64 | 10.65 | 10.62 | 10.63
(HEL) Pt (%) 99.9 99.8 | 100.1 | 99.7
L A VB o . _ - -
BV S ATERHE 10me N Wi
N ZE N 100mL | 20mL pH 4.29 426 | 4.23 | 4.26 | 4.21
e
(T AT 7 AR P75 (%) 100.1 | 100.2 | 100.0 | 100.1
o s N A A8 VS Vi _ _ _ _
£ =7 F HE 500mg ML | REEIIOR
LRF TS A 100mL | 20mL pH 5.25 525 | 524 | 525 | 5.26
(=== Py /) FEAFER (%) 1000 | 99.3 | 99.8 | 99.8
) A £ VS e _ _ _ _
FLETF U 250mg P L IEIEI O
Trm kA rF R PA 100mL | 20mL pH 10.47 10.48 | 10.46 | 10.34 | 10.29
Yot s
(R A AR FEIF (%) 100.1 | 100.1 | 100.0

—  EATOWER R &Y BB 8ol 2 L 2R T,

%)
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BE Ly bREFNE 200mg  hEl & DESRIEHBREBER RERE : VILS T MER)

LA FE 4 RE (G eisd|
— 4 — ERIE R
(BB IR 55 24 TiER | A E [ARENIERE 1 MR | 3 WERE | 6 PRI |24 FERA
. NS A A1 YIS e — _ _ _
A2 I Img S8 A O
7 RLFY v 500mL | 20mL pH 6.42 6.43 | 6.41 6.42 | 6.41
e | T
( =35 BAFH (%) 100.1 | 100.0 | 100.1 | 99.9
4}}} “;:f‘ V7= . — _ —
Sw AR 20mg %%ﬂ 4\\\@&% DU
FA=ENN 500mL | 20mL pH 6.50 6.50 | 6.50 | 6.49 | 6.49
7 741) BA7Z (%) 100.1 | 100.1 | 100.2 | 100.0
. “ AHE 44 Y V73 — _ — _
YT N CEER 100mg He LN O
v WY TN 500mL | 20mL pH 7.34 7.35 7.32 7.31 7.30
(Z7 4% BAFZ (%) 100.0 | 100.1 | 100.2 | 100.0
Ve a—F 7EHA 100mg 418 A8 B I DR - — - -
E RaaLFy o anypg
T 500mL | 20mL pH 6.83 6.82 | 6.83 | 6.82 | 6.79
(774 %—) BA7Z (%) 99.9 | 100.1 | 100.0 | 100.1
s o o A A5 VB Vi _ _ _ _
Fh e R 3.3mg gl RO O
FERYR LYY BT AT LF MY 74| 500mL | 20mL pH 6.56 6.57 | 6.56 | 6.58 | 6.56
(TANL T /5) FRA7ER (%) 100.1 | 100.1 | 100.2 | 100.1
I (0 Y5 BE DR — — - -
VM7 F—1T 4 100 S8l TR O
HARFH— b AT VEREE 500mL | 20mL pH 6.46 6.48 | 6.45 | 6.45 | 6.44
Fay == =
U T) FeA7 35 (%) 100.0 | 100.1 | 100.0 | 100.0
A A7 B Vi _ _ _ _
VERF 7 H L 10 4% 0 P BH DR
FT AL v N AVIVERIE 500mL | 20mL pH 6.30 629 | 6.29 | 6.30 | 6.29
S H
(R in) AT (%) 99.9 99.9 | 100.0 | 99.9
N 4}}} :;:- V7= — _ J— J—
~/3) v NaiE 1 FHA/10mL (€5 %) M| REEHOR
AU Y T 500mL | 20mL pH 6.46 6.46 | 6.45 | 6.47 | 6.45
1 S
(Ff R FEAFR (%) 100.1 | 100.1 | 100.0 | 100.1
. N o A VI 3 _ _ _ _
77 AT a EHA 0.25g i OB O
pa B INS M Ry NS i/ 500mL | 20mL pH 6.37 6.37 | 6.36 | 6.36 | 6.33
=5 1 SER
(7277 2HE Bl (%)
EFHAEZ ) > 8100 4% (A B DR — — - -
e IF R DA, 500mL | 20mL H 7.62 7.62 7.60 | 7.58 | 7.41
yuaxd ) rF U AKFY m m P ; : i : :
(Meiji Seika 7 7 /<) A3 (%) 100.1 | 100.1 | 100.1 | 100.0
. N A0 47 VI Vi _ _ _ _
VAN A S D .3 500mL | 20mL pH 6.24 625 | 6.24 | 629 | 6.23
(MSD) Pt (%) 99.9 | 100.1 | 100.0 | 99.8
N N A A7 VB Vi — _ _ _
=) Am v SHEHER 500mg MR | REBFOR
TV RE~wAT T N UG | 500mL | 20mL pH 6.67 664 | 6.63 | 6.65 | 6.63
(¥4 7 EPD) FeA7EE (%) 100.0 | 100.0 | 100.0 | 100.0
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LR 54 BE PR AT R
i, — U
(BB IR 55 24 Wk | B Pl E % 1HFMH] | 3 HFHE] | 6 WFfH] | 24 HFfH
BRI 7 L7 2 v 26%H#iE 5g/20mL S8l OB DR - — - -
[NV R
H 6.80 681 | 680 | 6.80 | 6.79
LT LT S v 500mL | 20mL | P
(— P bR N F AR 77 B R ) A7 (%) 99.4 | 99.8 | 99.8 | 99.7
IREAT S e _ _ _ _
T EF UL 500mL | 20mL pH 6.37 638 | 637 | 642 | 6.33
e
(7 AT 7 ARH PR (%) 99.7 | 99.8 | 100.0 | 99.8
. N N AHE A1 VI o _ _ _ _
VYT s A SREHER 250 AL REENO®
FormEL 500mL | 20mL pH 10.14 10.14 | 10.13 | 10.11 | 10.04
(7922 AIA7TA ) PR (%) 99.9 | 100.1 | 100.0 | 99.9
. ;N AHE A1 VI N _ _ _ _
5%y ME 30mg s A IH O
A TRY 500mL | 20mL pH 5.87 587 | 587 | 586 | 5.84
= UB:3
(12 =250 PR (%) 100.1 | 99.9 | 100.2 | 100.1

A A7 V% N _ _ _ _
J ““/\“/1//{“_‘/1/%%‘:@5)% 250mg %éﬁ.‘ /mé{iﬂ)q@(ﬁz

= ) ALEH—F Y m A | 500mL| 20mL | pH 8.67 868 | 872 | 871 | 868
(/=77 —=%) FeA7 35 (%) 998 | 99.7 | 99.7 | 99.7
s ﬁ NA3 N7 = . _ _ _
L M Smg 4% 0 P BH O
S A 500mL | 20mL | pH 6.22 622 | 622 | 622 | 623
e
(T /3 5d0) FRA7ER (%) 100.0 | 100.0 | 100.0 | 100.0
MEBHOWRE | — - - -
RA A UFE 750mg L MEERA O
RAT == hArF LU L2ARY |500mL| 20mL | pH 8.54 858 | 856 | 856 | 857
(/=77 —=%) FeA7EE (%) 100.1 | 99.9 | 99.9 | 100.1
o mEBEHOn | — _ _ _
£ LR 0.5g 4% 0 P BH DR
FFIT—AF P UL 500mL | 20mL |  pH 10.27 10.25 | 10.25 | 10.24 | 10.23
(HEET) FRA7ER (%) 99.9 | 100.0 | 998 | 99.9
. A 2% S _ _ - -
R 0 ATERE 10me AL OB O’
IFVT A 500mL | 20mL | pH 6.37 634 | 636 | 634 | 634
— S5 o
(T AT T AR FEAFR (%) 100.0 | 99.9 | 100.0 | 99.9
e WEBEAOWE | — _ _ _
£ =47 7 4HHE 500mg M| REEHOR
LRF T H N 500mL | 20mL | pH 6.27 629 | 627 | 629 | 621
(== =Yyt FRA7ER (%) 99.9 | 100.0 | 100.1 | 100.0

" I A b _ — _ _
FLETF L 250mg P 4x i) T (4 R B D
Tx= b A F YDA 500mL | 20mL pH 9.53 9.56 | 9.56 | 9.54 | 9.55

OR A AEAEE) FRAEEE (%) 100.0 | 99.9 | 100.3

—  EATOMRER R L BB R oTe 2 L 2R T,
E) 73 I FOE—ZIREdEEROC—7 NERY | ERELFE LR oT7,
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WE LNy bREERE 200mg  fhF & DEREEREHBRER (REHR - TILERET 5%)

LR FE 4 N et
i — B
(RUE IR 24 iR | AR Bl £ B % THER] | 8 WFRH] | 6 B | 24 HfH]
: N AHE 44 Y V73 _ — — _
KA I 1mg S8l AT DR
7 RLFU v 100mL | 20mL pH 4.52 452 | 455 | 4.56 | 4.51
e § o
#—=20 BAFZR (%) 100.2 | 100.0 | 100.1 | 100.1
ALY e _ _ _ _
-’7‘ $/ > 7 X/J‘I_ zomg %éﬁ ,m@(’%‘kaﬂ 0){151
FA=ENN 100mL | 20mL pH 5.80 581 | 5.78 | 5.77 | 5.49
7 74) FEAFR (%) 100.2 | 99.9 | 100.1 | 99.9
s - A0 47 VI Vi _ _ _ _
VK b HHER 100mg B | REEROR
AV 3 RN 100mL | 20mL pH 8.44 845 | 843 | 843 | 834
(Z74%=) FRAEE (%) 99.8 | 99.6 | 99.9 | 99.9
Ve a—F 7R 100mg S8l M8 T DR - — - -
ERmarFyrans i 100mL | 20mL H 7.35 735 | 733 | 7.30 | 17.16
T 2FAF Y A m m P . . . . .
(774 %) BAFZR (%) 100.0 | 100.0 | 100.0 | 99.8
. e 142 VBB D G — - - -
Fh Ra R 3.3mg A8l AT O
FEP AL LY VR AT LF R Y % 4| 100mL | 20mL pH 7.15 715 | 7.15 | 7.12 | 7.02
(FAR Ty 3) FEAFR (%) 100.1 | 100.1 | 100.1 | 100.4
4}}} “;:f‘ V7= . — _ —
AT F—T7 4 100 S8l MO O
H AP — A LR 100mL | 20mL pH 4.69 4.70 | 4.73 | 4.66 | 4.61
Nils - .
CREP SRR T30 FRA7ER (%) 99.6 | 993 | 992 | 99.2
4}}} “;:f‘ V7= . — _ —
VEEF 7 10 P45 I (2,5 B DR
FTFERE v b AUV 100mL | 20mL pH 4.23 423 | 4.24 | 423 | 4.22
S R
(R J3sih) FAFH (%) 99.7 | 100.0 | 100.1 | 100.1
. 4}}} N V7= — — J— J—
~/SU Y Na ik 1 FEE10mL [£F 4] B | REEVO®
AR TR A 100mL | 20mL pH 5.86 583 | 583 | 5.83 | 5.82
1 S
SRR BAFZ (%) 100.0 | 100.2 | 99.9 | 100.0
L ) 23 e - - - -
77 AV o S 0.25g D AL MBI O
S RIS N Ry BN/ S it 100mL | 20mL pH 4.91 494 | 5.04 | 5.14 | 5.38
EHAEZ Y 8100 S8 0 B DR — — - —
THEYD T RD A, 100mL | 20mL H 8.23 820 | 818 | 810 | 7.73
sk ) rF kY AKFM m o P ; ; ; ; i
(Meiji Seika 7 7 /L) FRAEHE (%) 100.1 | 100.2 | 100.2 | 99.8
. - A A48 VB Vi — _ _ _
BB T 10 4% 0 P BH DR
VA e L i i) 100mL | 20mL pH 4.66 466 | 4.68 | 4.70 | 4.65
(MSD) FEAEE (%) 100.0 | 100.0 | 100.0 | 100.0
4}}} “;:f‘ V7= . — _ —
=Y AR L EHTER 500mg e | REEROR
TYRO~A LT NEAUEEE | 100mL | 20mL pH 7.11 7.10 | 7.10 | 7.08 | 7.02
(¥4 7 EPD) FEAFER (%) 99.9 | 100.1 | 99.9 | 100.1
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L RFE4 RE: PRAT-ER R
— it — B A
(RUERR 24 iR | AR Bl £ B % THER] | 8 WER] | 6 B | 24 HfH]
BRI 7 L7 2 v 25%%#iE 5g/20mL sl R OER DR — — - —
[RRTA |
‘ Ll 20mL H 6.85 6.85 | 6.86 | 6.84 | 6.83
MET VT I v 100mL | 20m P
(— LAY A B A 7 kR ) BAF=R (%) 99.5 | 100.0 | 99.9 | 100.0
. N . AHE A48 VI N _ _ _ _
HAK —EHE 10mg A8l MR DI
Ty EF UL 100mL | 20mlL pH 5.67 567 | 568 | 568 | 5.68
S 1] 3k
(T AT 7 AR FRA7ER (%) 100.3 | 100.3 | 100.1 | 99.9
: o 44 Y D — — - —
VBT s A SEGER 250 AL TOENO®
FLrmeL 100mL | 20mlL pH 10.08 10.10 | 10.07 | 10.07 | 10.07
(777 AIAT T ) FeA7EE (%) 100.3 | 100.2 | 100.2 | 100.1
— e N A48 VI i _ _ _ _
5% v hE 30mg S8l B O
T TR 100mL | 20mL pH 4.40 4.40 4.38 | 4.37 | 4.36
3T = R
(H132 =200 FoA7ER (%) 100.1 | 99.4 | 100.1 | 99.9

I (0 Y5 BE DR — — - -
) LR UL 250mg S8l TR O

T ) ALEZ—AF YA [100mL| 20mL | pH 8.98 9.01 | 9.00 | 9.00 | 8.96
(/=77 —=%) FRA7ER (%) 100.0 | 100.0 | 99.9 | 100.1
4}}} “;:f‘ V7= . — _ —
ST EL 100mL | 20mL |  pH 5.29 529 | 529 | 529 | 5.29
], — \‘Sﬂz ':[
(7 /350 FEAFR (%) 100.0 | 100.0 | 99.9 | 100.0
4}}} “;:f‘ V7= . — _ —
A2 N A L T50mg i OB O
RAZ == hArF RU % akF |100mL| 20mL | pH 8.59 860 | 860 | 859 | 858
(/=77 —=%) FRA7ER (%) 99.8 | 1005 | 100.2 | 100.2
o mEERowR | — - . .
FFIT—F U A 100mL | 20mL | pH 10.08 10.08 | 10.08 | 10.07 | 10.05
(HEET) BAFZ (%) 100.4 | 100.6 | 101.6 | 100.8
L AHE A4 Y Vi _ _ _ _
RV 2 AIESHE 10mg | RAEVOR
IHT N 100mL| 20mL | pH 414 415 | 415 | 417 | 4.16
e
(T AT 7 AR P75 (%) 100.1 | 100.2 | 100.0 | 99.9
o N N A0 47 VEH Vi _ _ _ _
£ =475 SHE 500mg M| REEAOR
LRFFEH N 100mL| 20mL | pH 5.30 530 | 528 | 529 | 5.30
(===t TR (%) 99.9 | 995 | 100.1 | 99.9
R
S 45 SR O 5
7 LVET F Ak 250mg 2 " IO DT
S WSS NN 100mL | 20mL
- . i pH 10.08 10.16
[CNEENEY T S )

PRA7 (%)

—  EATOWER R &Y BB 8ol 2 L 2R T,
1D 73 I RO =27 ICREREEROE—27 NERY | EREEFE LR T,
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