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EL/Sy REES50mg. E LSy FEE 100mg
mx WHE, A7 293 F&LTlHlegi@&@%%#b Z D% 1AL, EOMIEE &1
L. MFFHEA 1 B 200mg &322, WIiLh 1 H 2 BN CROKELET 2, 2B, JERICEDY 1 H

400mg % A % 7o\ vEPE T a2 08, a1 HEM EoRREHIF T 1 BH&EE LT 100mg ML
OfTH L,
N EE . 4L Eo/NRIZIE T 2R hkbleQm%giwﬁﬁ%%#L Z D% 1 HE LA Lo R
ZHIFT1IHHAEL LT 2mgkg T oMH&E L., HFFHE%{KE 30kg *(ﬁ@d\ 21X 1 H 6mg/kg., KE 30kg
PLE 50kg R O/NRIZIE 1 H dmglkg £ 75, WTALh 1 H 2[NSO T TROEET 5, ok, ERIC
{RHE 30kg A O/NRIZIE 1 B 12mg/kg. K 30kg LA I 50kg Afifio/NNEIZIE 1 B 8mg/kg %ﬁzf;b\%ul
T E T A, BRI 1EML EORFEAEHIT T 1 BAREE LT 2mgkg LFTF2175 2 &, 7L
R 50kg LA Eo/NETIE, A ERIUHE - HEZHWS Z &,

ELRy F S48y 7T 10%

BN EE, RAIZIETZ 2 I FELT1IH 100mg (RI7A4vmy 7L Tlg) L0 HEGEBBL, Z20%
1AM EORREZ &1 THE L, #EAEZ 1 H 200mg (KA nyFELT2) &5, Wb
1H2FENZTCHRRE L CROKET 5, ok, fERICEY 1 H400mg (RZ7A/4 vy 7 & LT4g) %

A2 7 WEFE T E T o 08, MElT 1AM EoRREH T T1 AHELE LT 100mg (K74 vm vy
kU(m)quOﬁﬁlk

/N B, 4L EO/NRIIZT 2 I FELTL H 2mglkg (R4 v > 7L LT 20mgkg) LY #E5
R L, D% 11 WML®W%%%fT1Hﬁikbfzmyg(F?%ynyfkbfmmg@>fo
R L, MERFH R A (RHE 30kg A O/NTIZIX 1 H 6mg/kg (K74 v 1y 7& LT 60mgkg) . (K& 30kg

PLE 50kg KD /NRIZIE 1 H 4mglkg (R7 4> a 7L LT40mgkg) & 75, WIiLdh 1 H 2B
CTHIRRE L CRR D595, 20k, SERIC X D IRE 30kg RiEO/NICIE 1 B 12mglkg (KRTF7 A4 vmr v 7L
LT 120mg/kg) . KE 30kg LA I 50kg Kimid/NEIZiZ 1 H 8Smglkg (K74 v v 7L LT 80mgkg) %

HEZ 70 WP CHE BT 508, BEIX 1AM EofMFEE ST T1I HHEE LT 2mgkg (K7 A4y
& LT 20mgkg) UF$o179 2L, 7272 L., K 50kg LA LEO/NETIX, AR UHAE - HEEZ A5 Z
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WL,

SP0993 Bk ClIL, Fck&alfii A & COFHMIMIMICIT 5 6 » HRIFIEHKIREOR RN D, WL EBE Rk

BE (400~1200mg/H) (%457 a4 3 K (200~600mg/H) DIELMENKGE STz, A& & TORF

MAFIC I 5 6 » ARBIEEREEOEIAIX, 73V I REER OB NS~ B B U REGERE D B 51 CH

HThH-oT,

SP0993 D 7 =% I FEETIE, 7 29 X ROHWEIZEWNE FRHRROFBLEN & < 72 BT H 7z )
ST, 72, EPO057T RER Y O T a I RoZe7Ta 7y A ik, 7234 Roif f@ﬁ%#%&@%ﬁ@

et 7Ta 7y AV ERKTH T,
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BRI EGS IAHRRER (EP0O00S #ABR) 2 23266 L7-, EP000S ERIL, HIEay b — ARG 5 TR WERSY
B (TR RIEE GTe) 2815 16 Ul EO B AAROCHEADEA TANPABE KT 5T a4
I N (200mg/ H &0 400mg/ H) PG I1T 2 A 200 K OV et 2 78l L 72 5B I0AH, ik LF, HEIER
b, ZHEHEHR, 77 BRME, WTHMEERBRTHY , ARBRICEIY, 7238 RO RS,
EP0008 RER DL 2T 1 7 7 A Mid, Em%IE (ZRMESRILEIEEZ &) 28T 5 TANABEZXIG L
LR o2t a7 7 4V ERETH - 72, EP0008 i BRIZ 1T 5 Z =4 I K 200mg/ H % U 400mg/
A OFAE G2 1T 2 22 R OREES R S vz, 72, EP0008 ik 0 & ikt i 5.3k T & 5 EP0009
AR 5 Ot 7 v 7 7 A4, EP0008 RERD L7 m 7 7 A VLR TH o 72,

VL EOFERN G, AL E LTCo T a) I RO AL, EMH#EOFBE L CVERERLFE 2, AR
EoREAEEZIFAFEELFE L 400mg/HICT 5 Z 0@ EEZ b2 Enn, BIMAAREIX 100me/H |
TRIF A BT 200~400mg/ H IZ7% & LT,

G #IE2 B9 /N E xR L UK ]

4 END 17 AR OINEN N TANABE 235 L Lo R AR ER (SP0969 iER) 9 Ik 5, #l
SN X D HERFIR O 28 H & 72 0 OFSFARRER OB FEIZ, 7T v RBIxT 5 7 2 I REEGHO
ERUER RS BT,

HARNZGT 4 0D 17 KO/NRTANABRE 235 b U EERIL RS TR itk 5308 (SP848
BR) 92k DH . BEWIRICRTT 2 21RO 28 A H7- 0 O RIERIEROZELHIL, SP0969 R O
BE—HLTEBY, BARNNRCEBIT DT 2% ROFIENHE Sz, SP848 RErD H A A/NE D% 4
YT =206, Filce Ry 7 g oy, BARNNEOZ2MT 17 7 4 ik, BARARKRA, SME
NRA K OSNENNROR &M T a7 7 A )V EFRETH -T2,

RN TADABE Z R E LT RHER KB REMRAT K OVINE T A A BE 2 5t 5 & U T- REE RIS Eh e b
OFERM D BARNBRA, FMEARRA, BHARN N K OSNE A NE O SR ENEE OSERIME S HedE S iz, /INET
AR Bkt G L LT RHEMEE e f#AT (CLO0430 f##T) 10 OfEEMN S, /NEICHE T A REREICHES < #
&L LT, RHE 30kg A ClX 12mg/kg/ B, 30~50kg Ai; CiL 8mg/kg/ B, 50kg LA CiX 400mg/H & 7%
ETHZ LI DNEOEFREO I MBE R X, AR EHEEAETHSH T 2 I K 400mg/A %
B LI 7 2% X FRE LIRS 5 2 LR ahiz,

PLEDFERN G, BRNNETANABEIZEIT 2 0FREE R OCBRAREO HE R OHEIX, BRABRATA
MABEDOREELFRICICRD L )ICHEEZRE LT,
[RERRIIEEZ BT DA KR OVNEZ 55 & U7 iR ER]

[E LR 2 AR EER  (SP0982 3k X OY EP0012 3R) 67 o5 b /o A, Ll kK OB RE DR R
2> D HELE B A BT L 7=,

SP0982 7k & TN EP0012 7k DR fin DPRE (4 5k LA L 12 moklil) SUTRIRE OHERZE (30kg Aiij) T
FEDIMER OO RICEI L o To, £lo, BRATANAVBERIZR O TV, 2FEME A
ANEM OF MR O EMEOFERILFEBEOMA Th o7z, S 512, SP0982 iR IT 4 Ll LD BHE % %5151
LTEY  /INEOHAANEITRN & g3 2 LR O TV =2, 2ERERORA K OVNETANABED N
TIUCBNWTH T 7 ERFEL IR L TT a4 I RETHEEOIHINFE D Hiv, HARANER TS REEOBER
RO BT,

EP0012 ik 13 & 585 & B (IR 30kg A 0/NE : 12mg/kg/ B . /A 30kg L I 50kg A >/ - 8mg/kg/
H. IKE 50kg UL EO/NERORLA - 400mg/H) %2 545272 BRT A L7208, Il 5 B3 AGR
HEZBZ T BRAERE IV o7, Lo T, MEMREIEEZET DL TADABETIE, AL E
HNCHERF T 272K EEZ B2 251X E TRV B 2 bz, EP0012 SBROIRET — ¥ 0D b,
AR B OGN R ST,

YULEDFERN G | BRA KR OVNR T A BE OREMAIEEIT S 2 MiEL O EIL, S5 E (CZRERK
bR IEEET) ORGEELFRUCICRDLIICHEZRE L,
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4. BERUVAEICEET 2EE

7. BEARUVA=ZICEET 53FE

<%heeFHE>

71 7 Vv7rF=227 07T A% 30mL/min LA T OB OSRBIE R E O & 2 BF I AL 1 Bk
EHEL 300mg, /NNEIT 1 BixEHEZ 26%BE TR SEEICREGET S L, 2, MRS %
ZTTVWLEETIE, 1 BHRIINZA T, MEEHT#%ICHRKAT 1 RHEO-EOBNEGEZEET L 2
Lo [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]

7.2 R TP EE ONTHSREEE D & 5 HF (Child-Pugh 208 A KO B) 1213, BRAIE 1 B &%
300mg, /N1 AfRmAEE 25% W75 CEEICEFTH 2L, [9.3.2, 16.6.3 B3]

7.3 AFlD 1 H e AR E 30kg RiEO/NETIZ 1 B 12mg/kg. KT 30kg LA E 50kg A /NE Tl
1 H 8mg/kg THh D, AHFl% 1 H 8mg/kg M x TG LT HIKHE 30kg Rl D/NER lRICHENWE
ERNCARED 30kg LI E oo 81213, BEOREE +5ICBZZ L, RLKORIERORBL L ZE
L7292 T, WUIRMEEZHREHTL 28, B, AR BEITRT S Z L,

<FEEMRKFEE>

7.4 ARFZSRERRBIEICS L CTERT 25612, ot CAnAREHAT 2L, [HRRBRIZED
T, OREFRF VRIS KT D AF B G- T O ARERIT R, ]

fiFsR

7.4 ARFNIEG RO 30~40% N ARE(bARE L CTEHRE S, BHEREEO H 2 BE T, AHI O Pt AT
THAREMEN & B 120 E Lz, MEFEEHIECOWTIE, RADOBENT 2 B8 L+ 5 KIS HEREES 25
TREMEEIK THE BT 2 7 20 I ROEMENREZ BT L7/ R (SP641 #5R) 10 OfER & OB E
%5 — 4% 3 — b (Company Core Data Sheet : CCDS) ([ZES&RE Lz, /NEEZRSRE LT ay I R
DB 2 BHEREIS T H ~OBITRF L TuvRwy, AT 1 H 400mg % 25%H& L 7= 300mg 7%
WA RE TH DL Z LIS E | NEOHES RS HEZ R E LT,

7.2 A FEEOERERE OO 2 BH BT 27 2 I NOEYBIREL it L /s KRS (SP642 3K
B 12 OFFR KO CCDS 1T & | IFBEREREE 2 A ¥ 2 838 ClEAM o Mg RE/ikD AUC 23830019
DAREMEN & DI E L, /NEERIR E L2 T a4 3 ROREMEICKT 2 IFREIR T3~ FBI T MGt
LTV, AL 1 B 400mg % 25%8&E L 72 300mg AHEERE AR TH D Z LickkS&, NEoHERE
KEHAREZHRE L,

73 BIEOa L Fa—ARREFTHY | MOAFFLVRHEIL TOHARWEZICK LT, BFERILSEL2E%ED
AERFRZOFBIZ LV BEEZRFT 5, BEZT OB BIEOa Y b — b T 5 Z &N EN L D |
B2 ) CRGROREEZITILEND S, BREORELZHERT S Z L2, (KED 30kg ML RN L
el OB AR LIEREEOMEIIITORVWI & BHARHREL T THLIREDRFMZ )T THESL
ST D ENMETH DD E LT,

7.4 SREMNRFEIEZ AT 2 TANAVBEEXIG & LIZBRRRBRICE O T ARANZM O T A AT E OOF HELE
THAOFAM AT > TV . HIME 5 TOMARBRIL W2 DRE L,

1
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[P (24 1) W
WS | XA AT A T | R A BN | BAMERARA 7 29 3 FEERER O | SP645
vV T R (24 #1) PeHM L T oW 3 FEREER 15 2R O| —10
B[] A TR T 1 D SR B RE i
HESL | A AT XA T | ERERRA B | AR RRBR A 7 =9 2 NEgE B O | SP658
v 7 R (27 #1) BERE T a9 3 FARSHER 30 KO O - | O
60 4 i) B[] A 378 5 T e 0 SR B e EL i
BSOS | NA AT A T | fEERRA EWNHFETET = 2 REEEER O #% | EP0036
vy 7 R (26 1) 5. ZaY I FAREEER 30 L TUV60 47 © | — | ©
IR0 [ A Y s 0D S A B HE L
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BN | sk | B R R | BB | MR ERER A T 2 X REE & Mg T | SP955 ol - 1o
WE% Y (16 1)) F a3 REEDAEMFERIRISE IO MR
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(50 1) BB 0 % B0 o S EhRE 1C K IX O| —10
BOE
HESL | Frik /e 2R fat Rk A BPE | CYP2C19 s TN T a4 3 KO3 | SP643
(12 1) BRER AL AT XA TV T 4 ITKIE Ol —10
27 1Y)
WS | Reik e 4] TERER A B | NFEN T a9 2 FER D& LSO | SP661 ol - |o
(48 1)) HEMENEE I M T T B DR
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3) /NEDERSTFE (2018 F 12 AAER)

s I . - pop- e - o | BB | A% | e
x| Ht BN A D) N N sepm | pE | M
HESL | AR SN | BARANEERA B |7 29 X ML T =29 3 F|EP0059
Y (24 1) NV Yt 0] © || — | -
% 140 Sk D Et
W | MES | AEWFRSEE | AN A S |BRRBRE 7 29 2 NigL 7 =2 | SP657
/a0 bR (16 f31) P Froy TR OLEYEN ol - | -
%ﬁ% B DMET
HEBR | s | SmmERs | %1 A~1750 |ilT 2% 2 NEEXIET 24 2 | SP1047
INRT A ABRE Km0 Bal g O 5 ol — | -
(32 1) DY HE D FRF}
FUA| W | IR B RIEERT B o I AHEER (A i atse) SP847
B %1 H~1THD ololo
INRT A AEBE
(47 #1)
WA | Mo | 77 R WMoREE2FETS HMARRBR SP0969
B B | 4~17 R o ol ol e
INRT A BE
(343 #)
AR |77 R | HoRIEEHTH 55 MFE R EP0008
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Bl % & Te)
EMiE| BAR | BE5RR B RIEERT B 55 1 FHEER SP848
HRBR | LW 15 A~17T8O
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4) EERKRBECKHT H6AEE (2020 4 12 B&ER)

; Flii e PIE - . o | ERER | B | e
B gy | PBE CEBIR) N PRES g | e | e
FALAR | WAk | FEEREBR SREMARREIEEET D % AR SP0961
FRER TAMNBE - | =10

(49 1)
HIA | BA |77 v R R E | BERNEEEET D MR R SP0982
B | KO | ERREEER 4 U EDOTADABRE © | © | ©
AN (242 f: H AN 30 f5l % &)
R st | R 58 MEMARREIEEET D & AR SP0962
535 TANPNBE — | - 1lo0
(39 #il)
AA | R GER MEMARREIEEET D & MR EP0012
K 4 EOTANIEE © | ©| ©
i (239 fl: B AN 37 fl % &)
ZOMOEE | SP0962 ik & 8 Bk (EP000S #ABk, SP754 iR, SP755 ikBh. |CL0447 f##T
SP847 #Bk, SP1047 ik, SP848 kR, $M%9%%&USHM%/&—FH © | — | —
RER) OEMBRET — & &S U7z BRI B AT s

©

REERE O BEWH

(2)ER PR ER

1)

2)

HwBHLVE T HEEHER (SP1046 3iER) 19
AR OV [ AEEER A B4 18 Bl a6t ge & L= —HEM, EIEAL, 77 BRAIE, 37 o At — —
AERICBWT, 18 @Y O GIE [7ZEAR 1H, 724 K2 (100mg, 200mg & T 400mg @ 9 H 725
2 EZA 1E) OFt3E] OWTFANT 1 HIFOEERBIZEID 41T, 1FBRELHERNFEEG L, 28k, &
PVER OB Eie 2 et LT, S5 OB OWREIMIZ 7 B L Lto ZORER, 7 a3V FOIRYEhRE
RTA=H1E BRAKROPTENERBABETRERTHY . 7 a4 LMK OB ED MR STz,
ARIRERCIEL, TR OEERAGEFS, WWONTIRBRO T Ik _Eof:ﬁ%%%! IR LD T2,
QT/QTc sHfiztER (SP640 iER) 14
SENBERRR N 25t 5 & LTc BBk, ZEHEMR (T a1 FAOT T78R) | 77 8R KOG,
AATHERF ELE . QT/QTe FEAMARER Tld, 247 BlOHERE 2, 7 =% I N 400mg/H, 7 =% I F 800mg/H .
IR, RO (TFv 7 axt ) O 4 BHTEESICEVMT, Ta Y FUIET 78R E
6 A, EF7ux¥ 2 3 AHMERE Lz, 214 B2 KA et G5 & L, EZFHImE B
Th % QTel (EBIOHERE OFT — % Z W TLAETHIIE L7z QT [Mig) o, Filx —HIg~X—2 7
AUDODORREED T T BREELE DX, 7 2% I N 400mg/ H B2 -4.3msec, 7 =% I K 800mg/H
HEA3—6.3msec ThHh o772, WTHH 90% W ANE XM O EIREIX, 7 =4 I R 400mg/ H # Tid—0.5msec,
Z a3 K 800mg/HREETIE-2.5msec &, 10msec AKfii TH V., 7 a4 I NiX QTel FIFEIEER Len -
Too Mg Z a4 3 Fﬁ%ﬁ? LR &2 — B = H 72 QTel kR, QTcF k&, QTeB kR I ARMIED QT [k
DOEALR & ORITHBITR S b oTz, miEHR T 2% I NRE L R4 B S w72 PR MR A OV
BoOENEEDOFIZTINIEOMHBENRD b, 72t I FREO EFIZHEW PR BRELOLHBEIZDT )
TIERDFEO bTe, 724 I REEO PR MROFEHZELEITH 6 H BHo®KS 1 Refi&icikRE Ry, 7
T RHEE DFEL, 400mg/H T 7.3msec. 800mg/H T 11.9msec T&H o7z,
) AFNOER SN HELOHET T, AT 293 h&bflalmmgibﬁﬁ%ﬁﬁb D% 1
Bl Loz S THE L, #EMEE 1 0 200mg & 3528, WFhb 1 H 2SS TRAKET S, &

BLAERIZEY 1 H 400mg 282 72 \WEIPH TR T 24, HEE 1AM LoRMREEHIT T 1 HA&EE LT
100mg L3275 2 &, | Thd,

()R ERGRRAE
gk L
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(4)REERIERHER
1) BRNEREEAER

D ER#AREFEIHAEFHER (KRA) (SP0993 k&) »

a) BRI E
H B | B UTERGE TADN A LB SN BE 281, BAREE LThad s 1AERER LT
BE D7 a2t I K (200~600mg/ H) DFEZNMEKRL NLRMEE I AN~ EE U RigsE (400~
1200mg/A) &R L, FEHMERFET 5,
St G| Fri X3 hal2Wr a2 = 0 72, S0 BIEX T SR E R NRRBIEEL BT DA TADABE
AVEZALBIEL - 888 B (T =4 X NRE 445 B, WA~ B & BREEERE 443 1)
LRVERENT R G 4E ] (Safety Set : SS)  : 886 Bl (T =43 FEE 444 fil, BN A~ B & 4R NkE
B 442 1)
e R OfFENT R 4EF (Full Analysis Set : FAS) : 886 5l (7 =% I N#f 444 ], WA ~EY
ARIREERE 442 )
5 5| IS B RBEEE R E LT I E A L S R R
THEMTTH - Y 1H 20, AIAEZEA&KE Lz, B, KBTI AN~ EE AARNEE
L LT 200mg OAEHEALIZZ LMD, DA PERBEEHOBRE TIE, FAEAEET
HWETOIHAOHE 1 HIZH Y TREIHBEREE SN W FHFIZEZVWHEEZERS) |
e - KECHBE. FHEHRRUCHEBRIBROBRER Y2 a—)L
RPN e - ZE(LIM RENEIENG
138 H 2 il F gip | UHERIUIMH
(&) (H=) (Z &)
1 AR R
J 243 K 200mg/ H & 100mg/H | 200mg/H | 200mg/H | 200mg/H
H NN B URESE 400mg/ HEE | 200mg/ H 400mg/H 400mg/H 400mg/H
%2 BEHE (RE(LBLERGE)
J a4 3 R 400mg/ H B 300mg/H | 400mg/H | 400mg/H | 400mg/H
HNR= R AREE 800mg/ A | 600mg/ H 800mg/ H 800mg/ H 800mg/ H
%3 BEHE (RE(LBLERGE)
Z 2% I K 600mg/ H#f 500mg/ H 600mg/ H 600mg/ H 600mg/ H
H NS B ARFLSE 1200mg/ B | 1000mg/H | 1200mg/H | 1200mg/H | 1200mg/H
FE AL E OB | <BME>
[F2FMEA ]
- FofsEHm A B COFHMEHIMICI T D 6 » A (26 8 FEIEHKE
[EIkFHEE E ]
* A AEEEA A & C ORI ] M OSERF IR IS 310 5 12 o AR (52 BfH]) FEMETEIE
- KEREHMAH & ORMEHIFBLAE 12 » A BICHIEZEN B SUIIRER A2 ik (kB
D) 35 FE TORERH
- TEBRIEOWEIH 544 12 » A BICHIEIZEIERFHBLT 5 £ TORFH
ARBREOYIEIBE 5% 12 4 A RICHIEIREN KB IIGRZ ik (R R D2RY) 32
F CTORFR
ARBREEOYIEEE 5% 12 » A BICHE FHEUIIEA I L VIR E LT 5 £ TORFRH
<TEMHE>
[F2FMEA ]
B R OYIUIATHERE O B RAHE LR ETERI OB L 0 i SNicAERS
c BERRICI BRI
- BELRHEESESL

) AFOKRBSNZAELOCRER lE, A7 29I FELT1 A 100mg I W &RSGE2HMBL, TO%
1AM EORREEZ S CHEEL, #HFAREL2 1 H 200mg 7528, Wihb 1 H 2EICHT CTRAKEST
%, 7o, FEWRICED 1 H 400mg %8 % 72 WEIPH CHEEHEET 525, HEIT 1 EMM EoMBEEH T T1H
HEELT100mg LT 2A75 28, | Thd,

% : HAN 20 Bl & Ete,
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b) BEER

ADOREHFHEE (FAS)

AAEH] ZaH 3 NEE HINR2 B
I GERE
(n=886) (n=444) (n=442)
el M 475 (53.6) 243 (54.7) 232 (52.5)
(B (%)) | %=t 411 (46.4) 201 (45.3) 210 (47.5)
HA 744 (84.0) 378 (85.1) 366 (82.8)
2A 8 (0.9) 6 (1.4) 2 (0.5)
TIT A 106 (12.0) 48 (10.8) 58 (13.1)
(1@@:5}(\*(%/0 V) |7 Ay R 5 2 et 4 (0.5) 1 (0.2) 3 (0.7)
ND A TR R B A 1 (0.1) 1 (0.2) 0
Z ORI, 16 (1.8) 6 (1.4) 10 (2.3)
RH 7 (0.8) 4 (0.9) 3 (0.7)
Fiim Ok) SEEE AR 41.8+17.6 41.9+17.9 41.8+17.2
wE (kg S A R 2 72.88+15.96 72.52+16.08 73.24+15.84
B 882 441 441
BMI (lg/m?) SEEE AR 25.40+5.09 25.10+4.88 25.70%5.29
RERSE (FAS)
AR ZaH I NEE HINR2 B
I GERE
(n=886) (n=444) (n=442)
ORI (FR) | PHME - R R 2 0.26+1.63 0.25+1.81 0.26+1.41
wmE 1 4EM
o AR 805 (90.9) 403 (90.8) 402 (91.0)
AR S A 261 (29.5) 119 (26.8) 142 (32.1)
TEHEER > FEAE 416 (47.0) 210 (47.3) 206 (46.6)
TR 513 (57.9) 252 (56.8) 261 (59.0)
PRI
IA T v=—%{E 1 (0.1) 0 1 (0.2)
G TR 88 (9.9) 47 (10.6) 41 (9.3)
T/”ﬁjfgé{/@ SYERRED TAMARIE 0 0 0
(e (o) ) [BE3 2 T
o AR 806 (91.0) 404 (91.0) 402 (91.0)
AR 2 A 241 (27.2) 108 (24.3) 133 (30.1)
TEHEER 70 FEAF 391 (44.1) 197 (44.4) 194 (43.9)
ZIRPERALFEAE 482 (54.4) 242 (54.5) 240 (54.3)
A
IA T v=—%{E 1 (0.1) 0 1 (0.2)
G TR 83 (9.4) 42 (9.5) 41 (9.3)
HEARRED T AMAFELE 0 0 0

1 RO TANAFIER RIS YT 5 BE 2 a .,

T2 BER BTN TR SEEOBIEDEE0 ST BAVERERIRIEMEO L5580 ST BE I, SRELFM IR

SRS,

E3 : 73y PO 1 fliFEE 1 FH TIRmERREECOESNIZN, BE 3 » AR TR REEBRILIENE

WS, ZOZW EOFEIR, TRBREMERIEEE S PAS L 72 7o D RHE S o Tz,

a) WA B UREEERED 1 HlIEEE 1 FRA O E 3 » A CIA 7 v =—RIEIC I N, 1R EEqT
EENS OBEKRARBEBIIEEY Lo, {BBREMGFTEEICES LTt 54 (Per Protocol Set : PPS) 7>

LRSS Tz,
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MTANAEDERIKRE (FAS)

AR Z a4 N AN EE
B BERE
(n=886) (n=444) (n=442)
B% (%)
1HILL EOTTADAREEZIH L TV BE 105 (11.9) 53 (11.9) 52 (11.8)
LRFFEH A 47 (5.3) 26 (5.9) 21 (4.8)
VA= 15 (1.7) 6 (1.4) 9 (2.0)
FE R FX 13 (1.5) 6 (1.4) 7 (1.6)
INNE 9 (1.0) 4 (0.9 5 (1.1)
VA=UAS N 7 (0.8 3 (0.7) 4 (0.9
D TAUN 6 (0.7) 4 (0.9 2 (0.5)
ZaHhI K 6 (0.7) 2 (0.5) 4 (0.9
FESw— bk 5 (0.6) 2 (0.5) 3 (0.7)
Tz = A A 3 (0.3) 3 (0.7) 0
F T AHANRE 2 (0.2) 1 (0.2) 1 (0.2)
XV T A 2 (0.2) 2 (0.5) 0
= R TAUN 2 (0.2) 1 (0.2) 1 (0.2)
A=t n TRV 1 (0.1) 1 (0.2) 0
V=% K 1 (0.1) 0 1 (0.2)

Hl: 7x=r VBRI 2= M U E2ET,
E 2 v agisiz oo afg, v afEs Y o LK O Ergenyl chrono % & e,

c) BAMEICEY HERRAIE
i) RIRFHEAE COTMBLAMICE TS 6 » AR (26 B REHEERE (XEFMEER)

FAS 128\ T, &% Kaplan-Meier 1% TR U 7= el G E A& COFMBIMIC BT 5 6 » H B ME
HRE (95%EHEXM) 1Z, 7 2% FEET89.8% (86.8%~92.8%) KNI N\~ B 14R)ikE
HET91.1% (88.2%~94.0%) Th -7, BRI (95%EHIXM) 13-1.83% (=5.5%~2.8%) Th
V. 9B%IEHHEXEO FIRE (-5.5%) X, HOLNUORE LS E~—T 0 (-12%) LKk
WMETH o7, £z, DR B UBREERED 6 » A RIZFIEHE IR T D BRI 220 95% [ E X
WO TFRMEO (%) 13-6.0%TH Y, HOHNUDHEE LHELE~—T 0 (-20%) L KX
VWMETH -7,
PPS (28T, &% Kaplan-Meier £ CHH U 72 A& G AT & COFHMBHIRIIC 31T 5 6 » A BIFAE
HRFE (95%EHEXE) 1X, 724 FEET91.5% (88.6%~94.3%) KUNH N ~E 4R fkbE
FET 92.8% (90.0%~95.5%) Th o7z, FEHE (95%(EHIXH) 13-1.3% (-5.3%~2.7%) Tk
V. 95%IEHEXMO FIRE (-5.3%) X, HOENUORELEHESE~—Vr (-12%) L k&
WMETH -7, o, XEIT-5.7%TH Y, HENUOBRE LIELE~Y— 2 (-20%) £V K
XUVMETH - T,
FAS X O'PPS 312, & 67 UDRRE L7 L MG HEM 22D 95% EME X M D FRRE : —12%i8.
H*RZE - —20%#) E Wiz L7z,
P b Fe A B T ORI HIFIC BT 5 6 5 ARPBIEERROFE RO, 73 I Ridh <
B ARSI R L CIEEHETH D Z L3 REES Tz,
2B, T7av I REEOH, 400mg/ HB~OENNE L 2o BE 2T X THEAR+06 L LTk
o734 FAS Tit, 7 2% 2 FEEOER] Kaplan-Meier 15 TR U 72 Fc &AM & T O FEHE
BT 5 6 1 ARIFEIEHEAR (95%EHEXH) 1L 84.1% (80.5%~87.6%) T~ 7=, BERHIZE (95%
BEEXHE) 13-71% (-11.7%~-2.5%) THY . BWEEXMEO TRME (-11.7%) 1. &5 T



V. BRICEd 5

DRE LT2HAE~—T 0 (-12%) LY REVETH o7, 72, WA B E VIRBEERED 6
H IV R RIS D REMIZE D 95%(EHIXE O FIRMED . (Fx7%) 13-12.8%TH V. H 5
CORE LTS E~—T 0 (-20%) LV R&EWETH -7, PPS Tik, 7 2% I NEEOEHI
Kaplan-Meier 15 CHEH U 7= Bof& G & CORMEMIRIZI 1T 5 6 » AFRRIEELE (95%EHX
fA]) 1% 85.8% (82.2%~89.3%) Th -7z, M (95%FEHIXMH) 1£-7.0% (-11.5%~—-2.5%)

ThHY . BWEHEXHE O FRME (-11.5%) 1X. HONUORE LIS E~Y—T 2 (-12%) £V
REVETH o7z, FTo, WS BE RIGEERED 6 » A BIFIEH RT3 D REFZED 95%15

X O FRIED . (Fx ) 13-124% TH Y, HHNCORE LA~ —T 2 (-20%) K

DREVETH ST,

FAS B OVPPS L2, H 500 CORE LT IEL MM BERIZED 95%EHEX O FIRME : —12%#8.

R - —20%88) &z LTz,

PLEOFERNS, 7 3% FEEOA, 400mg/ HB~OB BN NI L 72> - BE T X TR+
Ble U TR T FZENTTH, A~ EE U RAGE (400~1200mg/H) 1IZ%3 2% 7 243 K (200

~400mg/ ) DIFHPEDRGES 1172,

B AE TOFEAMICE 175 6 » AMFEMEEKLE (Kaplan-Meier %)

(FAS &% U PPS)

FAS PPS
Sa¥I R | By | FabI R | ey
B BERE PRpERE
(n=444) (n=442) (n=408) (n=397)
JE 1= 3 n B OREREN 2 BT
il 224 224 204 202
FEVENFER Lo, I (%) 11 (4.9) 11 (4.9) 8 (3.9 8 (4.0)
uyon-Es, fik (%) 2 38(17.0) 47 (21.0) 34 (16.7) 40 (19.8)
Kaplan-Meier {2 & 5 6 7 A RBPRIEEASR 94.3 94.1 95.4 95.3
(95% 1 4E X [#]) (91.0, 97.6) (90.8, 97.5) (92.3, 98.5) (92.1, 98.5)
JB 2 : 8% 3 » AR ORIMERE 3 BILLE
lEo 220 218 204 195
FAENFI LB, s (%) 29 (13.2) 22 (10.1) 23 (11.3) 16 (8.2)
Thulohni-8E, itk (%) @ 39 (17.7) 54 (24.8) 36 (17.6) 48 (24.6)
Kaplan-Meier {52 L 5 6 7 A BPBIEEASR 85.2 88.0 87.4 90.2
(95% 5 #H X [H) (80.2, 90.2) (83.3, 92.8) (82.6, 92.2) (85.6, 94.8)
JE Rk b
Kaplan-Meier {25 % 6 » A RBFRIEEIE 89.8 91.1 91.5 92.8
(95% 5 #H X [H) (86.8, 92.8) (88.2, 94.0) (88.6, 94.3) (90.0, 95.5)
BEEZE (T aY 2 FEE- A~ E B IR EERE)
Kaplan-Meier 15252 6 HEFIEHEE -1.3 -1.3
F (95% 15 5E X [H]) (-5.5,2.8) (-5.3,2.7)
FIxt7E (%) © -6.0 -5.7
TN B IRRBEREIC KT 2 - ™
S 3 RREOIEEME LM LM

a) Bof&AHIH & ORHMGIFRBEA 182 HH (6 » H) XV AENITHEIL /B

b) Mantel-Haenszel % CTHH

¢) fExtZE=JE5] Kaplan-Meier {5 TR L72 6 » AMFEIEHELROFEMZED 95%(E X O TIRIE, 13
~ BB UBRISERE D JE B Kaplan-Meier £ CHH L7z 6 » HBIRIEHLZE X100




V. 1BRICEEd HEH

i ) IAREHE A E T OB R U EFERICE 15 12 » AR (52 #8/M) FEFHEXE RIXRFHEER)
(FAS)
J&%I] Kaplan-Meier % CHEH U 72 fc A& RN A 2 C ORI & O%ERRIIC 310 5 12 » A RIZRIE
HRFE (95%EHEIXHE) 1X, 73 FEET 77.8% (73.4%~82.2%) KONV \~E ik
FET 82.7% (78.5%~86.8%) Th o7, FEHIE (95%(FHIXE]) 13-4.9% (-10.9%~1.1%) .
R A213-18.2% T o 7o, FELMEOFAMIT IR L 722D o 725, Hek&FEAm & C ORI M OV
FHIMICR T 5 12 » AMBIEHEIRROMERN D, T a3 REEL D3~ 8 E U IREERE CRIER
DAEMEDR R Sz,
W5 3 » AMORIEREEN 2 BILLTF OB LiE 3 » HEORIERED 3 BILL EOBF O T
1%, Kaplan-Meier 75 CHH U 72 S & GEAT A & T ORI & OMERFIIRIIC 31T 5 12 » A I 1EE
K3 (95%EHXME) 1X, 72V I REETIZEN T 79.8% (74.0%~85.6%) KT 75.7% (69.2%
~82.3%) THY ., WL AYEEURMEERETIXZNEI 86.3% (80.8%~91.8%) &1 78.9%

(72.8%~85.1%) T -7z,

B, 7Y REEO A, 400mg/ A BA~OHENNE L 72> BE TR THREAHI6 & L TR
S>T24 . FAS Tid, 7 24 X REEOJE R Kaplan-Meier 14 CH H U 72 cf&ETAl A & T O FFM [
F OHERFAMIIC 31T 5 12 o ABIRIEN R (95%EHXM) 13 72.5% (67.9%~77.1%) Th-
7o BERIZE (95%EHIXA]) 13-10.1% (-16.3%~—3.9%) . FHxI#13-19.8% ThH -7z, FHFEHMED
FEAMIETEN U 72 Do 728 SR T & C ORIl I K OHERFIIIC 3610 5 12 % A RIS IEIH R =R
DFERID, T a3 FEEL DAY U REERE CRIBED AN R SNz,

RIEFHMAE COFHEMAME CHFERIZE 175 12 1 ABIREELZE (Kaplan-Meier ;%) (FAS)
Za%I Nt HILANT P
BIEERE
(n=444) (n=442)
JE 1= 3 n B OREREN 2 BT
il 224 224
FAENFI LB, s (%) 37 (16.5) 23 (10.3)
Thulohni-8E, itk (%) @ 135 (60.3) 141 (62.9)

Kaplan-Meier 512 £ % 12 % HFZIEHEE (95%(EHIXH])

79.8 (74.0, 85.6)

86.3 (80.8, 91.8)

JE 2%k 3 HMORIEEHES 3 BLL L

ik

RAUENRB LIZBE. 0 (%)

Hhiohi-BE, il (%) 2

Kaplan-Meier {512 8 % 12 » ARFEIEHEISRE (95%(FHXH)

220
44 (20.0)
122 (55.5)
75.7 (69.2, 82.3)

218
36 (16.5)
139 (63.8)
78.9 (72.8, 85.1)

JE B CREE

Kaplan-Meier {£1Z 8 5 12 » A RIFIEHEISE (95%ETXIH)

77.8 (73.4, 82.2)

82.7 (78.5, 86.8)

BEMZE (T 29 I FH-I A~ B U IREER)

Kaplan-Meier EIZ £ 5 12 » HEZEIEHEAR (95%(EH X M)
FXZE (%) ©

-4.9 (-

10.9, 1.1)

-13.2

a) BOEAHIH ORISR 364 HH (12 % H) XKV AENITHEI L /B

b) Mantel-Haenszel % CTHH

¢) fAxI7E=)E%] Kaplan-Meier & CHEH L 72 12 » A BZRIEHKRORERZED 95%F M X O TIRE, 718

~ BV UBIEERE O 8B Kaplan-Meier {5 CTH M L7z 12 » A RIZEHRE X100




V. BRICEd 5

iii) XALEHEAE T OFFMEARBMEE 12 » ABICHEREENREXILERE DI (PLEEHITEHA

LY) 3 5FTORRE (BIRFFMEIER) (FAS)
FAERF BRI A T UL U7 BF ISR LT, Bof&a M A & C O FFAm I BR 4SRRI FEVE D3 56
BOUIERZ P IET 2 £ CORFM OGN EZHEH Lz, PREX, % 3 » A ROFRIEREN
2MILL FOBZE TIET 29 2 REE (63 ) T 210.0 A K ONH L3~ 5 kgERE (54 451]) T 100.0
HTohY ., 8% 3 » AMORIERED 3 BRI EOBETIZT 29I FiE (6841) T60.5 HXLXUH
NNV VU RksERE (74 1) T86.5 H Th o7,

iv) SREREDWIEIRES#% 12 » ABICHIERENKIRT 5 F TORM (BIREFEIERS) (FAS)
FEAEMRFEBL L 7o B 1Tk LT, JRBRIED B 547> D WIEIRAENFEBL T 5 F CTORFH O FLl it &
ZEH U, PRALIE, BE 3 5 AMOREREN 2 RILLTOEETIEZZ a4 I FEE (70 ) <
61.0 H X OB WS~ B YU RkEERE (54 6]) T57.5 HTHY | ik 3 » HMOIRIERELD 3 B2
FEORFETIET 2 FEE (1838 41) T 6.0 H XA AR iR EER: (130 #]) T7.0 AT
HoT,

V) BREOHMEIRSE 12 » ABICHEREENRBEXLERE I (PLEBHEIBDLEL) THFT

OB (BIRFE@IEE) (FAS)
FAERF BRI A UL L7 BF I L C, IRBRIE OG- b WIEIFER B U TIRR &
1B 2 £ CORMOFTMRHFTEEZ T L, PIRIEIX, #8253 » A B ORIERED 2 BILT OEBE
TIEZ a4 REE (104 ) T49.5 H RO A~ B EURIEERE (98 f5l) T40.5 HTHY ., iy
% 3 » M OFRIERED 3 BILL EOBETIET a4 I FiE (155 41) T80 HRU UL AvEE Y
WwhgERE (155 f51) T 11.0 H ThH o7z,

Vi) SBREDOYIEIEES®R 12 A ABICEEZERXEIMRR+RICL VARZPLET HFETORME (BIR

FHMEER) (FAS)
AEFL I RAT 0 TIRBR A P Ik L7z BE TR LT IR 560 b A EREGUIHER
T LV iRBRAE LT 5 £ TORB OB ELF M Lz, RREX, 8% 3 » AMOFRIER
B 2L TFORBETIEZ 2 RiE (35 1) T 204.0 H KO A=BE ARGEERE (36 1)
T380HTHY., 8E 3 » HHIOFIERES 3 B EOBETITT a4 I NRE (46 ) T 1245
AR OB N~ B EAREERE (53 4]) T 96.0 HTH o7z,

d) Z&MH

i) BEER
AR ORI (H SR + 5o aFMm IR + HEFF ) o SS I W TR b AEFSR
%, 7 =Y I NEET 328/444 I (73.9%) , W~ EE U IREEERE T 332/442 ] (75.1%) TdH
>77,

i) BI4EF
TR O BT M + AT I + HERRIR) IS W TRO B ZRIERNZ. 7 20X i
T 165/444 i (37.2%) . AN B AARIGEERET 203/442 #1] (45.9%) Th o7z, FREIEM
X 7 3 X FEECIZEED E 0 35 6] (7.9%) . %97 25 il (5.6%) . fEHR 20 # (4.5%) .
JER 18 B (4.1%) | B 1741 (3.8%) | [HHEMED E 1161 (2.5%) . SfltE, HEkEE
FOGERES 86l (1.8%) . 77=0T I/ NIV AT7 =7 —8HI, TARTX @7 I/ b
TURATZ 27 =B, &3 L AT e — VIE R ORAE 5 4] (1.1%) Thote, IANwEE S
IRBGERE CILMEIRR 39 B (8.8%) | %97 31 1 (7.0%) . v -ZAHIN KT A7 =7 —EHIIN 27
Bl (6.1%) . FEJE 22 451 (5.0%) . FFEMED E U 20 B (4.5%) . F 186 (4.1%) . TI=v
T/ hTUAT 2T =B 1361 (2.9%) . A OG22 VAT v —/VIES 12 6 (2.7%) .



V. 1BRICEEd HEH

EHAPED F U 10 B (2.3%)  F8Z 9 (2.0%) . BIPER T ANRTF BT I ) N T AT =
77— 8 # (1.8%) . BATUHER ORI 7 41 (1.6%) . {EEIEE 6 i (1.4%) . i
EREE, $—ERETa v s BRECRTT VT IV /7 LT F =V N 54 (1.1%) T
HoT,

i) E5HPIEICE>-AEER
TR O SRR + BB IR + HERF D) IR W TR EPLLICE T2 A FEFRRIT, 72
P FRETATH] (10.6%) . AN~ EEARBEERET 69 il (15.6%) Th-oTz, 7 a4 I FEE
IZBWT, BEME TR LEZLBOLNTIEREOFE LGP ILICE - HEFRIT, FEMEO £ 6
il (1.4%) ToHY ., WNTHZ 4 6] (0.9%) . FEEEDENKRT ARTIXF @7 I N T A
7 =7 —BHINE 3H] (0.7%) Tholz, TOMODEGIINTNG 26N FTORELTH -7, v
N3 BV RBEERIC IV T, BRI TR B Z RO ONTIEREOHR G PILICE - A HEFL
I, BB TH (1.6%) THYH, RNTy-ZAZINET A7 =7 —BHN6# (1.4%) . 77
=VT R NI URT =2 7 —BHIMEOMEIRS 5 61 (1.1%) . EYREUE, 7 AT XTI/
NZ VAT =7 —BHIME OGRS 4 B (0.9%) | FEF ., WERER DT LLX—PEEERE 3 4
(0.7%) THotz, TOMOFEZGIINTRE 2HILL FTORITH T,

v) EELAEEER
TR O BRI + R I ] + HERF D) IR W TR DN EERAEFEFRIL, 72
T FRET 32 6 (7.2%) . AN BE ARMEERET 43 1 (9.7%) Th o7z, 2 HILL EDEE
RO LNT-EHERAHEFGT, 72V I FEECIRS 361 (0.7%) . \ﬁ%m e T 2L B VT A
DA% 2451(0.5%) TH Y TN S= B E ARBEERE TIT IRMERMBAL & 18 5 550 JEE 3451 (0.7%)
FEAE I A TR S OV IR 22 4% 2 1 (0.56%) Toh o7z,



V. BRICEd 5

@ B HFEFEIMBREE (RA) (EP000S HER) 2
a) FHEREIE

H B | BIEa > br—ARELRTORWNESREE (CRESBRARIELZETD) 2H 35 HAAKUH
EADOKANTADAERE REMRIERE (VNS) fFROAELZb2R0] x4, 7 a8
I RZ 1~3HOITANAKEL PERERE LI OFEME, 224tk O RS %2 31t 5,
o) G | BEFOHILC AN AT TH R RBIEMGEIZN RS D2 WIS RIE (CIRESRERIEE &) %
HT5HAANKLOCFEADHANTANABRE [VNS HEHOEEZR /R U]
IEE R LBk

548 l* (77 & AEE 184 5], 7 29 3 K 200mg/ HAE 183 fil, 7 =¥ I ¥ 400mg/ H A 181 1)
LR VEMEAT R G 4R (SS)

547 (77w AREE 184 . 7 24 I KN 200mg/ H#E 183 ., 7 =¥ I K 400mg/ B A 180 1))
K ORI GER (FAS)

544 5l (7Z & AREE 183, 7 24 I K 200mg/ H#E 182 ., T =¥ I K 400mg/ B B 179 1)
B hH k| 7R ERE U EELAL T EE R
THEMTFTIaYI N7 I78RE2UTOHET1 H 2N T, HMEHM (4EM) &
HERFHIR (12 WMD) TR DG Lz,

BRERLBREERVRESAE

BehEE AR (4 HE) HERFHIM
1A 2 ¥ H 3EA 4R 12 @
Z 2% 3 K400mg/HA: | 100mg/H 200mg/ H 300mg/ H 400mg/ H 400mg/ H
Z 2% 3 K200mg/HA: | 100mg/H 200mg/ H 200mg/ H 200mg/ H 200mg/ H
7T R 7R 7R 7R 7R 7R
7Ffm o B | [(EEEMmEE ]

- BRI A A 0 28 H 720 OEA BRI O L LR
[EIRFEmE E ]

- B RT T AR O 50% L AR X — L — b (BIEIMICRT 2HEEMO 28 HH

720 OERSIFAEREE DD RN 50% LA ETH - = BEDOEIE)

- BRI 3 2 HEFFIR 0 28 H & 72 V) OFEFAFRE DA (%)
- BUEIIRNC69 DIn AR (B IR HHERE D) © 28 A & 72 0 O BRI O 2L E

o ERfREST ( THICADARKOOFROFERIORR] ) ZiatfiiratmiEc &S & FEi L7,

) AFOAGEINZHELRCHER HEE, FAKIEZ a3 I FELT1 H 100mg L0#5E20BL, Z0#%
1AM EOREEZ S CHEE L, #FAREL 1 H 200mg 72528, Wihb 1 H 2EICHT CRAKEST
%, 7ede, JEWRICED 1 H 400mg % B 2 72 WP CHEEHEET 528, HEIT 1 EMM EoRBEE ST T1H
HAELLTI100mg L FF2175 28, | ThD,

* 0 HARA 142 il & 5o,



V. 1BRICEEd HEH

b) BEL R
AO#fREHFERIE (SS)
= Sbil A A NS A
s S — 7347‘:1\: 7:147‘11\: S — 7347‘11\: 7:”7“\]\: S — 7:14%11\: 7:”%:]\:
200mg/ H i | 400mg/ H i 200mg/ H i | 400mg/ H i 200mg/ H#f | 400mg/ H #f
(n=184) (n=48) (n=136)
(n=183) (n=180) (n=47) (n=47) (n=136) (n=133)
PRI Bk 102 (55.4) 94 (51.4) |104 (57.8) | 16 (33.3) | 22 (46.8) | 22 (46.8) | 86 (63.2) 72 (52.9) | 82 (61.7)
(%5 (%) ) ik 82 (44.6) 89 (48.6) 76 (42.2) | 32 (66.7) 25 (53.2) 25 (53.2) 50 (36.8) 64 (47.1) 51 (38.3)
N AARA 48 (26.1) 47 (25.7) 47 (26.1) — — — — — —
(1% (%) ) HE A 136 (73.9) |[136 (74.3) |133 (73.9) — — — - - -
) - S+
i (%) e 31.8+12.0 | 33.2+12.2 | 32.3+11.9 | 33.1+t13.1 | 36.2+14.3 | 37.8+12.1 | 31.4+11.6 | 32.2+11.2 | 30.3*+11.3
) R&] [ 63.28+ 61.02+ 60.65+ 59.95+ 56.34+ 57.24=+ 64.45+ 62.63= 61.85=
hE (kg) s
TEAE(R 15.29 13.43 13.08 18.11 12.31 11.69 14.06 13.46 13.37
A fE + 23.31%+ 22.43+ 22.28+ 23.09+ 21.55+ 21.72+
BMI (kg/m?) . 23.39+4.35 | 22.74+3.69 | 22.48+3.90
TEAE R 7 4.82 3.76 3.87 5.99 3.85 3.76
B (FAS)
£ bl A A NS I AR
s S — Z a3 I\: Z a3 I\: S — Zat I\: Zat I\: S — Zat I\: Z a3 I\
200mg/ H i | 400mg/ H i 200mg/ H#f | 400mg/ H i 200mg/ H#f | 400mg/ H #f
(n=183) (n=48) (n=135)
(n=182) (n=179) (n=47) (n=47) (n=135) (n=132)
% 183 1802 179 48 47 47 135 1332 132
TSI Wr;x+
(4F) A fE + 16.80% 18.29+ 17.91+ 20.06+ 22.30+ 22.18+ 15.64+ 16.87+ 16.39+
TEAE R 7 11.54 10.88 11.69 13.36 11.71 13.97 10.63 10.24 10.40
B Sy A 60 (32.8) 64 (35.2) 61 (34.1) 23 (47.9) 30 (63.8) 25 (53.2) 37 (27.4) 34 (25.2) 36 (27.3)
TEME Sy S 1E
TADA R #AET
FEAEA MAE Y EEE | 62 (33.9) | 46 (25.3) 50 (27.9) 24 (50.0) 17 (36.2) 24 (51.1) 38 (28.1) 29 (21.5) 26 (19.7)
¥R AT 50
(%) > EIBHE TR
(o) zfﬁz%ﬁ * 121 (66.1) |123 (67.6) | 123 (68.7) 36 (75.0) 36 (76.6) 36 (76.6) 85 (63.0) 87 (64.4) 87 (65.9)
ZRVEERRLFEME | 129 (70.5) | 114 (62.6) | 107 (59.8) 31 (64.6) 26 (55.3) 26 (55.3) 98 (72.6) 88 (65.2) 81 (61.4)
a) 7 2% I K 200mg/ AFZEI D £ Hiviz 2 BIORFEIFII AR TH o 7o 72 DEF M BRI Lz,
b) BEEORIER SR OFRIER OB T TV —IZ5% Y 5 EEF & &L,
RTANrAEDFERKIR (FAS)
= Sbil A AR NS AR
o S — ZFah I\ ZFah I\ P —— 7:*7‘:lj 7:*7‘;lj S — 7:*7“11\: 7:!*%:lj
200mg/H B | 400mg/ A # 200mg/H ¥ | 400mg/ A B 200mg/ H# | 400mg/ H #f
(n=183) (n=48) (n=135)
(n=182) (n=179) (n=47) (n=47) (n=135) (n=132)
. 0 #l 11 (6.0) | 14 (7.7) | 15 (8.4) 0 0 2 (43) | 11 (81) | 14 (10.4) | 13 (9.8)
TRERBALE £ Tl
s 17 25 (13.7) | 30 (16.5) | 34 (19.0) 3 (6.3) 4 (8.5) 4 (85) | 22 (16.3) | 26 (19.3) | 30 (22.7)
- 2 7l 41 (22.4) | 39 (21.4) | 39 (21.8) 5 (10.4) 3 (6.4) 5 (10.6) | 36 (26.7) | 36 (26.7) | 34 (25.8)
PLCTAMAIED
S 0 3 Al 36 (19.7) | 37 (20.3) | 31 (17.3) 8 (16.7) 8 (17.0) 6 (12.8) | 28 (20.7) | 29 (21.5) | 25 (18.9)
4FILLE | 70 (38.3) | 62 (34.1) | 60 (33.5) 2 (66.7) | 32 (68.1) | 30 (63.8) | 38 (28.1) | 30 (22.2) | 30 (22.7)
TRERBALG I D 1 #l 41 (22.4) | 45 (24.7) | 35 (19.6) 2 (4.2 1 (21 1 (2.1) | 39 (28.9) | 44 (32.6) | 34 (25.8)
FLCAmAIED 2 71 (38.8) | 79 (43.4) | 81 (45.3) | 16 (33.3) | 18 (38.3) | 24 (51.1) | 55 (40.7) | 61 (45.2) | 57 (43.2)
Gidi B Sk~ 3 7 71 (38.8) | 58 (31.9) | 63 (35.2) | 30 (62.5) | 28 (59.6) | 22 (46.8) | 41 (30.4) | 30 (22.2) | 41 (31.1)
a) IRBRBIAERRICOFH L CWOEEHI T A A EHR L, B (%)




V. 1BRICET HIEH

c) BEICEY HERRAIE

i) BEHRMICx T HMIFHARO 28 BH-Y DML FKERKOEILE (FETMEER)
77 ARRE, 73 IR 200mg/ HEEL YT 24X K 400mg/ A B OB LMt 3 2 R o
28 Hd 7=V O FAERBZ L EO P IEIL, ZhEh—1.2[A, —33EKO—45ETHY . 7
TYRARREEL T a3 F 200mg/ BEEAL VT 292 K 400mg/ H#E & ORI CTHEH2ICAE B R Z=NR

Lo (Wb p<0.001. HAESHT)

BEYE 0T SHFHRO 28 BH=Y OEDFEERKDEILE (FAS)

R FEAERIE (R Sfi) 7T R | a3 K200mg/ ARE | 7292 F 400mg/ A #E
AR n=183 n=182 n=179
BRI (1%%) 10.5 11.0 10.0
HERFIIE (01%%) 9.6 6.5 4.9
BRI AR O 2 L i @ —1.2 —3.3 —4.5

o HEREIRIE, KERFEIRIBRMARTIC R L L7z BF o EHIE 0T — ¥ 2 &1,
a) 8% @B OBIEHI A B DZAL RO Tkl

i) 28 HH1=Y DMARERIBR VT DERR S & DR
7T RAREE, 7Y K 200mg/ HEEAR VT 292 K 400mg/ HEED 28 H & 7= 0 OELAy 3 AEREE D
L, BRI A Z N 10.5, 11.0 X0 10.0 [, #ERHMAZNZ 9.6, 6.5 KT 4.9 [0
ThY, 77 BRBEZHATT 29 I K 200mg/ A FER YT 249 3 K 400mg/ A #F CHE =M O k5
Bith 2 W EH 2O U, 2 oRAE I G-BRE 16 H H £ TRO L,

HEAR., BEHRR SRR 28 BH1=Y OESRERBDER Z & DHR
([

B 12 AR HEFFHAR

15 1« > < > < >
%B ....................................................
ﬁj\
Eid
# —
@l
ﬁ \

------- TSR EE (n=183)
— 549 3K200mg/H & (n=182)
— S5O43K400mg/ B (n=179)

0 T T T T 1
F1ERR KR FIRRR FRRRE HoEKR FOMERRE FTERR ORI
(-88) (-48) 08 (8 8 (68) (12:8) (168)
&SR BAEHBMT th R fE



V. 1BRICEEd HEH

i) B ICx T DMFHMD 50% L AR A —L— b (BRREMICH T 24 FHMD 28 BH12 Y
DERHEERMBOBDEN50%LULTHH>-EEDEE) (BIXRFMIER)
BIEHIRN T DHEERHI D 50% L AR A —L— ~ME, I8 REE19.7% (36/183 f4]) . T =
B3 K 200mg/ H & 38.5% (70/182 f3]) e 87 =4 I K 400mg/ H#E 49.2% (88/179 i) TH - 7=,
ZaH% I K 200mg/ HEEKLNT 28 X R 400mg/ HHETIET 7 B RBEICH AT 50% VAR ¥ — 1

— MIAEEENRD LN (Wb p<0.001, 2P AT 4 v 7 BURSHT) &

EBEHARM I T AHEFHMD 50% LAR A —L— b

R FEAERE (R ofi) 7ZREE | 72V K 200mg/HEE | 7 =Y K 400mg/ H BE
AL n=183 n=182 n=179
50% L AR HX—L—K (%) 19.7 38.5 49.2
TIeREEEDE (%) — 18.8 29.5
F >y X @ — 2.6 4.1
F v XD 95% E X [ @ — 1.61,4.15 2.54, 6.55
v XD p fE @ — <0.001 <0.001

a) BHHKOEREEZEER & Litr P RAT 4 v 7 ERET VE RV,

iv) BRI Xt I A HMO 28 BH1-Y OHHRERBOFELE (BIRFEMEER)
Bl 2 MERF IR 00 28 H & 72V OER 3 FEAERIE DB RO RfEIL, 77 £ A 10.1%
TholDIZxf L TT7 24 I K 200mg/ HHELNT 24 I K 400mg/ H B IXZZ4 36.8% KT
48.8% Ch-7-, 7T BRBHILATT a4 I K 200mg/ HEER VT 24 2 K 400mg/ A BEDO D =
FE<, 73 I FOHEOHEIMI LB ED ERBH LT,

HEARICX T HHFHBO 28 BH =Y OIS RIERB DR FE

T VERIE (Hh g fE) 7T AR | 73V K200mg/ HRE | 7293 F 400mg/ HEE
A n=183 n=182 n=179
BEHIM 10.5 11.0 10.0
HERFIIM 9.6 6.5 4.9
BIELARN R A HERARE OB % (%) 2 10.1 36.8 48.8

TE o MERRIARTIE., MEEFMIRIBRMAHTIC R I L7-AE O EMIM OT — 4 2&Ts,
a) % O BE OBERWIR S D2 LB gl

v) B ICR T HARMM EEMM+HHFHR O 28 BH-YOBIEERBOELE (BIX
FHERE)
BLEMRN A D 1a R O 28 A &7V OFDFREIERROZ RO PRIEL, 77 B AREN-1.1
Thoeolzxt LTZ7 a4 I K 200mg/ HEEAR-3.4, 7 2% I K 400mg/ HRER-4.0 THO, 77
EAREL 7393 N 200mg/ HEELUYT =4 2 K 400mg/ HEEE ORI THEEDRD bt (Wb
p<0.001, AN | THHIIH T bHERFHIR & AR O RDE bz,

BEAMEICKHT 2AHRNE (EEHRHERYR) 028 BHY ORI EEEAROELLE

WAy FAERIEL (HSfE) TR | 7232 F200meg/ HRE | 7 =93 R 400mg/ HEE
A n=183 n=182 n=179
B 10.5 11.0 10.0
TR R 10.3 6.5 5.3
BAEMMIC T 21 E MO L L E » —-1.1 —34 —4.0

a) 8% OB OBIEHI A 5 D2 B O TRl
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Vi) B TADNAER OB REMICx 9 S FHAMO 28 BH-Y OMAYRERBOFELE (BHE
Sifi)
BIZWIMI 3 2 HERFIR 00 28 H &7z V) ORI FEAIERIE O L O X, 7 =% I F 200mg/
AREOZE N EOFHZRE, WTHORTADAEKLEDOHHTEHLZ 2% I K 200mg/ A &
J N 400mg/ ARECT 7B ARREL B L TV 2 E RS LT,

MTANAEDHRADOHRRNOEBEHARICH T HHEFHRED 28 B&H =Y DR REEB DR =R

77 v AREE ZaY% 3 K200mg#E | 723 K 400mg Bf
A4 Gii;? n=183 n=182 n=179
Tl sk | e (%) Bl | HRfE (%) Bi% | HRfE (%)
LARFTE & L HY 38 21.30 38 35.45 54 43.40
7L 145 8.33 144 37.58 125 50.85
TR B Ho 86 11.67 91 18.91 82 46.27
7L 97 10.05 91 50.00 97 52.00
TERYF HY 41 23.17 33 20.26 43 40.09
2L 142 8.71 149 37.78 136 51.10
FET~—h HY 33 6.04 26 62.72 24 54.52
7L 150 10.87 156 33.73 155 47.76
FH AT NE Ho 31 6.49 30 19.12 25 57.83
7L 152 10.87 152 37.58 154 46.35
7 x= A A HY 24 22.26 23 37.39 21 42.27
7L 159 9.93 159 36.11 158 50.00
A= S HY 83 5.05 82 44.16 83 50.00
7L 100 12.74 100 30.64 96 46.217
T ) e E— VA B 15 6.25 18 23.15 19 48.78
7L 168 10.87 164 37.85 160 48.63
1 MERFHIM O 38 B O D SIS HERF I MBI A RTIC P Uk L2 B FE O ENIM O T — X 25 THEINL

77

2 H RO (%) = { GEREIR O3 FAEREE — B O HAERED / BIEHRH
DESIFEAEREEL X100

H3: 7x= b BAIZT 2= b A U ROT == b U F NI U AEET, VT o BRBANT SV 0T
RU DA, 2N Fafg, SAFafpe S X LRV a I Redgie, 7= /30 Ee 2 — LN
Tz )NV ERZ =R Y I FERET,
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d) &£
i) BIfERFEEE

AR ORI (O BB+ MR ) o SS
(35.0%) (ZREIEH 2338

IZBWTT 2% 3 K 200mg/ H#ETlE 64/183 i
B LT, ERRWERIZREMED E 4 25 41 (13.7%) . fEIE 14 41 (7.7%) .

SH9 8 1] (4.4%) ToHHo7-, 739 I F 400mg/ HEETIL 109/180 %1 (60.6%) ([ZEWER NGRS &

Ni-, E72EERITZEMED F V58 6] (32.2%)

(6.7%) ThoT,

7T AREETIX 47/184 $1(25.5%) \ZBIVEH 2338

R 6 Bl (3.3%) .

i) IEEHERUVHISFHMICRELE-EEER
ZaW I FEGEHTIIWVWTNORSGEICBW TS, EEMO MR CTREIED W
F 7o IR, NEM, L, EHEOFERITT 293 F 400me/ H B

DFRBRDBEHNZ L BRI NT,
TH BT O J5 A HERFEI IS
FMEREI A X, 7 =9 X F 200mg/ H#ETI3H
7 2 3 N 400mg/ A TIERIRE TH - 72,

FE BRI & MEFFIIH OA FERORBRICKE BB RN T,

7B REETH,

i) ERIEICES>-BEER
TR (MG 2R + MERFIIR) 12
Z a4 3 K 200mg/ H#ET 8 4 (4.4%)
DH T at I REEOFBLEN
B, BHEOMEIRCTH -2, £z,
TR 1%L EmOEEELI

I, BEEO FE W,

T TV ARAT 2T —BHINTH 7=,

v) x5 iR

B, B,

. IR 18 #1 (10.0%)

. R MR 12

LD BTz, ERBEWEAITEZEMED U 15 §1(8.2%) |

LB B (2.7%) ThH-oTo,

T RREE T At I FHEORIERE O IERE 2R LT,

HARTELHEEL, 7333 F 200mg/ BRETHIZIEREETH - 72,
SO PHERFARNC T B L7223,

BIAEGHIEICESTFEERIZT 7 2R T126](6.56%) .
. 400mg/ H BT 28 5l (15.6%) Tho7-, 7T REEL
1%L EEWIRBREEOF G- IEICE - - EFES

I, BEMEO V.

243 P 200mg/ BREL Y & T =4 3 F 400mg/ B BETREL
fEhR, .

M N7 28T & i

7T R Z a3 K 200mg/HEE | 7 =% I N 400mg/ H #f
n=184 n=183 n=180
Bl (%)
Hh kA1) 18 (9.8) 12 (6.6) 32 (17.8)
- F
TRER S 5 T o A 2 (1.1 2 (1.1 0
RAA5 0 1 (0.5) 1 (0.6)
HEHEL 14 (7.6) 8 (4.4) 28 (15.6)
El=xii{E 0 1 (0.5) 2 (1.1)
BEFHE 2 (1.1 0 1 (0.6)
Z DA 0 0 0

v) DERDOE

FaYI FEPREBODEEZEZTEBZNLOH LB TANAE (WA IITERUF
V) OPFABEEICE D PR EIEO & 572 2R ITRO Lo 7z,
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@ BHNEMMBERER MR ABEAT—%) (SP0969 FHER) ©

a) AERME

H B | BEa Y br—ARELR TRV RIEEZA TS 4~17T MAMO CADAVBE EXRIC, 7
a3 RE 1~3HOFHTANAIKE BERIRE LT-Boa s, 2tk OCBEZ M1 5,

*F G| BEay Fu—ARBELN TR WEDRBIEE BT 5 4~17 BRI O/NE TANABRE
MEVELEIE : 343 ] (X BAREE 172 6], T =3 FEE171 #)
FERVERT R RAER (SS) ¢ 3434 (X AREE 17261, T =4I FEE 171 fi)
BROMHTHRIEER (FAS) : 34041 (FF7AREE 170 B, 7 =YV 3 FEE170 41)

B 5 5| I RERBE L EEAL T ESHREEGRR

TEHEMFCH -4 1H20E, AAEERO&ELE L,

RE 50kg A O BE TR OHA] (v a v 74D *. 50kg LA EOBFIFEER DL Sz, KA
OREIE, RBREE L TR—A T A > (5F 2 [BEKEBERE) OEREICESHWTRE L, BEME
1L, IRED 30kg A D HBE X 8~12mg/kg/ H. 30~50kg i DB 1 6~8mg/kg/ H., 50kg LA
Lo HBFIL 300~400mg/H & L7z,

8 W OBIEMIMICHA A, BIEHIMKE TR, 77 2R/ XLT7 2 I FEEOW T OR S
BECHER T T1: 1 0OEATERIESLICEN Y 17, 6 BEREOMENMTIX, BEARE THR
SRAME Uiz, 2B, BRMICIE U CRBREEO FARRHE S VNI IS4, IRBREEER ORIk <,
HEETHBEOMER OIRE (WO TR bEEOHIBRIZZR) 2L Lz, BELAZSEIE. W
BHROMEZ 3 HIMU Bl L, 20%OMEL FREL LTz, MEFHMA~BITT 270zl ¥
B oK% O 3 AFITEREO HERARZMERFL TS Z L2 0HEE Lz, BEARICEEL
NI ERHLNE R BHEFZF O A CHENR A2 I L, BEMMA~BIT L,
BEIE OR%ZO 3 HETBEMRZHER LB 3, 10 BE ORI ~1T LTz, #ERAR
TiE, WEMMK TROBREZMHE L CRE L, #REMZ5E T L, EP0034 REBR~DO&N%
BR L7 EBE L, BT T4 EMOBITHIRA~BIT Lz, MEHMICHZOETERNMLE L o7
BE MR Z L L, R T CRENR~BIT L7z, EP0034 B ~DSMZ IR L 720>
“HRE S, BEHMABIT L,




V. 1BRICEEd HEH

AF Al OB | <BHME>
(=R H ]
- BN 9- 2RI 0 28 B & 72 0 DR FEAERIE D ZE AL &
(B R E H ]

- BIEWIRNC KT 2 1A% G20+ HERIRD) © 28 A& 7= OFL IO & (L E

- B RT T 2R O 50% L AR A — L — b (BT 24RO 28 B H
720 OERSy FEAERIER DB R 50% L0 ETH - 1= BEDEIR)

BRI D HERFIRT O 28 H & 720 O FEAIEREEL ORI R A 25% LA 50% A, 50%
PLET5%LLTF., Th% B0 REDOEIE

- BRI KT DRI (E IR HHEREIRD) @ 28 H 72 0 O RIERIE OJRF A
25% VL E 50% 0. 50% LA E 75% LT, 75% B0 BE OEIA

- BIEARNC KT A IR AR (Y B MR @ 28 H H 72 0 O BAERIE N AL (25%
RIEW DS 25%AKIWBEM) TH - = BEHEOEIL

- BRI kT A IR (B B AR MR o 28 H H 7= 0 O FAEREA N (25%
CLEs) LizERE RS

< FEAETUBI OB ZZIARNC X9~ 2 60 (8 SR + HERF IR o 28 H 72 0 O FRAERIEK
DEAE:

- HEFFIARIC 1) B BB H S OEIA

- HERFHIRIIC BT DRI L BE OBIS
VEW S IRTE 2 FEpk L 7= )

<BZEMH>

C BFE RO IS #EE O BRI AT ELEM OB L0 #fE S E S

- BEHELIC LB IE5R T IE)

- MR, MRAECERE, NOWRE

<12 FHELEX

A B A (IE, IREE ERIR)

- {FE, &, BMI. FEHA

(MEFFHIM 22 T LB ED S b HERFIM 4208 U T

) AFIOERENTE 1 BkmARIE, RAKLOEE 50kg L ED/NRIZIE 400mg, A 30kg UL E 50kg Kii D
/INRIZIE 8mg/kg, RHE 30kg A D/NRITIE 12mglkg TH 5,
% 0 Ja¥ I Fuay TANEAR TIIAR S LTV,

b) BEER
AO#fEHFEE (SS)

AR 77w AR S a3 RRE
(n=343) (n=172) (n=171)
PERI Bk 190 (55.4) 99 (57.6) 91 (53.2)
(B (%)) | ik 153 (44.6) 73 (42.4) 80 (46.8)
HA 267 (77.8) 129 (75.0) 138 (80.7)
2A 3 (0.9) 1 (0.6) 2 (1.2)
(ﬁﬂ%ﬁ?%@)) TYT A 60 (17.5) 35 (20.3) 25 (14.6)
T AV IEERIT 7 ADEER 1 (0.3) 1 (0.6) 0
Ot /IR . 12 (3.5) 6 (3.5) 6 (3.5)
Fim Ok) SEEE AR 10.7+3.5 10.9+3.5 10.5+3.6
HE (cm) FEk - 341 171 170
SEEE AR 143.03+20.55 143.75+19.22 142.30+21.84
HE (kg) %k o 342 171 171
SEEE AR 41.48+19.51 42.00£19.79 40.96+19.26
%k 340 170 170
BMI (kg/m®) | sy + g 19.16+5.06 19.32+5.31 18.99+4.81
= Bk 338 168 170
I e 52.61+4.19 52.53+4.85 52.69+3.42

T REITE 1 FRRBERR O 7 — 2125 <, BMILIZH 1 FERBERF OB E KR O R DR Lz,




V. BRICEd 5

REBHFE (SS)

AR 7T R 7 aH I N
(n=343) (n=172) (n=171)
PR () JFi’Jﬁ? AN 2= 6.58+4.05 6.59+4.21 6.57+3.89
o 5AE 343 (100) 172 (100) 171 (100)
%fﬂl*ﬂ TR 179 (52.2) 85 (49.4) 94 (55.0)
TEHEER 77 FEAF 265 (77.3) 131 (76.2) 134 (78.4)
TADAFNER | IRV FEME 215 (62.7) 104 (60.5) 111 (64.9)
Vg AR 5 (1.5) 1 (0.6) 4 (2.3)
(B (%)) | wpssie 3 (0.9) 1 (0.6) 2 (1.2)
FEERI R ARFEA 1 (0.3) 1 (0.6) 0
AT m=—F(ME 2 (0.6) 0 2 (1.2)
IHEARBED CTAMAFELE 2 (0.6) 1 (0.6) 1 (0.6)
T ARRBRBAMA LV RN LT R COREZ BN LT,
a) [FIEBEH £ ToHM,
BEXIIHRIPHEFRITOERIZERA L TAMAE (SS)
AAEH 77 AR 723 R
(n=343) (n=172) (n=171)
Bl (%)
WERICHEA L2 CANAROIELE |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 Al 49 (14.3) 24 (14.0) 25 (14.6)
7 HILL Lk 11 (3.2) 6 (3.5) 5 (2.9)
BIEIRIBAART O BT LTz 14 59 (17.2) 29 (16.9) 30 (17.5)
P A IR DAL 2 %l 158 (46.1) 81 (47.1) 77 (45.0)
3 #l 123 (35.9) 60 (34.9) 63 (36.8)
T \ECHEALHICARARKIE, & 1IEDREE (BIEHIRHBRMGE) @ 29 H LA LANCHE AR O IR L72HiTA
AL LT,
2 BIEHIMBRARIOEITIH R Lzt CA»AEKT, FERE AR BRI [R5 2B Lizh T
AMAEE L, TREIHER LT ADARE] 13RS LT,
WIFNHL DIREH T 5% BDEENFRAL TL IR TALAZE (SS)
DM 77 R Zay I it
(n=343) (n=172) (n=171)
BiE (%)
1AL ORI CANAREEIH L QB 343 (100) 172 (100) 171 (100)
A= S 166 (48.4) 86 (50.0) 80 (46.8)
LARFFEH L 142 (41.4) 68 (39.5) 74 (43.3)
INANZ P 89 (25.9) 39 (22.7) 50 (29.2)
FE M) X 89 (25.9) 41 (23.8) 48 (28.1)
FET~—h 82 (23.9) 43 (25.0) 39 (22.8)
F I AH NSRS 53 (15.5) 30 (17.4) 23 (13.5)
7 aFERAN 33 (9.6) 20 (11.6) 13 (7.6)
VA=VAS N 30 (8.7) 15 (8.7) 15 (8.8)
7z ) LB H— LB 20 (5.8) 15 (8.7) 5 (2.9)

1

E 2

* 3

CHFRITARATET, 1 HU BB L TR SN TANARELE Lz,

AT a AN VT a g SV et Il N v A
valpromide % & e,
T )NV EEZ— LA T = )NV EH—)L T2 )NV ERZ— L F RN TLA AFALT ) NS

—AROT Y I Rragie,

v el s U oA Ergenyl chrono &8



V. 1BRICEEd HEH

c) BEICEY HERRAIE

i) BEHRMICx T HMIFHARO 28 BH-Y DML FKERKOEILE (FETMEER)
BT D HEFFHI O 28 A H 720 OF S BIERIBOEEO R RAEIX, 72V I REET
-3.05, 77 EAREET-1.55 Th-oT,
BIE O 4y FERIEL TR SN -HERF IR O 28 B H7- 0 OBy FEERIE O JHH& 3 e /N — 3
BNE, 9% REET835, I EARRETI1223 THY, TaH¥ I FETIET T B RBEICHTHR
FHFHNC A B DREIRINC B IR O & 2 58y BAEIEE OB 358 0 BTz (p=0.0003) .

BB T SHFHMO 28 BH1-Y DD FEERKDEILE (FAS)

77 A (n=170) 7 a% I Nt (n=170)
oy | BRI ey | BRI
BIEHIM | Bl 168 - 170 —
i 8.77 - 10.41
MEFFIART | 2K 168 168 170 170
A 8.71 -1.55 6.36 -3.05
N Y (BEERRE) — 12.23 (0.10) 8.35 (0.11)
TTRREEL DFE DD B - 0.68
(95% (5 X [H) » (0.557, 0.837)
7T RARRHI T Dl (%) 9 _ _ B 31.72
(95% 15 #E X [H]) P (16.342, 44.277)
p fED — — 0.0003

o EERRZE I T A B DL,
a) I _RIEHOT T v AR L DE=exp (/N _REEOT a¥ I L T T2 RHEOZE)
b) In(X+1) (X IFEHFIERR) CTrIBEHE Uiz Ea s EREa Ay, #5858, 0FG L7 iR5R5 i gk Rl
BRTE L, RS L-BIEME O 28 B 7= 0 OESRIER A 258 & U= L5854 % i L
72
¢ FTEREEHIAT AR (%)=100 x {1 —expUp/h "R FH DT 2V FREE 7T RO }
HFHED 28 BH1-Y OELRERBOELEDTH S EFBEHT—FHH T IL—TH| (FAS)
BRI DHERFIIR O 28 H 72 0 O RAEEEOZL B O FRIEIL, 4~12 RN & 12
~17 AR CRIEETHY ., 735 I FEETIEZENEIN-3.02 X11-3.35, 7T BREETIIENE
N—-1.47 L O-1.87 TH -7,

F@ T IV — TR OBRTHRE ICx I D EFHRD 28 BHt-Y DM HEERBDEILE (FAS)

7T R ZaY% I Kt
oy | BRI ey | BRI
4~12 AT
BEHIM | Bl 89 - 90 —
W fiE 7.50 — 10.32
HMEFRFII % 89 89 90 90
L fE 8.21 -1.47 6.95 -3.02
12~ 17 A
BEHIM | Bl 79 - 80 —
L fE 9.00 - 10.47 —
MEFFIART | 2K 79 79 80 80
L fE 10.11 -1.87 6.01 -3.35




V. BRICEd 5

i ) ERETHARE 9 B ARREAR (HEERAR HHHFHAR) @ 28 Bz Y DR HERBDELE (BIXREHEER)

BN 2RI O 28 H&H 720 OMARIEREOZ{EO T REIL, 7 a4 I REET
-2.46, 77 BREET-1.22 ThHh- 1=,
BIW O 4y FVEREIEL TR SN IGREBIK O 28 H H7- 0 Oy FEERIE O 7% 3 e /N — 3R
PZ, 73V REEC9.34, 7T BAREET13.38 Thotz, 7a¥ I RO T 7 BRI 5
DA% 30.18% (95%1EHEIXH 1 17.490%~40.919%) TH Y . MeFFHICHERZENHD bz
(p<0.0001) ., BIZEMIMICKHT 21RO 28 A &H 7=V OERSRIEEEOE(LEIT, BIEHIRIC
Xt 2 MEFFIM O LR L FfE CTh o 72,

BEYE 0T SBRPMO 28 BH1-Y DEDFEERKDEILE (FAS)

77 A (n=170) 7 a¥ I Nt (n=170)
ot | B ey | BRI
B | Bl 169 - 170 —
A 8.69 - 10.41 —
TR | Bk 169 169 170 170
i 9.33 -1.22 6.46 -2.46
BN Y] (R E) - 13.38 (0.08) - 9.34 (0.09)
TTRREEL DFE DD B - B 0.70
(95% 5 X[H) » (0.591, 0.825)
TR AT 2D E %) © B B B 30.18
(95% 15 #E X [H]) P (17.490, 40.919)
p fE D - - — <0.0001

T RS I T AN AL,
a) BRI DOT TR E DiE=exp (/N VB O T aY I RiEL T RO
b) In(X+1) (X IFEBFEMERE) TriBZe# Uil Emld s v, BeERE, OFE L7 inbk S5he = iEd %
RNF& L, X L7850 o 28 B H 720 O RAERE E L8 & & Uz 8oir & 5566 L 7=,

o 7T ERBCHT DR (%)=100 x {1 —exp(R/N _FEHD T a3 FiEE ST B REDE) )

i) BRI DHEFHBD 50% LAR A —L— b (BRI S4B 28 BHi-Y
DB D FERBMDBLEN 0% LU ETH--BEDES) (BIXTMER)
50% L AR H—L— RME, T a3V I FEETIE 52.9% (90/170 #4]) . 75 B AREETIE 33.3% (56/170
B THY, TaV I REEIT I RBELEHR L TELoT2, 72V REEO T T B REEICRT 5
o Rl 2.17 (95%(EFEXH : 1.391~3.382) TH V. Mt FMIZAE TH 7= (p=0.0006) .

HEARICH T HHFHBO 50% LAKR A —L—k (FAS)

77 2R (n=170) Z a3 F#E (n=170)
% 168 170
50% L AR Z— (Bl (%) ) 56 (33.3) 90 (52.9)
7T REIRIT DAy X @ (95%FHEK ) @ — 2.17 (1.391, 3.382)
pfE® — 0.0006

a) HHHLKODFE LI FE i R % K7 & L7z Logistic BIRET V& AV,
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iv) SREEARIC 9 AR 28 AdHT-Y DS FERMBMDRED TN 25%LLE 50%KiE. 50%LLE
75% LT, 75%BDEEDEE (BIXRFEIER)
BIEHIRNZr 2HERF I 0 28 H & 72 0 OE 3 FAERIL DWW B T5% O EBE OFIEIL. 7 =2
B+ REET 31.2% (53/170 f5]) . 7T BAREET 15.9% (27170 4)) THY, T a¥ I REEHEIT T
TR R TE N T2, SO RBIERE OB N 25%LL 1 50% A & Y 50% L4 E 75%LL F D
BEOEIGIX, 7aVI ML T ERHECTREE TH- T,

AR T 2 FHAMD 28 BHT-Y DI FHRERB OB TN 25%LLE 50%FKHE, 50% L E
75%LLT. 75%BNDEHE (FAS)

Wb = 77 AR (n=170) Za% I M (n=170)
Bl (%)

25%LL E 50% A 25 (14.7) 20 (11.8)

50%Lh E 75%LL T 29 (17.1) 37 (21.8)

75%# 27 (15.9) 53 (31.2)

v) B ICxtT AEEM (EEHRM+H#IFHRE) © 28 BH 1z Y DA RIERBDR D FEH 25%
L 50%kKi#E. 50% L 75% LT, 75%EDEEDEE (BIXRFHHEER)
Bl 2 1R 0 28 A 872V O FEAEREL O )R 5% MO BEOFEIGIX, 7=
B+ RREET 23.5% (40/170 1) . 7T B AREET 8.8% (15/1704]) THY ., 72V FEET 7k
REEZHEARTE Do T2, HBERIE OB TN 25%LL E 50% KM & TN 50% LA E 75%LLTF O f
FHOERIE, 7aVI RBEELE 7T R CREE CH-7-, 73V 2 FEICB T 280 B IER KD
T IRD TE%IBO G DOEIEIE, HEFFIM (31.2%. 53 i) (THATIHEEIME (23.5%., 40 fi)
TR 7z, IREEFICITEEMANE EN TV, EHEHR T, FE S keHEICBIET
HFETOMITMBVHAERR SN TW =2 b, TRTEIRETH- =,

AR T 2 AEMMD 28 BHT-Y O FHERB OB ZFENN 25%LLE 50%FKE, 50% L E
75%LLT. 75%B0DEE (FAS)

Wb o 7oAl (0=170) | 73 R (0=170)
Bk (%)

25% L)k 50% A 26 (15.3) 28 (16.5)

50%Lh E 75%LL T 35 (20.6) 35 (20.6)

75%# 15 (8.8) 40 (23.5)

vi) RIS SARER (BEHAM AR © 28 BHi=Y OB REEEBLSTE (25%FKiH
WML 25%KiEEM) THo-FBEHEDEE (BIRFMER)
BN A3 D IRRIF O 28 H &2 O REREBAILETH 72 BEORIEE. T7a¥ 3
RRET 20.6% (35/170 f51) . 77 BARRET 32.0% (54/170 f5l) TH YV, 7 a¥ I FEHIIT TR
FRICH AR TR D o7z, 723V I FEEO T T BARBEICK T 54~ XHIE 0.56 (95%FHIXH @ 0.338
~0.919) THh V., MEHFMICARE TH-72 (p=0.0220) .

BRI T 2EERMMO 28 BH-Y OBIRERMATETH - =EE (FAS)

77 2R (n=170) Z a3 F#E (n=170)
% 169 170
AL Bl (%) ) 54 (32.0) 35 (20.6)
T TR DA Y XD (95%(FHEX M) @ - 0.56 (0.338, 0.919)
p fif @ - 0.0220

a) FEHBEL OFE U2 1RBR SEH R A% B % [K 7 & L7z Logistic [BlJfE 7 V& iz,



V. 1BRICET HIEH

vii) BRERHAR IS 3t 9 2 AKAAR (EEHM+HHERHRM) @ 28 BHizY OBHFHEEMEBHEM (25%LL L
#m L-BE0EE (BIRFHHEEER)
BIEHIRN 6 2100 IR 00 28 H o712 ) OF D FAERIBOSEI L7 BHEOEIGIX, 72 I Nt
T 18.8% (32/170 #) . 77 EARET 23.1% (39/170 #il) THV ., HEEHH CHRREE TH -7,
FaY I RO T BREHCHT 54 v Xl 0.79 (95% (54X : 0.465~1.348) TH - 7=
(p=0.3893) .

HEAR T 5AEHEO 28 HH1-Y OIS RIERMAEM L -EF (FAS)

77 AR (n=170) Za% I M (n=170)
ik 169 170
B (i (%) ) 39 (23.1) 32 (18.8)
TT R REIKRIT DAy XD (95%FFEXH) @ - 0.79 (0.465, 1.348)
pfE® - 0.3893

a) FEHEEL OUFE U 72 1RBR SEH R R4 B % [K 7 & L7z Logistic [BlJfE 7 V& iz,

vil) EER RO BRBHAMICK T HaEE GEEHR+HEFHAR) 028 BH1-Y DI REEHD

e (BIRFFHEIER)

28 H& 72 0 OFRIFAEEE DO RARIL, 25 4~7 BDRPERF £ TiX, 3 DOFIER (BLAIER A FEAE,
BHER 3 FAE R O ZIRMEERALTAE) onTnt, 723 FEHT T 78 RREE RIRE T 7 &
REEC TR - 72,

BIZWIMIT 3 26RO 28 HH72 V) OFGRIEREICHOWT, a4 I FEEO T T BRI
XD RIL, B HAETIL 30.82% (95%(EHEIXH] : 4.475%~49.893%) | HEHEH /3 - 1F
TlX 832.41% (95%[EHE X H] : 16.266%~45.443%) . _IRMEEMALFEIETIL 23.35% (95% 154
X[H : 1.8356%~40.439%) ThH-oto, WTHORER S, 7 a4 I REHEXT 7 B RBEHC TR
FHNCAH BRI DR bl (AT JEAE « p=0.0255, FEHER /3 FEME : p=0.0004, KM
4t§§ﬁf:pz00390)0
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BEYPEN S ARBRETD 28 BH=Y DD EMERBDOPRIEDHBR (FAS)

AR Rk

(=)
15
o0 JS5tRE
o—e SIHINE
12

SEEIF R

0 T T T T T T T T T T T T T T T T

10 1

12 13 14 15 1|6 (&)
SETEERE S5 8[E1 K

TR {E

o 1t 2 3 4 5 6 1 8 9
Fomkle HEIEERE FaEkEE HSEREE  H6ERE

BHER Y Ak

(G
15 -

12 A

SEEI I

0 T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 (&)
Fomkle HEIEERE HaEkEE HSEREE H6ERER 7 EKE ELIEERE

R {E

ZREEMRICFEE

(ED)
15 -
o-----0 JS5REE
o—e SOHIRE
12 1

BEIFH I

v.
.
.....
~
Yy

12 13 14 15 1|6 (&)
F 1B/ X EPI

th R fE

1 10 1

0 2 3 4 5 6 7 8 9
SF2EkRE  HEIEKET EAERBT SESERET  SH6ME%ET
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ix) #HEFHREICE THREEXBRDEE (BIRFMIEER)

MEFFHIM 252 T LI BE 2R L Lz, f

BT D FAFHEE BB OEI G O FIIE AR 2=

I, 7 =% I FRET0.71+0.32, 7°?*1ZTJ<E$’C“ 0.65=0.35 ThH o7z,

HEFHRICH T SREHLBRDESE (FAS)

77 AR (n=154)

Z a3 F#E (n=152)

SEEE = Y 7
g fE

0.65+0.35
0.82

0.71%0.32
0.85

1 BEHE B EOBIG= GEERED 0 O B GEEREE ¥, FEERGEIC

IRIEM] LRER STz RITBRAE LTz,

ST — 2 OFEENH D R,

X) MIFHRICE T A2REBERBEDEE MEBFHMZETLEZEEDS L., HEBHMEEC TREHE
SREEERL-E2E) (BIRFHEIER)
MEFFHIRI 252 T L72BE O 9 b HERFHI A28 U CRIEIE IR & 2k L 7o g 0 FIE
I FEET15.1% (23/152 4)) . 7T BREET9.7% (15/154 ) TdHh-7=,

d)y ®2%

i) BEER
B HBERICRO DN A EFRITT 2% 3
il (65.1%) Th -7z,

i) BlYER
BIERNEZ =24 X REEC 58/171 f5l (33.9%) .
I REEO R BBLRITE o T2,
WTNDDOFEERET 3% U LOBEICHBELLZAEH D> H, 7 3% I FEEORBIENR T T 2R
£ 0 b 3%LLEEN - TREIWERIL, IR (7 24 3 R 14.0% K07 7 B REE 5.8%. LLFFEIIE) |
FEMED E VN (8.8% M1 5.8%) Th-oTz,

X, 7

REET 122/171 61 (71.83%) . 7T BAREET 112/172

7T RARRET 421172 4] (24.4%) IZREO DI, T

WINHIDIXREBRTHRIRE 3B LEDOEIER (R5RR%E) (SS)

SRERIR A 75 B AREE T a3 Rt
FEARGE (n=172) (n=171)

% (%)

mIEH 42 (24.4) 58 (33.9)

i R 27 (15.7) 43 (25.1)
fEHAR 10 (5.8) 24 (14.0)
EFEED F 10 (5.8) 15 (8.8)
H RlE 7 (4.1) 13 (7.6)
Mg - 5 (2.9) 8 (4.7)

AR e 7 (4.1) 9 (5.3)
i 3 (1.7) 7 (4.1)

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

kL UukgREE 2 (1.2) 7 (4.1)
[EIHAPE 8 F 2 (1.2) 6 (3.5)

MedDRA/J Ver.16.1

i) REPILICE--HEER
BeHGHIEICE > 2 A FFERIT, 729 I REET 7/171 41 (4.1%) |
ZRO BV, 72V I FHEO BRI - 1=,
RbHZ<RBOONTHERILICE S TEAEFEFGLIL, 7 28 I FETITEEKOEREED 0 (£ 2
Bl 1.2%) THY, T7T7CRBETET I7=20T I b T AT7 2T —BEIN, TARTXUET
J NT AT 27— B, REER IR (%2461, 1.2%) Th-oTlz,

752 AREET 12/172 6] (7.0%)
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v) EEREEER

HEDAFFRIIT7 2V I FEET 11171 6 (6.4%) . 77 BAREET 13/172 # (7.6%)

quy) %

M, FEHRBIIREHE CTRRETH T,

2Bl LOBEICRO DN EERAFFERIL, 73 I FRETIIRE (2 4,
7R ARHE TR (4 61,

1.2%) THH, 7

2.3%) . WONZIIER K OWER (% 261, 1.2%) ThHh-o7-,

KRB E CERWEERAEFFRL LT, 73 PO 1 HIZIEM2GFED bz,
V) E0tDREMEHIER

MRFEIRRA « MRA LR - N DR F.
FEPH OS5 5
B _— 2T A b OB NI

NAZNY A OFER, (KE - &K - BMI -
DEROERNG, 73V I FERGICERT B2 65— B L7 UIERICE

it &b 6“7—0675)’) 71:_0

@ EEAREDHEFAR (RARVNE  AEAT—4) (SP0982 sHER) ©
a) B E
El B | BEa Y Fe— A RB LA TOARWIRERMARIELZE T2 4B L0 TANABRE E x4

Y I & 1~3 HOHFLCANAIE L GG LIR30, 2t R ORA 27 0T 2,

WEIZBHRBTRD DL S T PLTADAIEOFEREIC b 63, BIFEJFH L TW5 1~3 Aot
TAMAEETHEIREa L b r—ARELNTWVRWIRERIMEL AT 5 4 il Lo TAMAESE
MEVEA LB - 242 B (T B AREE 121 6], T 243 REE 121 #)

LAV RIS AEN (SS) : 2424 (FT7BAREE121 6], T =293 FEE 121 #1)
BROENTRIZEMN (FAS) : 240 (FZ7®REE 12161, 7 =93 FEE119 #1)

B 5 5k

TR e E U EIEA{L T E B R iR

THEMFCTH -4 1820, K12HHOMEBEZET CROES L,

% 2 [FRBERAIC, B OFE L OMREICEDS X, 4@Mi&8m$ﬁf%ﬁ#5%g$ﬁ®mb
FIERER R (a > 7AD) ¥ 18 mlh EORRAEBE K OMKE 50kg UL ED/NNRESEIC mﬁ%
Beh Lz, 1 R sNn58 ﬂ@ﬁ#ﬁﬁ@ﬁéﬁ\ﬂﬁﬁ%%f&ﬂ%%%%&@bto

BEPMOHERER 71—

TREREE O AAZ A &
%1 %2 %31 %4 %58 %6
30kg Alifi
GEnE (v v7) ] 2mg/kg/ H | 4mg/kg/H | 6mg/kg/ H | 8mg/kg/ H |10mg/kg/ H |12mg/kg/ H
30kg LA I 50kg Al
&N (o8 v7) ] 2mg/kg/ H | 4mg/kg/H | 6mg/kg/ H | 8mg/kg/H | 8mg/kg/ H | 8mg/kg/H
N e
?gﬁgﬂ)&i&@ﬁkk Gl 100mg/H | 200mg/H | 300mg/H | 400mg/H | 400mg/H | 400mg/H
BREICCCCHAERABLELESE
RBRFED EFEIC L D TR O
2 & TR D B TEEREE D 1 B
ﬁiﬁ (ﬁ”ﬂé) E(Lﬂg)% /u%i ﬁ% /D%ﬁ% %E
H .
e iR G& | kEtk b & | iRk 58 | ek 5=
30kg AL
N a7) 2mg/kg/H | 1mg/kg/H | 2mg/kg/H | 1mg/kg/ B | 2mg/kg/ B
m m m m m
30kglA_-50kg A g8 gre gk ge grse
Foik (my7) ]
50kgll & O
o ] E (BRI 100mg/H | 50mg/H | 100mg/H | 50mg/H | 100mg/H

) 50mg =& OESLEREHITIL, - F TRARLAEORL (B5EOZ : 50mg LIN)
Zalged Lz,
QLA STV W RICENET 5 720 ORI RE P
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F6EDDH EHHED 3 BRIDGREDRSE

RE (5I8) AR R R
30kg i [RROW (1o 7) ] 8mg/kg/ H 12mg/kg/ A
30kg LA I 50kg K [RRAWK (uy) ] 6mg/kg/ A 8mg/kg/ H
50kg DL E R O AR (BEA) 300mg/ A 400mg/ A

BEHEDBER T 31—

IR ORI D 5 & %1 %21 3 #4
11 X% 12mg/kg/ A 9mg/kg/H 6mg/kg/ H 4mg/kg/ H 2mg/kg/ H
9 X% 10mg/kg/H 8mg/kg/H 6mg/kg/ H 4mg/keg/ B 2mg/kg/ H
7 X% 8mg/kg/ H 6mg/kg/H 4mg/kg/ B 2mg/keg/ B —

5 X% 6mg/kg/ H 4mg/keg/ A 2mg/kg/ H — —

3 X1 4mg/kg/ H 2mg/kg/ H — — —
2mg/kg/ H LAT — — _ _
350 X 1% 400mg/ A 300mg/ H 200mg/ H 100mg/ A —
250 X 1% 300mg/ A 200mg/ H 100mg/ H — —
150 X 200mg/ H 100mg/ A — — —
100mg/ H — _ _ _

) 125 4 X MBFEEL LIcHAE, HEMMICEELZARIS U OREZTIE LT,
FE AL E OB | <B#ME>

[F2FMEA ]

TRHIRNC T 5 2 B H OREFAFIERFEEL T 5 £ TORFH

[F72BIRFAE A ]

- Kaplan-Meier 1% CH H L 721G I 31T 2 SRE HRFEIEDOTE K

[= oo EIREHGIE E ]

JRRMEIC R S 1 B ORERMIEIED IS 5 £ TORHS%

<ZL&HE>

- BE ROV I HEE O BRI E AR TEMOBEIC LV fE Sh A EFS

- BERRIC L 5]

VRO 28 BHT7Z 0 ORMBIEKR O A7 v =—FVEFRELH D Prospective — A7 A
UHAR & LT 25% L0, 25%#8 50% LA T, 50%8 75% AT KON 75% N L 72 B o

HFE%

) AFNOARBESNTHERFEIL, BRAKLOMEE 50kg LA EO/NRIZIE 1 H 200mg. K5 30kg LA E 50kg Al
AIIZIE 1 B 4mglkg. {AHE 30kg AR D/NEIZIL 1 B 6mgkg TH 5,

* @ HAAN 30 Bl & 5o,

k% 0 T aV I Fuay TANTARTIIAR SN TR,



V. BEICEET 5HE
b) EEES
AO#ETER%EH (SS)
7T AR Za$ I Nt
(n=121) (n=121)
el Bk 45 (37.2) 55 (45.5)
B (%) ) ok 76 (62.8) 66 (54.5)
HA 89 (73.6) 97 (80.2)
==Y
Ik )\ 2 (1.7) 2 (1.7)
I (%) ) TIT A 25 (20.7) 18 (14.9)
T AU BRER/T T AN ER 1 (0.8) 1 (0.8)
Ot/ JR . 4 (3.3) 3 (2.5)
s (%) i AR A2 27.64+12.45 27.82+13.13
4~<12 7% 9 (7.4) 8 (6.6)
Efs 7 —F 12~<18 5% 16 (13.2) 16 (13.2)
(Bl (%) ) 18~ <65 % 95 (78.5) 96 (79.3)
65~ <85 % 1 (0.8) 1 (0.8)
HE (kg) SEYEE = R UE R 2 72.75+22.19 70.42+21.84
BMI (kg/m2) Sl AT YR A2 26.47+6.78 25.09+6.21
REEMNE (SS)
7T AR Za¥ I Nif
(n=121) (n=121)
IR (4F) SEAAE - R HE R 15.39+12.97 15.53+13.12
FEIEF (%) SEAAE - R HE R 12.91+5.88 12.90+6.75
oy RAE 0 1 (08)
AR FAE 0 1 (0.8
ETEAE 121 (100) 121 (100)
RAPFEAE 41 (33.9) 49 (40.5)
; FEETRL R APFEAE 2 (1.7) 2 (1.7)
T A AFEVERIS A
(fﬁl@&%f’i) )ﬂ Y m=—FHE 48 (39.7) 46 (38.0)
RFEIE 2 (1.7 3 (2.5)
O B RS A 1 (0.8) 2 (1.7)
TR R RRAE 121 (100) 120 (99.2)
Wi 1% E 3 (2.5) 2 (1.7)
SIERBED T A AFELE 0 2 (1.7)
FREEPE M CAM A 121 (100) 121 (100)
BYETA R T WA 0 1 (0.8
LRBMEI A7 v =—TANA 0 1 (0.8
INRRFRT Ao Ao 6 (5.0) 9 (7.4)
BELERMT A A 15 (12.4) 13 (10.7)
BAHEI A 7 u=—TAD N 42 (34.7) 34 (28.1)
C A ISR 4548 FEWERF RFEAE T A A 19 (15.7) 15 (12.4)
Bk (%) ERELA DRI T A DA 54 (44.6) 55 (45.5)
FER 2 RIEBRERIEZ L O TADA 6 (5.0) 6 (5.0)
JEMENE T A A 1 (0.8) 0
FERFFRIN, B 47 o =—NE, 1 (0.8) 0
BT yay o N—R NS BHIEIR
T A AVERRIE LA DREEVE % T A A
PRI BS MRS AR 4 (3.3) 1 (0.8)
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MTANAEDERKIR (SS)

77 R Za% I N

(n=121) (n=121)

B (%)

WERIHH LBt CAMNAIROIRAE |0 Al 70 (57.9) 63 (52.1)
1~3 #l 37 (30.6) 47 (38.8)

4~6 %l 13 (10.7) 9 (7.4)

7RI R 1 (0.8) 2 (1.7)

BEERR

A A Y Za%I N

(n=121) (n=121)

B (%)

R BR AR RF 121 (100) 121 (100)
Y S 5E T 4 114 (94.2) 107 (88.4)
HERFIIR 52 1 1 66 (54.5) 78 (64.5)
SET B 110 (90.9) 103 (85.1)
iy 1] 11 (9.1) 18 (14.9)

ok P

HEHES 4 (3.3) 10 (8.3)

RAA53 0 1 (0.8

T 5 5 ft - o S 1 (0.8 2 (1.7)

JBEFRAE 2 (1.7) 3 (2.5)

Ii) T e 3 (2.5) 1 (0.8

Z Dt 1 (0.8) 1 (0.8)

a) & THIE, ETREOWT NG LB SUTRERAIEIEDS 2 IR O 24 1 O 1G58 T 61

Y FHORKIRSE. BREE. FHREEDNSH (RARUVNMNE (KE 50kg L) )

. /N
( I’jﬁé;) (fh T 50Kkg B L)
(n=14)
Bl (%)
1 BfRE& iR | REBGE NS SER ISR G R | REREGE SR B
. 13 15 12 1
200mef B ELT (13.4) (15.5) (12.4) 0 (7.1) 0
200mg/ A 23 20 34 5 3 5
300mg/H LLF (23.7) (20.6) (35.1) (35.7) (21.4) (35.7)
300mg/ B & 61 62 51 9 10 9
400mg/ H LT (62.9) (63.9) (52.6) (64.3) (71.4) (64.3)
400mg/ B
600mg/H LA 0 0 0 0 0 0
600mg/ H
800mg/H LT 0 0 0 0 0 0
800mg/ H & 0 0 0 0 0 0
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3 FHORKIRSE. REREE. THREEDSfH (IKE 50kg RisdD /M)

/N /NR
(K 30kg LA | 50kg Aiifi) (K 30kg i)
(n=6) (n=4)
B (%)

1 H5 & kbR | REkGE | FRARLSE | ERRSE | RS E | FHORGE
4mglkg/ H DL a é . 0 0 0 (251_ 0 0
4mg/kg/ H 8 3 4 5 0 0 0
6mg/kg/ HLLT (50.0) (66.7) (83.3)
6mg/kg/ H 2 2 1 2 3 4
8mg/kg/ H LT (33.3) (33.3) (16.7) (50.0) (75.0) (100)
8mg/kg/ H B
10mg/kg/ HLLF 0 0 0 0 0 0
10mg/kg/ H 2
12mg/kg/ H LLF 0 0 0 (50.0) 0 0
12mg/kg/ H 0 0 0 0 0 0

c) BNMEICEAY S ERIRAUIE

i) REHEICE TS 2 EEORERKREN KR T 5FE TORME (FTEFFHER)
AR (24 M) 2815 2B HOREMARFEIEORKBLY 271X, I ERFELHELTT 2
I FMEECIRL | HEHFPIICAE Th o 7o, IR T 2 [B] B OMEMARFERFEILL T
720y Kaplan-Meier HEEE X, 7T B HREE 33.37% KT 24 I K#E 55.27% CTh -7z (N —FK
b2 0.540, 95%E#EIX R : 0.377~0.774, p<0.001) , F7=, 2 HOBRERRBIENKIT 5 E
TORMOFRAEIL, 77 BREEN 77.0 H (95%FFEXH : 49.0~128.0 H) Th-o7=, 7%=
RRE 50% B O EEERHIFEIC 2 1B OREMNRBIELRBL L 2o To/c s, HREITHEE T
otz

BEHEICET S 2EEDRERMAKEENRIET 5F TORRE (Kaplan-Meier Bi#R)

(%)

1004 =

PSR G

90
£ g0
70
60 1
50 -
40
30
20
10+
0-

- SOYIFEE(=118)
= TS5tRE (n=121)

at risk%
J2YshE 96 84 73 70 67 62 56 52
T5uRE 90 71 58 53 47 44 35 31

O 10 20 3 40 50 60 70 8 90 100 110 120 130 140 150 160 170 ()
RENRETHETOHM
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BRPEIZE1TS 2 E B DRERAKREENRIERT 5 F TORRE

\ ) Ay MRERETOMR (1) Y AN RO
) )
B 5 1 s [95% {8 ] [95% {8 ] bl
o= o 77.0
77 RR 121 [49.0, 128.0] 0.540
B e _ [0.377, 0.774] <0001
7 =% MR 118 [144.0, ]

a) Full Analysis Set

ZaY I REEO 1 HNIE 125 01 X2 bR L 2R ICEIELBIT Sz, 2 fillE 24 HEOR

AR ORIEERDE SN0 T2720, BT E DR o1,

b) Kaplan-Meier /412 & 5 24 B OIEEIARIC IR 2 2 [B]1 B OFRERAFREIEOFEL £ CO R OHEEM (HPkE)
[—1  AFEETIE 24 B OEEBIRIC 2 [0 B O5REFIEIED 50%LL EOREFIZFERD biveho 77z
OHEE A HE
o BlEWIMICE T 5 28 Az OMERARIEIEDREIILA 2 BILLFO/NRE, 2 BILLFORA, 2 BEO/NEX
IR A ZEE & Lz Cox eI — RETICES<, WaldiEick v B shre,

i ) Kaplan-Meier ;A CHEH L= ABRMICH 1T BERMARREDEL (EHBIREMER)

TBEHIRT (24 HM) ICHREMMREIELZER LIZEZEOEE O Kaplan-Meier #:EfE (Mantel-
Haenszel {5 CHEE) 13, 7T BARRE 17.2% (95%FHEIXM : 10.4%~24.0%) K OT 24 I Nt
31.3% (95% 15X [H : 22.8%~39.9%) TH v . HAFHINCHERZAENRD bz (14.1%., 95%
XM : 3.2%~25.1%., p=0.011) ,

75w AREE Zah 3 Nt Za% I N
n=121 n=118 — 7T REE
Kaplan-Meier % CHH L7 1R
. 17.2 31.3 14.1
R 31T 2 5RE R I IEDTH &
% (95%(Z 4R (10.4, 24.0) (22.8, 39.9) (3.2, 25.1)
piE (FSBREELE DOHE) » — — 0.011

a) xZHRE

BEPEICE TS 1 EEORERMRBENRIRT 5F TORE (ZOMOEIREHEIER)

TR (24 /) 1I2B1F 5 1 A OMEMAFIEOREY 271X, 7R L TT a3
RHE IR < TR AR AC 1 B H O FRE I EDFEBL L T 720 Kaplan-Meier HEEEIL,
7T R REE17.27% K ONT a9 2 FEE30.97% T o 7= (Y — RE:0.683. 95% (18X ] : 0.507~0.921,
p=0.012) , 7=, 1 [EIHORERFEIENIEELT 2 £ TORMOTIfEIL, 77 BHREEH 20.0 H (95%
153X : 13.0~34.0 H) KT =23 RN 36.0 H (95%(EHEXM] : 25.0~78.0 H) ToH-7=,

~

BEHEICEITS 1 EEDRERMAKEENRET 5F TORRE (Kaplan-Meier Bi#R)

(%)
100 |
- SOYIFEH (n=118)
5 %0 = TSR (n=121)
£ 80
A

70
17

L 604
T

Ly 50
Ly 40
30
20
10 A
04 at risk$

JaYsShE 72 52 48 44 42 36 32 30
T5uRE 58 40 30 26 22 20 17 15

b 28O miteht

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

RAUENFERT HFTOHAM
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BRPEICE1TS 1 BB ORERAKREENRIERT 5 F TORRE

\ . ARy NERETORE (B) D AP RO
a) !
B 51 %k [95% 15 #H X [H] [95% 15 #H X [H] p i
- 20.0
7T R 121 [13.0, 34.0] 0.683
B— o 36.0 [0.507, 0.921] 0.012
7 ) [25.0, 78.0]

a) Full Analysis Set
Z 3% PO 1 BIE 125 RO A R RSB LI RICEERCEIN T Shiz/o, 2 Fli3 24 W OR
B OFRIEE RGN RD T2 Td, FITIZE Do Tz,

b) Kaplan-Meier {£Z & % 24 HF OIGFEHIRICIT 2 2[5 H OFREFRIRFEMEDFBLE CORR OHEEE (FoE)

[—)  AFEECIE 24 BRI OEFHIFIC 2 B H OREHRFEIED 50%LL EOREGIZGRD bzd o727

OHEERRE

o BEWIMICET 5 28 AH72 Y OMERARIEIEDRIELA 2 BILLFO/NE, 2 BILLFORA, 2 BFEO/NEX
IR AN ZE & LTz Cox LAY — RET IS, Wald izt W B Snr-,

d) &2t

i) BEER
TR (B B R+ HERFIIRED) [CA B RS 175/242 1 (72.83%) (278 Hiviz, #5851 T
7T 2R 79121 ] (65.83%) LOVT =93 KEE96/121 6] (79.83%) Th-oiz,

i) ElEFA
TR OB EWIRH +HER D) (RO ONTZRWERIZ. 77 BARRET 42/121 #1 (34.7%) kY7
a4 X REET 56/121 f5] (46.3%) IZRD BV, 7 a4 I REEORBIENE D > T, BRI TR
2B OLNT-EERIL. 77 AR TILMEIR 14 6] (11.6%) T, IRWTT AT XTI/ b
FUART 2T —BHMEOREMED 0K 46 (3.83%) . WNZT F=vTI /) hTFT A7 25—
BHIIN, 95 L OELS 3 il (25%) Thoto, 724 I REECIXFEIMED E W 21 6 (17.4%)
T, WA 16 61 (13.2%) KOG 9B (7.4%) ThoTz,

i) E5HPIEICE-AEEZR
TR (B ]+ HERF D) 1S8R BT IR D G IEICE > o A FEFHRORBEIT 6.6%
(16 #l) <, BHERITIET 7 BREES B (4.1%) KOT7 2+ REE11H] (9.1%) TH-o7z,
BREEOR G P IICE > T AFFRIT, HEHHTICZ B, 2FEF T 1419 HFTh o7,
BHRN T 78R 36 N7 a2 RiE11/13 1 Th -7,

v) EELGEESER
TR (EEMIM MR IR N EHERAEFROEBRIL5.0% (1246) <, &5
T T 78R40 (8.3%) MO'T7 2t NEESH] (6.6%) ThoTo,

V) AERABICETARBREMERVIAV O —RERBRABMN EML-BEZDEE
Prospective ~— 2 7 A Wk i WIH] GF &R +MERFIR]) @ 28 A &H72 v O RApAE
XX I A7 v =—FERB BB L2 BEF R OFSE, 77 ERHEE T 28 I REETRM
FEAERBLH B 25% LA FHIM L 7= /B3 1T 4 B (9.5%) KOV 1 6l (2.0%) (LATFREIE) . 25%it#
50% LA FHIMN L7z B 1E 2 ] (4.8%) KO 14 (2.0%) . 50%iE 75% LA FHIN L7 1% 1 4
(2.4%) FKOV0 B, T5% ML= BEIX 2 6] (4.8%) KOV1H] (2.0%) Tholz, IA 7=
—FEVEFEEL A 25% LA FHIIN L 72 BRI L 0 IR OY 1 1 (2.1%) . 25% 88 50% LA FHEM L 7= i
E 161 (2.0%) KOV (2.1%) . 50%#8 7T5% LA FHIMN L7 1E 161 (2.0%) KO0, 75%
FEHEAN L7 BRI 1B (2.0%) KOV 461 (8.5%) Thoiz,



V. BRICEd 5

2) 2R

@ tRBEN LHFIEE~DUIYEBZICEHT 2FMMHE (KA) (EP0057 5E&) +

a) AERE

H B | BB FME (CIRMESRILRIEEZ &) 2835 HAADKRA TANAVBEICHT KK 600mg/
Ho T at I RHEAFRE~OY Y B2 BT 5 LZeMt 2T M 5,
*F G | MR (CREEIERIEEZ &) 2835 HARADRATADALBE
LRVERRNT R REER (SS) @ 19
I R OfFNT R G4ER (FAS) @ 19 il

B 5 07k | B SEER

1) R IR
R, 7393 F 100mg/H THREZBA L, B 100meg/H 3o &E L, 5 4 HBRAEEE
I 400mg/FIZ L7=, HEHTOREIZRD T, ZEMICRIERD - 2541, BRE ik
THZ L LT,

2) HUT A ASREEDLR
A ARG P, IR EEMITIBE ORFEROREEa s b — 3 kil & 725 X
9. 7aHh I FHAEE 200~600mg/ H OFPHTHIET 5 2 & & Lz, 1 S0 OHERlEE
KT 100mg/H & U, HEIIREiR BUERFL R OBUES KR 12179 2 & & L,
PLCADASRBERIARIBAAARE D 7 2 I KA &ED 600mg/ B RGO BE M, #Hiz7ediE BT
A AERBEBIARIIC BT 2 HIEIFME) 2 LG8, 720 FHEEZ 1B HZ0 o8
EE2 100mg/H #2720 K 9 &K 600mg/H F CHETHZ L & LT,

3) HAIFEMIM G & OB BRI )
FUCT DA SEBERI R & [FERIC BAREIR . 7 =23 I FHE% 200~600mg/ H 0O i THY
WIDZLE Uiz, 1#lH 0 O8I ITR KT 100me/B & U, BT EERE (BLE kb &
OBLES KR 1217H 2 & & Lz,
PUCTAD A FRBERII R & [FER IS BEARSEIRIBAARF O 7 =% X N &ED 600mg/ H KD B
D, FicrafE HARESMICRBIT 20E5ME) 2R LA, 72V I FHES 18
& 7= 0 OB EIE2Y 100me/ B 2B 2 20 L 9 &k 600mg/ B ETHEETLZE L LT,

BN E B | [FEEMITEE]

- BEOARNWE TRRELEMOBERIC L VG S - AESFSL

« BEHLIC L BB

- BEELAEEL

) AFNOERSNERAELOHERT MEFE, EAKEZa I FELTL A 100mg KV &RSGZHMBL, T0%
1EMU EOMEEZ ST THEL, #HEFHESLZ 1 H 200mg &3228, Wiy 1 H 2ECOT TRO&KST
Do 7e¥, JEIRICEY 1 H 400mg &8 2 72 W EEH CHl IS 503, HET 1 @MU EoMBEAHIF T 1A
HEELT100mg LT 2A75 28, | Thd,

b) BEER
AO#fREHZRIEE (SS)

2BE (n=19)
PERI) Fk 11 (57.9)
(BEx (%)) L 8 (42.1)
il (%) SR+ AR YRR 7= 39.2+15.8
wE (kg SR A R 22 64.54+13.11
BMI (kg/m?2) SR + AR YRR 7= 23.796+4.329




V. 1BRICEEd HEH

REBHFE (SS)

28 (n=19)
. 5% 18
FEIAIAR (F) iéfgﬁajzﬁ%ﬂﬁﬁaéé 13.76513.127
oy AR 19 (100)
HER oy S 1R 14 (73.7)
TADAFIERL S KR HHER > FEAE 16 (84.2)
(Bl (%)) TR LI 16 (84.2)
EREFEAE 0
SYHERBED T A A FENE 0
ATEAYE 4 (21.1)
T A AN s 8 (421
Bk (%) ) SHTHZE 1 (5.3)
% URTE 1 (5.3
ANBH 8 (42.1)
W1 BEOTADAERTNICEY T BB 2 E T,
E 2 RO TADARER SIS T2 BB 25T,
ARRBAIRAT R WRBREAMBICER L TV TANAE (SS)
2HBF (n=19)
Bk (%)
0 #ll 3 (15.8)
TRERBALART OHL T A hs A FE D T A% 1~3 Al 14 (73.7)
(BBRBHAGRRIZ O L Wit CADAEKZERS) | 4~6 Al 1 (5.3)
7 HLL R 1 (5.3)
" . B Ho 10 (52.6)
BERBRIEEF DO W VX~ EB VA .y 9 (47.4)
BRI SO L T T A A
ANNZEBE 10 (52.6)
VAV 20 =1 nl N Ry AVN 5 (26.3)
V=3I K 1 (5.3)
=k T7ERA 1 (5.3)
= 1 (5.3)
TERUF 1 (5.3)
LRFF¥ 2 L 1 (5.3) @

a) BRHIPIKBE A 225 LARF T 7 AoRE&EBIA LT,

c) AHERICE TS REM (XEEHMEER)

i) BEER
ARFRBROTEFIIE O S HIE +5UC Ao A SEBER I + BLAIR IS + =) o SS IzdknT
RBOOLNTAHFEFLIT 196 (100%) Tholo, RbHEBOOLNTCAHFFLIT, FEMEDENI
B (47.4%) TH Y , RN THAR 6 6] (31.6%) TH o7, BEALFERG L L CTEEN 141 (5.3%)
WIZERO BT,

i) BEBRICK HARBRPLSH
B IRICE > A EFRIT, FEEDOE 0 246 (105%) IZROLNTE, WTFROFER L&
WM ToRBLTH -T2,

i) EEMA
BIER X 16/19 6] (84.2%) (258D H L7z, 2 BILL R HL L 7= IVERNZIZEMED £ 8 1] (42.1%) |
fEAR 6 51 (31.6%) . [EIEEMED F VR OELA 2 6] (10.5%) Thol-,

T—=HXJy NAT 2016 4 3 A (ZF 2 [ EEE)



V. BRICEd 5

Q@ REMEERSHER (RA)

(SP0994 EXER) 19

a) AR E
H B | BB FAE U AR IERE MR FEIELZ H T 5 TADA LTS SNTBEZ IR, D<wE
t /%%ﬁ&fm!:ttix LT, a4 FEHAREELE LCHEA LZRORIZ2MEE2 KRG 5,
*F G| ST L CEM L2 EERIEFS AR (SP0993 #BR) 7> 54T L2 BBy B /E T 2t i
RIEZATDRATANABE
LRV RIS AL (SS) @ 548 fil*
B 5 ik | e 5Bk
BEIXNTILD SP0993 sBR O 2 BIMERFKEE H (HERFAM OZE T H) MUIRIERBLC X 5 74
ks B 2 ARRBR O 1 [k H L 3E L, Bl BT SP0993 BB THEDFH R LM — &
L7 (724 FEETIEZ =293 F 200, 300, 400, 500 3i% 600mg/H, W1/ 3<E B4R
BERETIT A N~ B ¥ U BREE 400, 600, 800, 1000 i 1200mg/H) , 7272 L, SP0993 ##k
OHERFHAM I 1 BEAE (7 292 R 200mg/ H XTI A A~ B E U RIEE 400mg/ H) X
%2 BEEME (T34 3 F 400mg/ H T H A< E 5 EE 800mg/ H) THRIELZ I LI-7-
OARRBRIZEAT LTI GE . ARBROSE 1 [BEEEERFICEET A L & LT,
FF A EH OB | [REFEEA ]
< BE ROV XTI O RIS TR ETEMOBIERIC L s s - A HEESL
c HERERIC X DIEBF IS
EEDAEFRS

) ARFOER I N ER ORI T@AE, RAZIEZ7 29I FELTLH 100mgi@1§25&€’5ﬁﬁi‘b D%

1EFELL ORI 2 S T &

b, 7B,

HEE L T100mg LF2175 2

FERIZE Y 1 H 400mg %48 2 72\

x  HAAN 142 Bl &

L. MeFFH &% 1 H 200mg & 325203,

Wb 1 H 2
PGl BT B A3, 1
L, ] ThHa,

SRR ARG

T 1 EoREEHITT1LH

b) %%dbi
AO#EHERFE (SS)
AAE Za¥ I Nt BN
IR ERE
(n=548) (n=279) (n=269)
PR Bk 298 (54.4) 154 (55.2) 144 (53.5)
B (%) ) | 2ok 250 (45.6) 125 (44.8) 125 (46.5)
EPN 458 (83.6) 236 (84.6) 222 (82.5)
BA 5 (0.9) 4 (1.4) 1 (0.4)
(@M%Q\E%G)) TYTA 74 (13.5) 36 (12.9) 38 (14.1)
T AV BRAERIT T A B R 1 (0.2) 0 1 (0.4)
Z Dt 10 (1.8) 3 (1.1) 7 (2.6)
il (%) S+ AR R 7S 42.9+17.0 43.2+17.2 42.7+16.7
wE (kg) S+ AR R 7S 73.25+15.20 72.70+14.87 73.81*£15.54
BMI (kg/m?) | FYfHE AR AR 22 25.42+4.67 25.19+4.63 25.65+4.71

o NFRIRSEAT L CEENE L7z SP0993 BRBROHE 1 [BERFERF DT — X IZH-S & ZOMO N DFEFHFIREE

BRows 1m0 — Z (2S5 <,

A
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c) AHRICHITHREeM (XEFFEER)

i) BEER
KRR OTEFWIH O SS IZHB WO b A EFGIL, 7 2% I FEET 170/279 61 (60.9%) .
TN B CRFBERE T 169/269 il (62.8%) Tholz, Eleb DL, 7 24 I NEECTRIFTERK
18 1511 (6.5%) . 8 15 1] (5.4%) | &= L AT 1 — LIiE 10 1] (3.6%) KOS ERYE 9 61 (3.2%)
ThY ., NN EEARMEERE CHYFE ., SIEHIAR K OVEFENE D 3% 15 6] (5.6%) . v-Z v
ZINET AT 2T —EBHEIN12 6] (4.5%) | @2 VAT r—/VIdE 11 6] (4.1%) KO EXGE
B 8 B (3.0%) Th-oiz,

i) BEERICK BB IS
KRR OTBEHMIC BN THREPIRICEToAEFERIT, 72 FEET 1246 (4.3%) . I~
B UIRBEERET 20 fl (7.4%) Thoto, WITNDOEEHET 2 FILL EOBF IR b IRRIE
DG HIEICE > 2 AEFLIT, TR OERE (DA~ 4R MEERE3 # (1.1%) 1. y-Z b
AINKT AT 27 —EHIEOCHESE (WThosEges 7 a3 Rt 1 6] (0.4%) KOv
N BV RMEERE 2 5] (0.7%) ] . BEAEN [ 3~8 8o migErt 2 41 (0.7%) ] Thoiz,

i) EEGHEEER
RARBROIBFHRIC B W TRO b \EERAEFRIL, 73 I FEET 31 41 (11.1%) . AN
~ B U URIAEERE T 22 6] (8.2%) ThH-o7o, WITNDKREGHET 2 FILL LOBEITIRO LT EHE
A ERGL, BB (I~ B RS 3 6] (1.1%) 1. AF&ME[7 292 FEE 1641 (0.4%)
KA NN B ARGEERE 2 B (0.7%) . BlEL O @IEMEMREIE [T 23 3 FEETH 2 4
(0.7%) 1 . BHEHOIEREEOCHBRER [HANAYE VU IRHGERETS 261 (0.7%) ] ThoT-,

T—=HHy hAT 2016 4F 4 A (5 2 [alh A
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Q RHMGIRERE (BA) (EP0009 :#ER)

a) BRI E
H | 7=2% 3 F& 400mg/ H £ TOMBETREIERE LcRoL et BAMEKOAIEZRHET 5,
*f G| AT U CHENE Lz B R FEE MRS (EP0008 #ABR) OiREHIM &K OBATHIM 258 T L7=#

Rl (CRMEERIEEIEEZET) 28T 25 ARANRUFEADEAN TADAEE
LAV GAER (SS) 473 ) (HARNEFE 123 1)
B ROMHTRRER (FAS) 471 41 (HANHEZE 123 1)

¥ 5 7 ik | FERHRE kT 550k

BE TV Y EP0008 SBRI& THED 7 2% 3 Nk H5E% 200mg/H (100mg 2 1 H 2 [FEIFRA

#5) & L7z, EP0008 FRBR DAL H A ATRBROH 1 [FRETH L 3E L. AREBRO B GhERED)

57 2% K 200mg/H &#ERr, BE (1 #5720 100mg/H >, HAXHEF 400mg/H) U

HE (R/hAEE 100mg/H) TEAZ ke LT,

FEAM O OB | [EEFHMmEA ]

- BEOAROME UIERELEMOBIEIC L VG S AESESR

c HEFERIC L D IE5 5]

[FI AT E ]

- BIZEHIHE (EP0008 FBRDOBIZEHIM) (T34 218D 28 H &7z b O RIEEH OB (%)

- B (EP0008 FUEROBIEHAM]) (T3 21RO 50% L AR #—L— N (BIEEHIRIZ
T DIRFEHIRM O 28 H &72 0 O BIEEE O D 50% L = Th - 72 BEOHIE)

) AFNOERESNERAELOHERT MEFE, EAKEZa I FELTL H 100mg KW &RSGE2HMBL, T0%
1EMU EOMEEZ ST THEL, #HEFHESLZ 1 H 200mg &3228, Wb 1 H 2ECHT TRO&KEST
Do 7e¥, JEIRICEY 1 H 400mg &8 2 72 W EEPH CHl ST 503, HEX 1 @MU EoMREAHIF T 1A
FAELLTI100mg L FF2175 28, | ThD,

b) BEER
AO#fEHFEE (SS)

A H AN HE AL
(n=473) (n=123) (n=350)
PERI] Bk 259 (54.8) 51 (41.5) 208 (59.4)
B (%)) |4tk 214 (45.2) 72 (58.5) 142 (40.6)
PN HARAN 123 (26.0) — —
(B (%)) |HEA 350 (74.0) — —
il (%) SR+ AR YRR 2= 32.7+12.0 35.0+13.1 31.9*£11.5
wE (kg SR+ R YRR 2= 62.09+14.11 58.02+14.74 63.52+13.62
BMI (kg/m?) | P+ IEHERAE 22.76+4.23 22.03+4.83 23.02+3.97
5% 4712 123 3489
RRSA (F) gﬁf’;ﬁiﬁ’%@ﬁ% 17.30+11.08 19.98+12.42 16.3610.42
AR S A 165 (34.9) 72 (58.5) 93 (26.6)
TEHEES 5> FEAF
CADATIFR | g s se et g 0 3
(wg(%(, . S Z B T2 b 0 136 (28.8) 59 (48.0) 77 (22.0)
BiRHETHhESL O 319 (67.4) 91 (74.0) 228 (65.1)
TP LR 309 (65.3) 74 (60.2) 235 (67.1)
’;‘E%f%fﬁﬁfz 171 112 (23.7) 4 (33 108 (30.9)
DA 2 A 194 (41.0) 50 (40.7) 144 (41.1)
(B (%)) 3 Al 167 (35.3) 69 (56.1) 98 (28.0)

a) B LFEFIAERERICCZ 29 I F 200me/ BREZEID 5 Stz 2 BlORFEHRIERATS - 72720 EqHD0
SRS,
b) BEDOFAER S ER ORAIEM O 717 2V — 255253 % EEH % &,



V. 1BRICEEd HEH

c) ARBRICH T HLLM (XEFMER)

i) BEER
AFREROTRFRIM (B B+ HERFIR) © SS IR T 357/473 il (75.5%) ICHEHFLNRED
bivle, EERAFFRIL 35/473 B (7.4%) . @EOHFEFERIL 17 # (3.6%) . JELTIX 5 H

(1.1%) IZH 5N, FEAD 5 FI2MEE (1 6) . CTADAREBKE 3 #) ROBFHE (1
B I E VLT Uiz, A EFGIL, SEIER 103 4 (21.8%) . FEIED F 1 100 41 (21.1%) .
EREGEEGE 57 #1 (12.1%) | 58 46 B (9.7%) Tholz, FREERAEFRIL. CANAEE
HE 761 (1.6%) . TAMA 3B (0.6%) . MM 2 #1] (0.4%) Thote,

i) BEERICK DARBRILF
ZaH I ROEGPIEICE - FHEREGIL, 31473 1 (6.6%) ICHB L1-, Tt OEaittd
FWTH (1.5%) . TAAERKE 3H] (0.6%) . flEEE, EREHR., Bl &k ONEH-% 2 5]

(0.4%) THHoT=,

i) BIEF
BIVERIE 203/473 B (42.9%) IR BTz, ERBEIWEMITEFEMED E v 84 ] (17.8%) | IR
27 %1 (5.7%) . BEIE 18 fil (3.8%) Th -7z,

T—2y hAT 201565 A (5 2 BIH[EHE)
d) BIREHEIEE (FEICBE Y HERER )

i) EEEHAR (EPO00S BHERDEEHAM) It 9 5 8B EAE D 28 B&H =Y OE D REEH DB 2 (%)
7 3% I F100~400mg/H % 1 A 2 [ENZ3F TRRA%EG Lic L & (TRWE. K& 767 A&E) |
EP0008 5k DB W%+ 2 R 0 28 H &7z Oy S AERIE DO WRD S 0 Jefif 13
55.2% T o7, IR TIZ0~6 » A, 6 » HEB~12 s A, 12 » A~18 » AKX 18 » A
iﬁ£~24 B ANENEI 51.6%., 59.7%. 66.7% &N 72.0% TH V. REHFEICKIT 5 28 HH7= 0

B FEAEEIENIL 0~12 » A TERRANCEERBED N A b, £ 0% bInEHIH 28 U CEbRiT
n’*ﬁ%éﬂ?‘:o

BEARICHT HaRHEO 28 HH1-Y DI RERBDEILE (%)

Ta I FEGIE (1) o RAERIEL DWW (%) HIfE
AR 471 55.2
0~6 » A 471 51.6
>6~12 » A 418 59.7
>12~18 » A 311 66.7
>18~24 » A 106 72.0
>24~30 % A 9 100.0%

ki 100% (100%6 1], 96.8%. 77.1%. 33.2%%% 1 #i)

i ) BRZ2HAR (EP0008 HERDERTEAM) 12T HaBEAM®D 50% LRARY F—L— b (BRRHARE %
T 5RBHAMD 28 BH1-Y DR RERBDFHVEN 50%ULTH>-BEDEE)
7 a3 F100~400mg/H % 1 A 2 [ENZ3F TROKE L & & (PSS, k& 767 AHRE) |
TR D 50% L AR Z— L — MIRHEEMMICEB VT 56.83% (265/471 #) Th-o7-, 1HEH
MBI TIXO0~6 »H, 6 » AE~12 » H, 12 » AB~18 » AKX 18 » A#~24 » A BNZNEi
52. 2% (246/471 i) . 62.4% (261/418 f4) . 65.0% (202/311 f5i) KX 70.8% (75/106 fi) T
L TBEHIAZE U T50% L AR F—L— MMIHER S,



V. BRICEd 5

B ICx T HAERBMD 50% LAKR U F—L— b

TR 50% L AR H— (i) 50% L AR A —L—F (%)
VR 265/471 56.3

0~6 % J 246/471 52.2

>6~12 # A 261/418 62.4
>12~18 » A 202/311 65.0
>18~24 » A 75/106 70.8
>24~30 » A 8/9 —

) AFOER I N EROHEL TEE, RAZIET7 293 %kbf1a1mmg£@&5éﬁﬁb D%
1EMU EOMEEZ ST THEL, #HEFHESLZ 1 H 200mg &3228, Wb 1 H 2ECHT TRO#KST
Do 7e¥, JEIRICEY 1 H 400mg &8 2 72 W EEPH CHl IS 503, HEX 1 EMU EoMBEEHIF T 1A
AL LTI100mg LTFF2179 2 &, | Thd.

@ EFF#ARSE IHARPBRGEREHER (NR) (SP848 FHER) 9

a) AR E
H £ ¢b1mﬁm%%%ﬁ%m\ﬁmﬁ%kbf?n%iF%m@ﬁ%ﬁ%&%btﬁ@ﬁéﬁ\E
PR O E % 95,
%f G| BRI NTHARIEEE T D 4~17TmO/NETADLAERE
L RMEMRAT R RLEER (SS) @ 13761 (UFEA 91 I, BAA 46 fi)
KON G LR (FAS) : 136 61 (FMELA 90 5. HAN 46 #) *
B G 5 35 | FExt R Bk G e

Bl -4 1H2ENG T TRAOKE L,

TR E(LERIL, B N#E ML, 73V I FOFEE LTROIE (U uy ) ** XLt
FZBR Uiz, 6 1 B ERPE TR G2 L. 2 O%RECEM AT Tl Uiz, ARM R OFE
b e— VISR e R E TR U7 LIRBRETER A L= Ha . ke A EICREL
7256, B 1 BERBRICBAT LT,

%1 [EERBELE L, IBBE(TERMOHBIC LV | RIKHE 2mg/kg/H (2 > ) X% 100mg/H
GEAD | EAE 12mgkg/H (v v ) IZUCTHY T2 A& ekl o#iPH cilE Tt
L b LT, 78, IRED 50kg M 2 5 BFICH LT, &EARIZAEEICESZ 600mg/H
EHZINE DI LT, ARBOKEHEIT 12mg/kg/ H X1 600mg/ H OWFAMEWHE S L
776

aF i TH H

<zZE&H>

c BE RO AT #EE O BRI AT B LEM OB L #fE S HEHS
c BAERRITE DB I

MR, IR PR, N

<12 FHELEX

A BE A (E. RS OMAIR)

- FE, R, BMI

<ﬁﬁﬁ>

< FEAER BRI IS S BB CHBREMICB T T a4 2 REYHRGIC L 240025 HET 5 729)
-&~X74/_ﬂTé EVRIRBAR D 28 H & 12 » DU FAEEE D2 LR
- VRO 50% & TN 75% L AR Z—1— |k

) Ziiﬁﬂ@ﬁﬁ Sz 1 Bim AR, EﬁU\&U‘ﬁSﬁ 50kg LA ED/NRIZIEZ 400mg, AT 30kg UL I 50kg A D
/NRIZIE 8mglkg, AHE 30kg AN O/NRIZIX 12me/kg TH 5,

* SNEAEFIO 1 BRI %ﬁﬁﬁ@@ﬁ#ﬁ#ott . FAS nbBRaba iz,

ok 0 ZavI Numay THIIARMTIRAR I TV RN,
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b) BEER

EHRMADADORETFHIRE (SS)

DM 30kg Al 30~50kg AT 50kg ULk
(n=137) (n=55) (n=45) (n=37)
PERI) F 73 (53.3) 27 (49.1) 24 (53.3) 22 (59.5)
(B (%)) | &k 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 (%)) | 7oT7 A 49 (35.8) 24 (43.6) 12 (26.7) 13 (35.1)
S L bIAIIN 6 (4.4) 2 (3.6) 2 (4.4) 2 (5.4)
Fin GR) @ | FEEIE YR = 11.04%3.79 7.57+=2.24 12.15+2.56 14.83£2.02
HE (cm) % o 136 55 44 37
EEIE R 139.64+21.75 | 118.62+11.76 | 145.15+10.00 | 164.35+10.39
HE (kg) P AR 2 39.51+20.06 | 22.06+4.85 38.93+5.47 | 66.17+15.86
R 136 55 44 37
BMI (egm) | sy g 18.94+4.57 | 1555+1.99 | 18.61+2.50 | 24.38%4.10
a) AERBRBGRIF DT — 2 |[2HSL,
ABARALEHO A O#HEFEMEFYE (SS)
A A N4 30kg A 30~50kg AT 50kg LAk
(n=46) (n=23) (n=11) (n=12)
PR Bk 19 (41.3) 10 (43.5) 3 (27.3) 6 (50.0)
B (%)) |4tk 27 (58.7) 13 (56.5) 8 (72.7) 6 (50.0)
Fi GR) @ | FEEIE YR = 11.11+4.08 7.86+=2.41 13.02+2.60 15.59+1.67
& (cm) EEIE R 136.99+22.92 | 118.28+13.53 | 146.37+10.18 | 164.23+7.68
wE (kg) SR+ R YRR 2= 35.90+18.65 | 21.47+5.43 35.74+5.09 63.72+7.79
BMI (kg/m?) |V¥JfE IEHERAE 17.73+4.15 15.13+1.64 16.67+1.54 23.69+2.97
a) ARRBRBGRIE DT — # [ZHS <,
LEHADHKEERHFE (SS)
DM 30kg Al 30~50kg AT 50kg ULk
(n=137) (n=55) (n=45) (n=37)
FIREIH (4R) | TR AR R R 2 6.26+3.82 5.19+2.68 6.91+4.30 7.05+4.33
o HAE 137 (100) 55 (100) 45 (100) 37 (100)
g{%j;;;ﬁ AR S A 57 (41.6) 26 (47.3) 18 (40.0) 13 (35.1)
B (%) ) TEHEER 70 FEAF 107 (78.1) 43 (78.2) 35 (77.8) 29 (78.4)
TR FAE 106 (77.4) 44 (80.0) 36 (80.0) 26 (70.3)
o ARRBROBEANCRE LT R CTORELZ TN L,
AXRAKEEOEERYE (SS)
H AN 30kg Al 30~50kg ATl 50kg ULk
(n=46) (n=23) (n=11) (n=12)
FIREIH (4R) | TR AR R R 2= 6.55+3.59 5.62+2.60 6.613.92 8.27+4.51
B HAE 46 (100) 23 (100) 11 (100) 12 (100)
%ﬁégﬁﬁﬁ B 5 R 27 (58.7) 16 (69.6) 7 (63.6) 4 (33.3)
% (%) ) TEHEE > FEAE 43 (93.5) 22 (95.7) 10 (90.9) 11 (91.7)
/s e 38 (82.6) 19 (82.6) 10 (90.9) 9 (75.0)

I ARBROBGENICREL L7z T X TORMELZ TR LTz,
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EEAOMTADMARDERRE (£8RHIMEEFR) (SS)

DM 30kg Al 30~50kg ATl 50kg ULk
(n=137) (n=55) (n=45) (n=37)
B (%)
BERHTT A AR HHI S 14 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
1FIL EOHCTADASEZHA L O BE | 137 (100) 55 (100) 45 (100) 37 (100)
BERPTT A AR
L RF T H A 56 (40.9) 16 (29.1) 18 (40.0) 22 (59.5)
Y a=1 - v 40 (29.2) 17 (30.9) 15 (33.3) 8 (21.6)
FERIFX 32 (23.4) 17 (30.9) 9 (20.0) 6 (16.2)
HN R P 26 (19.0) 8 (14.5) 9 (20.0) 9 (24.3)
FET=w— | 25 (18.2) 10 (18.2) 11 (24.4) 4 (10.8)
F I AT NN 24 (17.5) 11 (20.0) 6 (13.3) 7 (18.9)
V=PV aNN 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 (6.7 5 (13.5)
A=0 R RPN 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)
AJVFT I 5 (3.6) 2 (3.6) 2 (4.4) 1 (2.7
7z /L e A — L | 4 (2.9 2 (3.6) 1 (2.2) 1 (2.7
= FFENRL 3 (2.2) 3 (5.5) 0 0
H IR F 4 (2.9) 2 (3.6) 1 (2.2) 1 (2.7
TR YIR 3 (2.2) 2 (3.6) 1 (2.2) 0
EHARRY v 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
=R OAPN 1 (0.7) 0 1 (2.2) 0
07 oY T 1 (0.7) 1 (1.8) 0 0
tiagabine 1 (0.7) 0 1 (2.2) 0
B U oA 1 (0.7) 0 1 (2.2) 0

1 AREMRBGEREOOF L CAPAIKT, EEREMFIZOH L TW i TANAIEE Lz, BENEIK L
L COHTANAIKITERAN LTz,

2 T agEiAi s v e, SrvvaikEtlF N A SueTafEt Y v A Ergenyl chrono KT
valpromide % & ¢,

HE3: 7Vx= b VHEANT T 2= A, T2 F RV TA 2 h by, RAT 2= b AV, RRAT
z= kA ) bU LK Zentronal =& e,

Fa4: 72 )V EX—=LVRANI T = ) SV EZ =)L, T )NV EH =)L F R U DA AF)LT =)L EH
—IWKRORTY I RreE,

a) [ERTELH O HFEIL Normesuximide
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BAAEHOR TANAEDOERRE (£ARHMBIRE) (SS)

H AR NS 30kg Al 30~50kg A5 50kg Ll E

(n=46) (n=23) (n=11) (n=12)

Bk (%)

BERHTT A AR HHI S 14 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 FILL EOHTADASEZHH L QOB 46 (100) 23 (100) 11 (100) 12 (100)

BEAHTT A A

v a=1 - v 19 (41.3) 9 (39.1) 5 (45.5) 5 (41.7)
HN R P 15 (32.6) 6 (26.1) 3 (27.3) 6 (50.0)
FERYF 14 (30.4) 9 (39.1) 3 (27.3) 2 (16.7)
LR_RF T4 N 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)
VA=VAN AN 10 (21.7) 4 (17.4) 5 (45.5) 1 (8.3)
FET=w— | 10 (21.7) 4 (17.4) 3 (27.3) 3 (25.0)
7z = hA A 7 (15.2) 3 (13.0) 1 (9.1) 3 (25.0)
N7 4 FIR 6 (13.0) 4 (17.4) 1 (9.1) 1 (8.3)
7 x ) L E S — LA 3 (6.5) 1 (4.3) 1 (9.1) 1 (8.3)
a0 3 (6.5) 1 (4.3 1 (9.1) 1 (8.3)

= FFENRL 3 (6.5) 3 (13.0) 0 0

ZIVFT L 3 (6.5) 1 (4.3 2 (18.2) 0
TR F 2 (4.3) 1 (4.3 0 1 (8.3)

07 ISR FIL 1 (2.2) 1 (4.3 0 0

B U oA 1 (2.2) 0 1 (9.1) 0

TRV IR 1 (2.2) 1 (4.3 0 0

1 AREMRBGEREOOF L CAPAIKT, EEREMFIZOH L TW i TANAIEE Lz, BENEIK L
L COHTANAIKITERAN LTz,

2 v Tappigliz sy raig, SeraptIF ) s ST alEt Y v A Ergenyl chrono XY
valpromide % & ¢,

E3: 7= M VBFIZ T ==, T2= b, F MY DL TRV, RAT == RARAT
== hAF NU T LK Zentronal % &,

Ha4: 72 ) SV EH—NLVRIANLIT = ) SV EX =)L, T2 )NV EH =L F RV DA AFNVT =) VEH
—ROTY I RUEETe,

c) RABRICH T HREM

i) BEER
BG5BT O BV A EFLIL 135/137 5l (98.5%) Th o7z, WE I L —TRIDOFBLRIT,
30kg Aiifi T 100%, 30~50kg Al T 95.6%, 50kg LA ET 100% TH -7,

i) BI4EF
RIVERNE 77137 f5] (56.2%) Z38® Haviz, RE 7 L—7RITIE, 30kg AKiifi T 27 #i] (49.1%) .
30~50kg Aifi T 29 5] (64.4%). 50kg LLET 21 ] (56.8%) Th-o7z, bHEBOSNIZE
TERNZ. FEIED £ 28 ] (20.4%) TH Y . WTREAR 27 #1] (19.7%) . #=Hk 11 1] (8.0%) T
bolz, ZHDRIWERIZOWT, (KEZ L—TRIORERE LI TICR L,
CFEMED EVORBLERIL, 50kg UL ETRb®E < (35.1%) . KW T 30~50kg AKiiii (20.0%)
30kg AKiifi (10.9%) TH -7z,
EIROFEBLZR1T, 30kg A 2 Y B0~50kg AJifi (ZIE 4 27.3% KT 22.2%) DJ57H3 50kg LA 1

(5.4%) TR TEMN- T2,

CRERORBRIL, FERESN—T TRBETH-7- (5.4%~9.1%) .
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i) ERILICE--HEER
B ICE S T HFFRIT 8/137 B (5.8%) (T8 bz, 2 HILL EICER® bbbz
okﬁ%$%m\ﬁ%ﬁwiwsﬁJ@2%)\ﬁﬁzﬁJuﬁ%)f&okomiyw~7%®%
RRIBRE I N—T CRIRETH -2 (5.4%~6.7%) . JEHD 2 1T 30kg K DIAITFBD &
U, FEMED E Vo 3 fili% 30~50kg AT 1 ffil, 50kg LL ET 2 BlIZRO billc, £ OMos:
HFIEIZE ST A EFRIT, WTNUDDEREZ L—7T 1HORITRD b,
BHPILICEST-AEFL 8 HO I L 4 (FEMEDE WV 3 R OREITE) 1 4 1XREREHER
FEHH LBV &, 1 B2 1T THEHY ] Lani,

v) EELGEESER
EELAEFRIT 33137 4 (24.1%) IO LN, KEZ L—TRIOFBLET, 30kg KT
20.0% (11 41) . 30~50kg AJifi T 28.9% (13 f5]) . 50kg LA =T 24.3% (9#l) Th-o7z, &b
%’7<*}% DIV ZRERIR AL, AR RIS 23 5] (16.8%) THY ., kb Z < RBOLNT-HERSL

. e 12 4] (8.8%) TH o7z,

E%@ﬁ£$%®o% FEAE R VT A AV EFRIRE D H BRI, 30kg Al [FALE 4L 7.3% (4 1)
FKN3.6% (241) 1 . 50kg BLE [ZnZi8.1% (B3 #I) K1r0.0% (0#]) ] BRRETHY .,
30~50kg Aiiii [ZNFH 11.1% (BHI) K8.9% (4#l) 1 BNEn-oTz, FEAIRIEZE AL K O#E %
1L, 80~50kg AKjiii DA TR HiL, BEBITIWTNE 6.7% Bl Thol, TOMOEE A
FEZORBRIIELS, HFAREI/NV—T TRIBRETH T,
RIEBERD TRE B | X (866 bRV L SNTEEHERAFEFLOL L 2HLLTT
FHL LT, ZONFUL, B8 2 41 lam, TR, R, TANAERIRE, BRJEOE K&K ORHIR
AR 1B ThHoTe, ZNDIFNTNEEEGEHILICIEEST, FE2ET—F Iy MFTREAD
fRIFILEE Th - 72,

v) BRRRBREENEL
BEREORERE ML, 7a¥ I FEHSICERT B2 515 B L UIERRNICEE o — 2
TAUNHDOEALITFRD Lo T,

Vi) NS B IILY A U DEIE
INA BN A L OFRERNG, Tah I FREICEKRT 2 LE2 65 —H L7z IR EE R
N=2 T4 UNEOEITRD IR T,

vi) AE., K. BMIOZE1E
R—=2 T A v OFEEIL, RED 39.54kg, HEN 139.67cm, BMI 7% 18.94kg/m2 TH V) | (KE S
N—TRITIE, RENEVIZE 2L OMEIFEN -T2, REEBRREOR—2 T 1 b DAL
BiX, (KED 5.89kg, HES 6.80cm, BMI 7 1.04kg/m2 Tdh Y | {KE 7 /L— 7R TiE, KED 4.43
~8.09kg, HES 3.81~8.55cm, BMI 7 0.60~1.69kg/m2 DFiFAN TH 72, ZhHDR—RZF
AUNHOEFIE, NETEFRINDIEEOFBENTH -7, KE, K, BMI CIIERKICE
FIRR—=2A T A b OELITRD b o7,

vii) DEROZEIE
DA% (-3.48~-1.40 #1/4y) . PR [HIBE (6.09~8.97msec) . QRS [fF (2.69~4.67msec) .
QT [k (-2.06~7.90msec) . QTcB [l (—6.12~0.23msec) . QTcF [#lFE (—4.69~2.94msec)
DFAERFERFDOR—A T A DD OFHEALEITNE L, FREI/N—T CRBETH T,
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d) BREICEE Y D ERR AR

NR—=2F7 4D 28 AT OEHIFMEEFEOFRAEIL 17.68 B TH Y, (KE 7 /L— 73 TiL 30kg
AR5 T 32.48 [, 30~50kg Ajiti T 16.80 [A], 50kg L LT 8.00 M TH -7z, _R—RA T A xT 5D
IARBERF D 28 A & 720 OEFAFEIE O ZEEO T RAEIZ-4.78 THV . KEI L—7HITIE
30kg A T—8.84, 30~50kg Ajiii T—-5.00, 50kg LA ET-2.68 Tholz, _—R T A NIxtT D
FrIM O &Aoo 70 AEO 28 HH 72D OFRS IR O BEO P REIZ-5.12 TH Y | KEI L
—7BIITIL 30kg Aiifi T-7.47, 30~50kg Alifi T—5.25, 50kg L FC-4.40 TH o7z,

) R=RSAUITHTHEABEHHED 28 BH1-Y DEHFEMBDLELE
N2 T A KT 2 RIREH O 28 A H7- 0 ORI OELHEIL, IR O % 1
Zl U CHERF STz, RIGEHIROREICEE, 28 A H 720 O FIEREROZERIT L Y K& L
Role, HARIERROENRIIZERE S NV—T TEBURABRETH T,

RN—R T4 VI L eBEBED 28 BHT=Y DI FEERBDEILE (FAS)

R By FAERIEL R—=2F5 A b DI (%)
n {54 » th o fiE % @ th o fiE
AAE]
R—2AF5 136 17.68 — —
AR 136 10.56 136 -52.73
<13# 136 10.15 136 -43.04
>13~26 127 8.31 127 —-61.54
>26~52 I 117 4.61 117 -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 Aifi
R—=2AF A 54 32.48 — —
AR 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
>52~78 i 35 8.91 35 -59.34
>78~104 32 8.00 32 -61.92
>104 # 20 10.73 20 -77.66
30~50kg i
R—2AF5 A 45 16.80 — —
AR 45 11.78 45 -50.53
<13# 45 11.08 45 -39.68
>13~26 43 9.56 43 -58.97
>26~52 41 3.85 41 -60.76
>52~78 i 39 5.38 39 —-60.59
>78~104 36 3.43 36 -65.13
>104 # 15 17.50 15 -60.71
50kg UL E
R—2AF5 A 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 34 2.58 34 -73.68
>52~78 i 32 3.23 32 -65.18
>78~104 27 2.00 27 —-64.71
>104 ¥ 8 3.00 8 -74.32

T BIEEEICE T A _R—=2 T4 F, ERA RNV AINAR=RT (2 (A7 U —=" 7RI 4 BEORERL)
BRI ) —=2 W B HIE&S- HORTH £ TORIMER IS BERENSEH L,
a) BRI, L HI RIS RIET — 2 BN o= BEE,
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i) LABEHMOD50% R 75% L AR A —L—k
EVEFEHM D 50% L AR H— L — MME51.5% CTh - 7=, KE 7 /L—7 B TlE, 30kg Al T 44.4% .
30~50kg Kiifi T 51.1% K TN 50kg LA LT 62.2% TH VY, HRENEL 2DV EL o7, BIE
TR D T5% L AR X — L — M 34.6% CTh o7, KEZ V—TRHITiX, 30kg Kliii T 33.3%.
30~50kg AJiii T 31.1% K N 50kg LA =T 40.5% TH ¥ |, 30kg Alifi & 30~50kg AiijixIsdsteiald]
FRECTH 720, 50kg LLEIZMOIKRE 7 L— 1 TEN -T2,

£REHBD 50% KUV 75% L AR A —L—k (FAS)

el 50% L AR X — 75% L AR X —
M
AR 70/136 (51.5) 47/136 (34.6)
<13 60/136 (44.1) 35/136 (25.7)
>13~26 72/127 (56.7) 43/127 (33.9)
>26~52 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 i 27/43 (62.8) 18/43 (41.9)
30kg AT
VR 24/54 (44.4) 18/54 (33.3)
<133 21/54 (38.9) 11/54 (20.4)
>13~26 I 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
AR 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 i 10/15 (66.7) 4/15 (26.7)
50kg UL E
VR 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)

W1 BEERICEATAR—ZF 1 E, E AN IAR—=ZT A (A7 Y —= 7 4 BEOIEER
B) ROAZ ) —=2 7S HREE HORTH £ TORMEHFEICES < BIERE HFHH L,

W2 %%, UM FTRER L AR AF — 2 24T 5 BERE L LTEB L,

HE3:50% L AR H—L— KRN TE% L AR HZ—L— ~E, N—RT A NIHT DT O£ 1R
D 28 HH 7= OERIFIERILDOWA RN, ZNEFI 50% LU ER P 75% L EOBEFEDOEIE L Lz,

T—=X2Hy " AT 2017 H 11 A (5 2 [ RHRE)
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© ER#ARENARPBGEREHR (RARVNE) (EP0012 HER) 7

a) FEREIE
H B | BIEa s br—ARELRTORWVIRERNRFBIEEL T T 5 TANABRETEXGIZ, JFHREE L
TT a4 3 FeRkasks Lo e et L OF 2 i1+ 5,
pa S| JetT U CFEN L2 EBRILRF AR (SP0982 k) MoBITLIZRIEay Fu—AnEohn
TWRWRERRBIEEZ AT D 4 L EOTANABE
BERFIE - 240 1 SMELA 203 11, BAAN 37 fi)
LARMERET R GAER] (SS) ¢ 239 5l (AMEA 202 i, BHAA 37 i)
BRI GEN (FAS) : 238 il (FMEA 201 1, HAA 37 i)
% 5 J7 ik | Rk 535
A1 H 208, K12 REOMBREZ 22T TRAKE L,
R (a > 7)) *CTREME LZBE T BRI TEMOAEMNC LV SERICAEE T 52 L& w
BEE LT,
%1 [EERBERFIC LA T O & TR o 5 2 Bas L7z,
SP0982 A 5T LI BE -
- {RTE 30kg KD/ NEEZE  10mg/kg/H
- {RTE 30kg VA I 50kg K D/NREBFE : 8mg/kg/H
+ {RTE 50kg UL LD/ K OB AEST © 400mg/H
SP0982 ik & X—A T A itk LT-BE
« (K 50kg R O/NEEF - 2mg/kg/ F
IR 50kg UL ED/NR R OB A B : 100mg/H
ABEORERSERURREEE
A (RHE) kRS & eEf s &
i (va v (50kg A D/ N EE) 4mg/kg/ H 12mg/kg/ F
gEKl (50kg LA Lo/ N ) 200mg/ H 600mg/ H
BEA (BN BFE) 200mg/ H 800mg/ H
FE A T OB | <T2ME>
[ = ZFEAMTEA ]
- BE ROV IUINHEE O B RS IR EEMOBLEIC LV 5 SN EFS:
- BERRIC L 505
RO 28 HBH72 0 OKMFEIER O A7 v =—5 (BB H ) Prospective ~— AT A
AR & LR LT 25% LA T, 25%i8 50%LL T, 50% 48 T5%LL T & N T5% I L= B o FlE
RIS A R ERL 2 R 8L L T B O E A
<BHMMHE>
[FI Y EHmE A ]
+ Combined ~— X 7 1 H#f[#] (SP0982 #lik ™ Historical ~— A 7 A ] & Prospective
— AT A VHIR A DRI ST 2RO 28 A&7z OMRERAFEIERER DL

) AROAR SN EL ORI TR - @H, RAIZIEZ a3 I FELT1 A 100mg &Y &52MHMG L.

D% 14
#5475,

AL EORIEE &I THE L, HEFFHEZL 1 H 200mg &322, Wt 1 H 2 BIZS T TREA

7o, JEWRIZE Y 1 H 400mg %8 2 7o \WEEPH Cll BT 5 2%, MR 1 EBILL EoMEE ST

T1HMHEELLTI00mg LFT21T5 2 &,

AN R, AL o/ NI T 2 Y2 FE LT 1 H 2mgkg K VS ZBIGL. 0% 1 BB EORE
ZHTT1 HAREE LT 2me/ke 708 &E L, #ERFHEZ(KE 30kg RiO/NRIZIZ 1 H 6mg/kg. KE 30kg
L E 50kg Rii0/NMRIZIZ 1 A 4mglkg &35, Wb 1 A 2EICH T TRAOKET 5, ok, FERIZED
RE 30kg RN O/NIZIZ 1 H 12mg/kg, RE 30kg LA | 50kg i D/INAIZIX 1 H 8mg/kg & 8 % 722\ i
TR 525, HEIX 1AM EOMEZHITT1 AHESE LT 2mgkg LTFF2175 2 &, 22L&
H 50kg LLEO/NRTIEL, BAERICHE - HEZHWSZ &, | TH D,

% 0 73t Fomy TENIARICIEAR I TR,
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b) BEER

ADOREHFHEE (SS)

AAEH
4~12 3EA |12~ 18 kA |18~65 mAlH| 65 kil &t
(n=16) (n=36) (n=186) (n=1) (n=239)
51 Bt 8 (50.0) 11 (30.6) 86 (46.2) 0 105 (43.9)
B (%) ) |Z&tk 8 (50.0) 25 (69.4) | 100 (53.8) 1 (100) 134 (56.1)
HA 13 (81.3) 21 (58.3) | 143 (76.9) 1 (100) 178 (74.5)
2A 0 1 (2.8 3 (1.6) 0 4 (1.7)
AT VDN 3 (18.8) 13 (36.1) 32 (17.2) 0 48 (20.1)
B (%) ) |7 AV DEER 0 0 1 (0.5) 0 1 (0.4)
T T AR GER
Z ORI 0 1 (2.8) 7 (3.8) 0 8 (3.3)
Flin (%) I AR | 8.6E2.5 15.8+2.0 31.7+11.0 66.0 27.9+12.6
wE (kg EME SRS | 33.69112.48 | 63.20514.62 | 76.8019.84 96.90 71.95+21.87
BM (Ikg/m?) [Pl -iE%EFZ | 18.06+£3.31 | 23.12+4.27 | 26.76+6.22 35.59 25.67+6.29
I (4F) | TOME D AEE(RZE | 3.42+2.14 | 4.98F4.41 |17.83+12.23 74 15.11+12.60
FIEFEM (%) | P EREREZE | 5.53+3.44 | 11.04£4.28 | 14.08£6.20 5.00 13.01£6.24
WEIZER Lz [0 7 (43.8) 18 (50.0) | 113 (60.8) 1 (100) 139 (58.2)
PICAMAIED [1~3H#l 9 (56.3) 17 (47.2) 54 (29.0) 0 80 (33.5)
A 4~6 Al 0 1 (2.8 17 (9.1) 0 18 (7.5)
B (%) ) |7HILLE 0 0 2 (1.1) 0 2 (0.8)
P 0 A 1 (6.3) 0 3 (1.6) 0 4 (1.7)
%ﬁ?i%f%@g? 171 8 (50.0) | 18 (50.0) | 54 (29.0) 0 80 (33.5)
ﬂmﬁﬁﬁu;ﬁ 2 Al 6 (37.5) 13 (36.1) 94 (50.5) 1 (100) | 114 (47.7)
I 0 ) 3l 1 (6.3) 5 (13.9) 35 (18.8) 0 41 (17.2)
o 4 % 0 0 0 0 0
. 0 Al 1 (6.3) 0 0 0 1 (0.4)
e | 8 (50.0) | 16 (44.4) | 57 (30.6) 0 81 (33.9)
ﬂ{ﬁﬁﬁﬁﬁuﬁ 2 Al 6 (37.5) 14 (38.9) 97 (52.2) 1 (100) 118 (49.4)
Bk (%) ) 3 # 1 (6.3) 6 (16.7) 31 (16.7) 0 38 (15.9)
o 4 % 0 0 1 (0.5 0 1 (0.4)
BEIKR
SO FHOEKRESE., REKREE. THUBREEDSH (BRARUNMNE (4KE 50kg A L) )
. N
A son
_ (fA# 50kg UL _E)
(n=195) (n=26)
H% (%)
1 HEE & kEERE | REREE THEERE | BRRELER | RHEREE D& SE Sy
. 43 30 8 4 7 2
200mg/ R LT (22.1) (15.4) (4.1) (15.4) (26.9) (7.7)
200mg/ H 48 26 26 34 8 3 6
300mg/H LA F (13.3) (13.3) (17.4) (30.8) (11.5) (23.1)
300mg/ H #8 100 116 116 12 13 15
400mg/ A LLF (51.3) (59.5) (59.5) (46.2) (50.0) (57.7)
400mg/ H 48 19 18 33 2 3 3
600mg/F LLF (9.7) (9.2) (16.9) (7.7) (11.5) (11.5)
600mg/ H 47 6 4 3
800mag/ [ L F (3.1) 2.1) (1.5) 0 0 0
800mg/ H #A8 0 0 0 0 0 0
1 1 1
ké (0.5) 0.5) 0.5) 0 0 0




V. 1BRICEEd HEH

3 FHORKIRSE. REREE. THREEDSfH (IKE 50kg RisdD /M)

R R
({7 30kg UL I 50kg Kiifi) ({7 30kg AJii)
(n=12) (n=6)
Bl (%)
1 A5 g e B 5 SR B ARG 53 e ey R
. 1 1 1 1 1
4mgfkg/HLLT (8.3) 8.3) 0 (16.7) (16.7) (16.7)
4mg/kg/ H 2 0 1 0 2 0
6mg/keg/ A LLF (16.7) (8.3) (33.3)
6mg/kg/ H A 3 4 7 0 0 1
8mg/ke/H LT (25.0) (33.3) (58.3) (16.7)
Smg/kg/ H 5 6 4 5 3 4
10mg/ke/H LU F (41.7) (50.0) (33.3) (83.3) (50.0) (66.7)
10mg/kg/ H 1 1
12mg/kg/ A LI F (8.3) (8.3) 0 0 0 0
12mg/kg/ H i 0 0 0 0 0 0

c) ARBRICH T HLLM (XEFMER)

i) BEER
TREBRIE R G- BAATR 1A EHR N 197/239 il (82.4%) IZRO BTz, (& A EDFEREROEIEE
IR (72.8%) XITHEE (45.6%) T, MEOHEFROFEBFEIL 10.9% (26 i) ThoTo,
TR FEFRITHREIER 47 6] (19.7%) T, RTHYE 44§ (18.4%) K OVZFEMED F\ 35 i
(14.6%) Th oz,

i) BEERIC& BABBILF
ZaY I FORGHILICE T GFEFLRIL, 10 6 (4.2%) [Z@BD BTz, 2 FILL EOBFITHE L
TR OBE G IEICE T HEFERIT, @A OI A7 a—XAETANPAE 2 6] (0.8%) TH
277,

i) BI4EF
BIEM X 83/239 il (84.7%) IZ#B®H Lo, ERENWERITZENIED E v 26 ] (10.9%) | fHAR 14
Bl (5.9%) | [EHEMED VR OELA 96 (3.8%) Th-olz,

V) AERARMICE T ARERERVIA VO —REXRAMIEML -HBREDE S
Prospective ~— 27 A UHIRIZXI T 216K BIH O 28 Hd 72 ORMFEIER DI 47 v =—%{E
SRS 50% M U= I, 2 1792 61 (1.1%) KON 4/92 5] (4.3%) ThHoT-,

V) BRHIERICH -G RERERE L HREDOEE
Combined _X— 2 5 A HiE]. X Combined ~— 2 T A o B} ONEREHA ] 2 RARFEAE R NS
I u=—REE R LA, T 50 6 (20.9%) KU 48 ] (20.1%) Th o7z, £/,
FEAERE ST Combined _— A T A IR KARFEAE R NI A7 v =—RAEZ2 BT, 1GRHIM T
ZHTT e RARRVER OV A7 v =— R B RBL L7 BE X, 22 3 61 (1.83%) KO 4 451 (1.7%)
Thoto, B, FIEFEX L Combined ~N—A 7 A VHARIC KAHIEKR VR A7 0 =—F /X H B
B BEMMEF L RMBIELROI A7 v =—RBIELZHKB LR T2 EBFEIT. 2R 147 i
(61.5%) MK1r145 i (60.7%) T -7z,




V. BRICEd 5

d) BIREHEIEE (BB T HERKRAR)

i ) Combined R—X 5 4 VHIEICx T HAELMAMD 28 BH1- Y OREMARIERIBDELE
Combined ~— 2 7 A »HIRMIZxHd BRI O 28 B &H 7= 0 OFRERRIERIER O ZLR O
X, —88.52% Tdh - 7=, LL FITR L7e AWM OFERTE T OEMH O Combined ~— 2 7 1 L H]
T3 216 0 28 H 7= ) OFREMAFEIEREOZ(LRO FRAEIXFARE TH D | 1B
MoESIZEbLT, —BLTED L (0~22 3 : —88.20%., 0~46 # : —86.32%., 0~94 i :
-89.45%) , ®HEMTIE, 94 HHE~142 WO EEIL 100 T, Combined ~X—RZ 7 A » HRIZ %7
DI O 28 A &7z ) OIREMRBIERE O Z RO T RAEIL, -93.50% Th > 7z,

T—F Ty bAT 201948 A (GF 2 [FIH A

(5) B&E - WAERIFHER

1) ERARERE (—REARERE. BEERABERE. FARBLERE) | 2ERFTET I A—XH
E. HERTRERFBRONS
OFERABERE
a) TR FIEIC R D O0FRE (RN)  (FEkE)
FUEARTER OE R IR 2 KRAMOBEIWER O, BIER OFAR R OHE K Ot BT
WEEH2HLEE2 ONDBERERGT 5,
b) TR KT 2 BAEDE (A ()
HAFEIC BT 2 HERER T CORIWERAORBARR O, ARMEOFAM, K OLat:, ARk
BHZ2DEBZONDERERTT 5,
QB EFEABERE
a) TR FAEIC KT D HANRE UMY (FEH)
AN EFIFRIEIC BT DR T CORIERORARNOIIE, AEORM, LkOZett, A2k
WEBEEZDEEZLNDIERERGT 5,
b) SREMRIEME UNR) (G TE)
SRELRIEMEZ T 2/ hNR TANABE T 2 HEE T TORWERORARIOHIR, FRhEDORE
fili, MOVLZEME, A EE 525 B2 05 BRERFT 5,
QB R ST & ER RERER
o RIECRT B 0P EE (R (SEhE)
HRFREEE D 7= T E NG L 7= ke % 538 1 TARAI D 5% ke L T 2 85 ~ O e BLRIELE K& OHE 1]
ERICB T 2Rl OREEORGTE BN ET 5,
2) RREHLELTERFEOHNBRIEER L -HAE - HBROME
Y L7
(7)Z Dth
MR L



VI AP BE 4 5 T H

VI. EMEIE (I HIER

1. REZHMICEEHSILEMXITILEWR
LRFFTEHL, FERNIF, PETw—h, IR TU Z7anF A V=HF IR, T=z=hr v, L
A=1 ol N RVIVN VA O T VAN e il =
R BEOH 26O UIRE T, RAORMIEEZZRT L L,

2. EEEH
()YERERGL - EFRKE

Na*F ¥ F /Ui, Sl NEMEAL & BER 2 RIEMAL D 2 D A J1 = X L CTHIE STV 5 1617, $RIR72 RS
PEALIE, TADAD IS ITHRHIT 2 =a—n OBRLZBEICL>TEIY, ma—n OBRERZFEH L T
W% 17.18)
S a4 I BiE, fkD Na Fr 37 my h— L ZRARZMEIC LD . NatF v %L OFBR7A RiR L4 %
FENRE S5 2 & TOHEMETE 2 NatF v 2L OFIE 2 S, =2 — 1 O Rl 72 B 2 14 2%
LEZH5NTWA L1718
¥ ERD Na F o 37 vy I —IXRERRNER PO DOEELZELED LB LN TND,

a4 FOERKE 1®
(BEZBRED = 1—0OVIZHEITHEMEENE Na*F v RILISHT H4ER)

S Nat
TEHEDSDEE
(+) S3E
o . ° @ IS @ J ot
HEERDNaF v+ = =t
(R
b SIREAEME( L BREEEt
(Fast inactivation) (Slow inactivation)
HEUBLIAD BURIEZFNAULED
TEMEE TEMEE

<EE>BAERKE FEILAFR BEEss u R— £4%



VI LRI B9 5

<BES>BHERFEMENaF ¥ RILIZE T 50 FLANILOEHILER

TADPAICBT D =a—n Y OBEMRIL, EHEETE S NatF vy RV OERIC Lo TRES LD, BHI VW
LA TARTEPEAL A % B 72 SO T He TR UL 2 VLA B TRIEMEAL 2NV E U 28R 2 BOG DIE 9 3
RIEMEAL B ORAEICE R 2 03005 Z L vb . FHFREZ: NarF v FAOEGRBD T 5, T O OfERT:
AEMAEOMEEEIL, NatF v RV ORIFIAREEZ KT SEL 2 LICL), ma—nrOREEZIK TS E
% 16,19)

1) BAHKTEME NatF v RILICHT B4R (in vitro)
® Na*F v RILOBRERFEEEICHTE53493 FOER (in vitro)
< 7 AREERARRAIEAL N1E-115 2 W T, =Lk Ry F 7 T LI L Y NatF v RV OFER
RARIEMARICRT T 2ERHICOWTRREI L7 E 24, 7 283 R 32umol/L 2 & 0 AE TRV A EH
{LARRED NatF v /L2348 (B L e — 71m%ﬁ@)btommeLfi:m@W®% LTI
X&Imiﬁ%;@&b 320umol/L TIE, Ina BHIZHA L, 7 24 I RIZREKFHIIC NarF v ¢
BT DBRIEATEMAL 2R S H T,

a9 FO Na"F ¥ RILDBBHREFRFHEEICTT HIREER

&R
P2
P1

Z3aHER324mol/L S3493K100 4 mol/L 5349 =K3204mol/L
—10mV ‘ ?
, 1nA
nE® b ”L—
1.5s
1.0 7
0.8 |
=
it 0.6
E
|
7 04
INa Sk
029 «O-SaYIFNERIOERTP2/PI
—o— SOYIRLER DERLP2/P1
OO - T T T T T T T T T T T T T T T T T T 1
10 100 1000
SoYIRERE (mol/L)

P1: M8/ L RARTOE—EGR . P2: B 1B/ LR R OE—JER
BEE—Y1n:P2/P1

( YN :{ERHIE

ns:not significant

EEIREERE

*k p<0.01, *%¥%* p<0.001 (Kruskal Wallist& 3E)



VI. RT3 2 A

@ Na*F ¥ RILOBREFFHIERUREHEN SOEEREICRIFTSaY I FOEZE (in vitro) D
Vﬁxﬁﬁ%@%@Nmﬂw%%wfﬁﬂﬁiF@Nw?k*w®%@&K%ﬁM’ EI B2 Y 30
RIEVEACIREED & ORI T 56 5 B OV T Lo, BUl 2 RIEME L & [RRRIC, EFRIETO
NatF ¥ 2V DGR TRIEM LD 7 1 & R IEENI K ET 5, REH(LE UEHEM"?O)IEI 1 Boltzmann
DREWEL TT 27, 22 b — LR TICBIT DBIRRANEEED AR TERThHoTelod, F¥ 1L
D KRR D 50% % =3 RIEHEALEIL (Vso) 138 64mV & HEE Sz,

ZOREHR, T3 2 FiE, 32umol/L } ¥ 100umol/L THEMR 22 ARIH AL BT HIHR 2 & 5 12 B A3~
FEARAFRIIZ FEEE (KA . 7293 F100umol/L IZH 1T 5 Vsold—57TmV Th - 7=,

EN mﬁmhﬁ%@lﬁlfﬁﬁ%ﬁ KT 5T 2t FogBEEL | REFEM—80mV (BT, 10 BdH D
W 30 B —20mV E THUAME S 5 &M T CTHRET Lc, REIBOE, 1.6 B ORE R ARG
{boEEHIM A BV =%, 2 BREIBT, —10mV £T 20 S VPOV RAEZHE X2 ©—7&ERD L
AERATT 5 2 L1 K IR 2 JE LT,

T OFER, IR ANIET ¥ FANEET 2 E TORRILT 29 I FIEFET TS99, 7atI R
100umol/L fFE FTIX 6.7 TH Y, 724 I NIIBOWOERICED S, Bk RNHLT ¥ rn
[F1E 35 F TORMICEEL 52 eho72 (M B)

J3Y 3 FORBRLGFFHABMMBRISHT HER (A) RUFFERENSORIERE~DZE (B)

A

1.0 - ®BE5HI

0.9 —10mV  5s
2 i
% 08 1s
1 07
t —120 mV
é 0.6 ~
I 054 O B 5 Z3aY=R1004M

=B~ 53493K32umol/L
041  _@=5343K100¢mol/L
0.3 1nA
—140 —120 —100 —80 —60 —40 —20 (mV) 1 ms
EHATITER
B
BB

104 “CERERI=585+05%
= . 10s
# O —20 mV
£ 08 weqp”
l|: —80 mV 1.5s
e 06 4 0S50 HIR=6.710.3%) (ns) Sa43R1004M

1nA
" v w_
T T T T T TTT7T 1 1ms
0 10 100 (s)
Bl 5 R

ns:not significant

FiE LB



VI S HERIC B9 5 IHH

@ Na*F v RILOBRERFRALNT A—F(THTHF3 43 FOER (in vitro) 29

Na+F ¥ RV OFER R ATEELIZH T2 7 a0 I ROEHRIZOWT, NatF v xR EERZE T 258
TFOPFTADAIE (I ~wBEy ZJx=hA Y, FERIF, V=9I F) KOSPM6953 (7
Y I RO SRR LR Lz, 7 2% I FEEL T X TOEKAOREIT 100umol/L & L,
~ 7 AP IEEMN N1E-115 2 VT, BR—L By F 27 5 0 FEIC T, BIRARAREE bl <5
A= L LT, Vso, FEIRZRATEMACHIHRO AR K O B — 7 Ina Ziifk L7,
BRI R T, R AEE LRI T D Vso DZELE (AVso) DKTHEEL—8ETmV Th
ST=DIxt L, 7 2% I REETIE—33ETmV & AR R\ ~D 7 R RA L7z (p<0.0001 [
Y AR E] | WAREIC LDt RE) .

J3aY = PO Na*F v RILOBERGTERILISH T 5468

(/e LS (/lmee) SOYSRE
1.0 1 1.0 1 i_%
0.9 - R, 091 ’}
0.8 INCHL 08 1
“:0 0.7 A : “:0 07
£ ; =
[ 061 ; [ 06-
Ine 05 v 5
041 w13 5B 04 1 P s
= A% (DMSO 0.1%) -
031 : 0.3 - ;
A T T T s a
BiL (mV) EhL (mV)
TiEEAERE

F a% I PO EEEA AT COFRM T E 20 NarF ¥ RSB R U R RIEM LT v 7L
DK  OFEIR IR ARTEMEAL B O AR IT B E RE S e o Tz,

Na*F v RILDBELETESEIE (AVso EHEIE) IZ/T 55343 K,
MO TAINAER Y SPM6953 DEH

(mV)

kK%

O B8 ¥ (DMSO 0.1%)
[ by N

SPM6953

B AHILNATEEY
NIJz=hkq>
BY=¥3F

H x{EE# (DMSO 0.2%)
BSERN) XY

20 -

Tl 1Z%RE
*%p<0.005, ***p<0.0005 (MAIREIZLD tBRE)



VI RS ARBLIZ B3 5 H

JaAYI K, O TADAERY SPME953 M NatF ¥ RILIZHT B
BIRGRFMIENS A4

% | AVso (mV) Aslope
*THEEE (DMSO 0.1%) 6 —8=+7 —2+9
Z a4 3 R 100umol/L 6 — 337 —1+3
SPM6953 100mol/L 7 —11+6 —3+5
71 V3= ¥ 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
*TRERE (DMSO 0.2%) 6 —5+7 —5=+1
Z% kY ¥ 100umol/L 7 T4 —10£ 2%

P fE AR R A, SPM6953 : 7 =t I Fod St Rk

Vso : I KFIFHE D 50% % /~m 3 A& AL ENL
AVso @ SHRSOTEEFNER 5% D Vso— £ 5-RID Vso
Aslope : FEHR 72 RIEMEAL MR O AL

%% p<0.005, **k% p<0.0005 (FHIREIZ LD tIRE)

QQEME R 1T HHARME
1) TALAREICHT HER

O RHZF R DT REICHT HER (ROR) 2

K~ A (C5TBL6J, &8 9~10 Bl) Z M\, JFRlEE N CRMZICPBRER 26 2 A%, 10 A OE#E
iR, PREMmE N L CELKANG (FEME VA, 250pA, 1 2 VR, 50Hz, 1 M) (I2kv x> KU
VI EFRESE, Tat NOv T RARES S N VO RIEICHT D ER 2B Lz, BIEXaT
(Racine A7 —/V) 5 OFENRD72< &b 5 FERHEBLTHZ LIV F U R 7%l E L, 7=
F I Ko 3, 10, 15 XUV 20mg/kg ZEVENE G- L, 30 /0% IR — OB XN & 0 BT 25 1E% 8L

217,

TRMERFIE (RaT7 =3 OFIA) 12X LT, 7 a% I K 20mgkg TIEHAEZRME (70%) BH5

= (KA

FIEA 2T OHRRAEIET 29 I K 3mglkg NOABICKT L2, HEEFAEIAON -T2 (K
B) . 733 N 20mgkg KRG TORIEZaTIE, &ERIO 5025 1 £ THLMRBAD Z R LT
BRI FHRE IOV TIZZ 24 X N 10mgrkg VLT, AEEAH THERERA 2B (K C) .,



VI LRI B9 5

REBRER) I IRIIEITETAY I FORENSTA—2II1T HER

A (%)

100 W5
s 80 O#%5%
% 60
¥ 40 *

: |

0 T T T T

3 10 15 20 (mg/kg, ip, —30%))
B’EE
B
% ° « . W5
1/_’(5 4 O#&5%
%k
24 3
A
2
2 .
o, [ ]
3 10 15 20 (mg/kg, ip, —30%)
BEE
c ()

W =55

% 40
g 3 . D5
B 30 * *
% 25
g 2
E‘é.;' 15
mo' ﬁ

0 T T

10 15

3 20 (mg/kg, ip, —30%3)
BE=E
EHEHIZERE
* p<0.05 (& 5RI{EZE X ER)
A: & FEAE (Fisher’ sIEFEFERIRTE)
B: #{EX37 (Racine R4 — )L ) (WilcoxonfF 5 {+=BRIETE)
C: & F ST (R E)



VI RS ARBLIZ B3 5 H

Q@ BEXVFRYVIREICHTZER (Sy k) 22

K7 > & (Sprague-Dawley : SD, ##f 7~8 i) % U, YRS MR WA E A A Al 2 A A, 118
Mo RIE %, WABRMEEMZ T LT 6 B o fIC 30 /M@ Tl (TF VA 200pA, 1 2 VD,
50Hz, 10 LA, 1 H12[E) +228%, 1 HBEIZ5 HRE (£ 60 [BH) # YKL, Racine
Alr—)L Stageb DX RV 7Ty FaER LTz, EXIMA 1EMTILEZ 2 IR (7, 13, 19
KO 25mglkg) # HAEVENE L L, BIEA 27T (Racine A7 —/V) K OMRRG FHoiRHE 22 & L
TEDOIEMZFMi L7z, R RU 27Ty MIRT 57 a2t I K 25mg/lkg O HEIERENE G2 X
HERZBEFOR CADPAERDOER KA E (7 2= b1 > 150mglkg, W/ 3~E ¥ 50mglkg, 73V
7 ufig 250mg/kg KON b A7 23 K 250mglkg) (BT HIEH L MEI LIz 2 A, 73 I RO
BIEATTOMT (5725 3LLF) 1EM® EDso 1% 13.5mg/kg Th o7z, 7 29 I KD 25mglkg 1%,
Stage 5 DFAEITKRE L hHRAY THIEH R RFH 2 ] B Aa9 s Bl L7z,

BEXURIUITSY MIBETSTaY I FORITLNAER

R & FEA =T 2 EDso PRI R e (BD)
| (mg/kg) AR D F R S (mg/kg) CEYfif + fEHERRE)
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 34.6+8.3*
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 : H & OEHDEME
Stage 2 : Stage 1 DIEIR+ HEAIT VLA
Stage 3 : Stage 2 DFEMK + RO OB T W ILA
Stage 4 : Stage 3 DJER+7H L3V
Stage 5 : Stage 4 Dk + #rfE
b) 95% {5 X [H]
EDso : 50% %03 H &
*p<0.05, EHAIEEHELTHE
(FE1EA 27 : Mann-Whitney ® U HE, %RIEHERHEFFRE : Student @ t FR7E)



VI S HERIC B9 5 IHH

Fa% 3 K 25mglkg TIXEE XV R 27T v MIBIT DB OB, MoHTANA
LY REN-T,

BEXUFUVITSYMIBEFSEIIY I FOREICEDREMERTT (A) RUERRSFHGERE (B)

A
54 e
4 4
#
A 37
4 ; s
7 s - Saysp
24 = Jr=h Y
’ “O ALNTEEY
1 0= /LT O
------- fes TRROVER
0 T T T T T T T T T 1
—100 0 100 200 300 400 (%)
R
B ()
100
-~ 7O =K
80 - B i el 0 0
O WL EEY
® 0= /N0
60 - wfes TRRGVER
&
=3
i
B 40 A
&l
20 |
0 T T T T T T T T T 1
—100 0 100 200 300 400 (%)

R

2) TADAREICHT HER (Ty k) 2

W7 >~ N (Wistar, &#E 9~10 ) &M, AR ILESMUEZ ITHE 2 5A A 72 BRI B 2 7 L TER
FE U 7=, FRMERT 50uA LV BREE L, EBRHOMI1IH 20% T >, 1 ofE o &b 3HH %I
RRFHEINLETHRLE, X RY /7&%%%@1 (ADT) 2Nl S7- B L 0l (AR
W . 7% I R3, 10 KO 30mg/kg/H%A 1 H 18], #2510, 22~23 HIH., BEAKRE L, &&5
A O 5% 30 4312 1 Bl @ikkZ & XU (%*ﬁﬁ%?&/vvx\ FARR DO ADT X 0 Bith LK) 20%
O, 1 I UR, 50Hz, 17, #IZ5 ) IZL55IEA 27 (Racine A7 —/V) K OME R FHRF
IC DWW TR L 7=,

Z7aYIFOT7 v MEbktgxr FU o ZERICH T OIERZRE L 2 A, 2 RU 7RI,

7 a% I Fo 3mg/kg/H TIHMEMITA LR -7 (KA, D) . 7=2¥ I F10mgkeg/ H TiEF R &~
7 OHER GEIEA 27 R O Rk R (3 2MmsiEM 2260 (K B, E) | F FY o7 iHE
GEIEA 27 5) \ZEET 5 F TOFELRPLIEIEA 90% @I L7z, 7 =% I K 30mg/kg/H TiEF o KV



VI Hh B B D I H

VRIS DM O R IEER S A b= ZoHETIEENEN (BRIFEE) 2o Tz (K

C. P .

Zat I FiFHT O AERICIA, v R o 7RO b,

Sy MRMBRF ORI VTETIICETSSIYIFOX U N U TERICHY H4ER

vom RTEERE
= SOH 3K 3mg/kg

0 i é é i é é % é é1b1H15151@151%131é1§2b2H2&252h

BB H

wom XFHREE
- SOH 3K 10mg/kg

w© H

10111213 1415161718 192021 222324
B

- SOH IR 30mg/kg

A
%
1
z
|
7
1_
0
B
5_
4_
% 34
1
3
72
1_
0 T 1 1 1 1 T 7T
012345678
o}
%
1
z
|
7
0 T 1T 1T 1T 1 T 7T
012345678
Y E HIREERE

9

101112131415161718192021222324
LUPS =k

* p<0.05 (DA TS ELLEIRTE)

(3)15 FISETBRRA - FARESR
KB L

D

m

-n

(¥

100
90
80
70 A
60 -
50 A
40
30
20 1
10 4

0

F)
100
1 won WHEEE %

- SOHZK 10mg/ke a’)l

wom FHERE
- SOH 2K 3mg/ke

0123456789101112131415161718192021222324
RIF A%

1011121314151617181920212223 24

o
~
oo -
~
o 4
o
.
oo 4
w

Fl3 B 1
1 o IR "
-- SOH IR 30mg/ke £l

1011121314151617181920212223 24
RBBE#H

o
o
<o 4
=
<
o
~
oo
w



VIL_EYyihieIZ B4 5 I H

VIl. EYEREICET 5EHE

1. MAPREDHR
(1RELEMGILSRE
MR L
(QUERRABR THASIN-MFEE
1) @A
@ BEEE 1
AR NGRS B 18 iz, 3 W7 v AA—/"—EICTT 2% I F 100mg, 200mg & U* 400mg D 9
LR 2 HEZZEERICHERE DG Lc, EF 7 29 I FREZERGZESICER L, 0.6~
4 IR C Cmax IZEE L, tye O EEIEITAY 14 K TH 572, AUC KT Cmax O A FEEEITH G- &

e LT L7,
HEHRSHEOmMBRREE#HE
(ug/mL)
18
@+ 535 3K100mg(n=12)
15 = 53YZF200mg(n=11)
ﬂ; == 5042 K400mg(n=12)
7R 12 1
T
7
|
4
=
E

72(h)

RE &M

S{AT T P E K UR95% 15 RE X A



VIL_HEdhielZ B4 55 H

HEKRSRHROEYHE/S A -4

BEE 100mg 200mg 400mg
il 12 11 12
AUCO‘OO
(g - h/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo-¢
(ug » h/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Cumax 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
(ug/mL)
tmax 1.00 1.00 1.00
(h) (0.50—4.00) (0.25—1.50) (0.50—4.00)
Eﬁ; 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F
(L/h) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
\E%SF 35.5 [13.4] 36.3 [13.0] 36.2 [12.8]

frEfE [CV (%) ]

v bmax (ZPRAE (FEPH)

AUCo- : BE[REER T M 47 i - R AR T A, AUCo- @ Scf&E B S E T oo M i fE - B R HRR T m
Crmax : B MR | tmax : Bern MUFE PR EEBIZERERD | t1e : KA OHE L LW, CL/F: Andoes 7 V7 7
VAL VAIF : BT o5 554

) ARNOEKRENRAELOHARIT B, fACET7aI FELTL H 100mg LV FEEEBEBL, TO%
1AM EORIEEZ S CHEE L, #EEHAEL 1 0 200mg 7528, Wb 1 H 2B CTRAKESY
5, 7o, JERICED 1 B 400mg %8 2 70 WEIPH CHEEHEET 525, #HEIT 1 EMM EoMBEEH T T1H
HAEE L T100mg L FTF2ATH 2 &, | THD,

@ REESES MBEAT—%) 29
EERABME6H 1 flHk) (27293 F200mg/lala 1 H 218 7 HEERORG L- & X, 4
7 a3 NREIRSG D 3 BARRICEFIREIZEZE L7z, AUCo12n O BMEREIL 2.4 THoT2,

REZREGHOMBHRELER

-8~ 200mg 1B 2[E#% 5 (n=5)

M~

(ug/mL)
100 5
ml 10 |
b4
F
2
3
+ 13
£
;5
> 0.1 -
0.01
THE

0 24 48 72 96 120 144 168 192 216 (h)

RE5®ERE



VIL_ Y Ehielc B4 5 IH H

RERSHOEYBE/NS A—4

o 200mgl A 2 [E1# 5

HABITE (n=5)

NG Rk — —

F1HH 7 HH

AUCo12n (ug - h/mL) 34.2+4.44 81.4+11.3
Cmax (ug/mL) 4.05+0.596 8.94+1.43
tmax (h) 3.0 (2.0—4.0) 2.0 (2.0—3.0)
tiz (h) — 13.91+1.25

SEYME SRR ZE . tmax (X AE (FEPH)
AUCo12n : #&5-1% 12 BRI F Co M4 P R -RER iR T

) ARNOERENAELOHAREIT B, fACEZaI FELTL H 100mg LV FEEEBEBL, TO%
1EMU EOMREE &SI CHEE L, MFEHEL 1 B 200mg &35, WTnud 1 H 2EIZST TRAOKST
Bo 728, AEIRIZE Y 1 H 400mg 48 2 72\ EPH CHlE EI T A28, A 1 HEU EoBREEHITT1H

MEELTI00mg LLFF21T9 2 &, | THD,

@ E£WFHIEF 1 25

R A B 24 FlIT7 292 F100mg (K741 v 7 10%% 1g XiE 100mg $8% 1 88) % Z2fERF
HERE L&, 7 a8 I FOMBERREHRE K OCEDEIEE T XA =X ZUTFTO L) Thotz, R

T4 1y 7 10% & 100mg HED AW 7[R iR S 7z,

JaAY I FiE- RS040y JHEKRSHROMTDREHERE

{ugimL) (e {r LB = 95%E R

5 (ug/mL) 88 'S, 097 10%
54 004 100mg &2
4 i
Z 37
pun |
il 7z,
L = 7
TR F‘
g 3 -
= [AR=, T T T T T T T T
-|§‘ 2 0 05 10 15 20 25 30 35 40 (h)
§ 185 HESR
I

0 '{r T T T T T T T T
0 8 16 24 32 40 48 56 64
13 5 B5RE
HEREHOEMEE AN A—4
I ENHE KZA4vm v 7 10% 100mg & L EEO L @)
RT A —H (n=24) (n=24) (90 % 1EHE X 1)
Cmax (ug/mL) 4.46 [23.5] 4.24 [29.5] 1.05 (0.93—1.19)
AUCo+ (ug - h/mL) 56.2 [14.7] 56.0 [15.7] 1.00 (0.99—1.02)
tmax (h) 0.25 (0.25—0.75) 0.50 (0.25—3.00) -

Cmax&(ﬁAUCO»t Li%{ﬂq—z‘f}j'fﬁ [CV (%) :l

a) FoAvuv7 / §E

v bmax [ HPRAE (HEPH)




VIL_HEdhielZ B4 55 H

2) CYP2C19 ExF 2 A MBEHREE (ARARUNEAT—5) ¥

HAR AR OV E AR BPER 18 1%, CYP2C19 & n Az ES < UHIRE I L v . B Raned
(UM : CYP2C19*1/*17) 1 4, Eft#HaE®E (EM: CYP2C19*1/*1) 17 f5il, FREfHHES (IM : CYP2C19
*1/*2, CYP2C19*1/*3) 10 i, K OVMEARHIEEH (PM : CYP2C19*2/*2, CYP2C19*2/*3) 8 Billc/yda L
oo ZOEMIZT 2% I R 100~400mg % H[AFE O GREO T a4 I Ro#h &K QYR E CHAHEL L
AUCo DT, EM (ZH~T PM T 24%., IM T 10%m22>72, 73 I ROKEH7-Y DR
MWFoEE 7 VT T A (CLF) OFRfEix, EMIZHESRTPM Tt 17%K< . 723 RO tyg DRk
fEIZ EM O 12 Keflicx LT PM TIEK 18 Ffffi Ch o7z, —FH. 7 a ¥ I NOKRLG &R OYRE THLHE
{6 L72 Comax X QR R R O i fifi EM OV PM CRIRE Th 72, O-iA F/ARDEE Y720 D%
#W2 VT I % (CLEM/F) 13 EM (ZH~T PM TI3f) 85%1K< . O-fii A F Lk D # 5-5 J OMATE © AL v
L7z AUCot & T8 Cmax D RABIL, K T0% K> T2,

) AFNOERINI-AEROHET R, AKIEZ 29I FELT1 H 100mg KW HF52BL, 0% 18
MU EOEE &S CTHE L, #FFHELZ 1 H 200mg 9258, WInd 1 H 2EIZST TROKEET S, 72
B, ERIZEY 1 H 400mg %8 2 70V EFA CE BT 523, BRI 1 BRI EoMREE ST T 1 HAEE L
T100mg L F$2175 2 &, | ThHD,

(3)HEE
RZMER R L
4)BE - ftAEOEE
1) BEOEE WEAT—2) 20
FINBERERR N B 24 B 2 A G202 2 1 7 v A4 — =Rk 0 | 7 3% X N 300mg 4 ZZ &R ST m MR &
AIERERAG 30 DB ICHERRO&E Lz, IREMEIZ 7 BRIE Lz, 739 I RO AUCot XX Crmax @ [
%kl /22N G OREE O D 90%E X T AM TR FE SO KEGFHNTH Y . BRFILT =
B3I RO AUCot LN Cmax \CEBEE BRI X 7o Tz,

EEFXIRRERNZOKRSROMEHREHER

(ug/mL)
9 -

-o- TEHFIR 5 (n=24)
O B 5 (n=24)

MR UNIB R B

0_‘1 T T T T T
0

12 24 36 48 60 72 (h)

RS &ERRE
EHELRERE



VIL_ Y Ehielc B4 5 IH H

EERXIEREEEORSHORDEBE/ S A —4F

AUCo+ (ug - h/mL) 140.8 [13.1] 138.0 [13.2]
Cmax (ug/mL) 7.7 [15.3] 7.4 [16.9]
tmax (h) 1.5 (0.5—4.0) 2.0 (0.5—4.0)
tuz (h) 13.3 [15.1] 13.4 [11.5]

BAEIME [CV (%) 1 | tmax 1 EFIAE (HEPH)
2) GrREOEE
O ALNIEELEDHRA NEAT—4) 20

a) 7Y I FOEYHFE~ADEE
AMENRERERR N B 20 Bl % 7 0—7" 1 T 2 184 10 BIEEZICEI D 072 (LFIRIE) . 3 To
WERFICT7 a2V K 200mg #5 1~16 HHIZ 1 B 2085, H17HE GH) X1 8 1ERAO&LL
Too ANNTEBEANIZN—T 1 OHERFITITH 2~4 HHIZ 100mg % 1 H 2 [A], % 5~8 HHIZ
200mg Z 1 H 2, 9 HHE (&) (C200mg % 1 A 1[EFEO#ESL L, Z/L—7 2 OERHEIZITE 10
~12 HHIZ 100mg # 1 H 2[A], % 13~16 HAIZ200mg # 1 H 2[H, % 17 HH GJl) I1Z 200mg %
1H1EEOES L, EUMHAERZ/RE L, 729 I F (200mg/[Al, 1 H 2[\]) OEFIREIZEN
T, 98V CYPSA 83 K ORI D CYP2C9 #FEIETH DL W "~EE L (200mg/Fl, 1 H 2 [A])
ZOFAREROERG LIz &, 7at I FOEFIKED AUCo120 XX Cnax D 7 aH I R+ 13+
By /Jat IR ORAMEZOLD 90%EEXEIIAEYFRIREEOEERHFANTH Y . I
~BENET a2V I FOEFIRIED AUCo120 O Crax ([ EE RIS 2o T2,

Y3 FOEBREOEYBE/NS A—F (DILAIEEHRAEEN)

ZaH 3 K (n=19) SaH% I R+ A= F Y (n=19)

IENRE T X —H
AUCo-12n (g * h/mL)
Cmax (ug/mL)

S AR R 7S

79.7+13.4
9.1£1.6

83.3114.0
9.9£2.0

b) WL EE L DEYFHE~DEE

fEERC A B 20 il Z 7L —7 1 X% 2 124 10 BIHEEERIZEI 0 072 (2 fildik) T TogkiE
AN~ "B %% 1~3 HEIZ 100mg 2 1 H 2 [0, % 4~21 HHIZ 200mg % 1 H 2[8], 22 H
H (#) 12200mg # 1 A 1EEAKEG L, 73V NEIZr—7 1 OfREIIEE 7~8 AHIC
100mg # 1 H 2[F], 259~13 HEIZ 200mg Z# 1 H 2[F], % 14 HE (8]) |2 200mg # 1 H 1 [FlfE N
BhEL, 7 —7 2 OWEREIZITHE 15~16 HHIZ 100mg 2 1 H 28], % 17~21 H HIZ 200mg % 1
A2, F22H8H () I2200mg Z 1 H 1EEAERE L, EWHAEEREZBRF L, I ~EY
> (200mg/lEl, 1 H 2 [E]) OEFREIZHENT, ZaH IR (200mg/lEl, 1 H 2 [=) Z0FHKERD
BhH L&, I EBECOEFIRED AUCo120 XD Cnax D [H AR EBE L +TF 3% I K F
NR= B ORMFEEDED 90%EHE XK MITAEWENREEOEERANTHY . 7243 N
IV RBE L DEFIRED AUCo120 & T Cmax [ ZHEE RIT S 2o 72,



VI Ehig!

AULNTEELDEE

REOEVMHE/NS A -4 (T34 3 FHRAAERND)

TEHIRRED
HEERE T A —H

AR (n=18)

BHNNRTEE L +F a3 R (n=18)

AUCo-12n (g + h/mL)

63.41£19.4

59.8+12.8

Cmax (,ug/mL)

5.6+1.7

5.5+1.2

PR fiE = RE R 2

W) AROARESNAEROHREE B, A7 29I RELTL H 100mg & D&%%Eﬁﬁﬁ\t D%
HMEFFHEZ 1 H 200mg &3228, Wb 1 H 2
Do B, JERICE Y 1 B 400mg & 4B x 7o \WOEEPH CHE TR 5 A%, BT 13
HEE L T100mg L F$21T9 2

1ERL EOHIEZ 1T TR L,

L. 1 Tho,

Q@ FATZIV—IL NEAT—%) 29

SAENBEREEC AN B 34 6% 2 7 v A4 — "—LIC LD 7 —7 A XIE B

R4S IEH

TR OEET
WL EoEE &SI T 1 H

117 Bl S MR 12 E Y

F, Z—FAIFE 1L MR8 HEICA AT T Y — /L 40mg* A HERAKEG L, 3 HHEICT 2% 3
F 100mg, % 4 HEICZ 23 K 200mg, % 5~8 HHIZCTZ =¥ I F 300mg # 1 H 2 [\ 6 HHXE
BOgEGEL, ZVv—7BiE%HE 1 XO8 HHICTZ 2% 3 F 300mg ZHERE AL L, % 3~9 HEICA
ATZY =)L 40mg*1 A 1[0 7 AMKER O L, YR AERZBRE Lz, &5 HOm WK
WiM%Z 7 BREILL & LT,

7 2% I K (300mg) DHEFREAKLGIZHBWNT, 550 CYP2C19 BHEMRTHH A A 7TV —/L (40mg/
M, 1A 1E) Z2pFAERAKREG LIz E, a3 FOAUCHt KT Cuax @ [T 3H I R+F AT
ZY =N/ 3t I K] OBMEHOLD 90%EHE X EITEYFRIFREEO RAERGPANTH Y | 2
77 =T 2t I RO AUCot KO Coax (B E RIFE S e hro Tz,
NEPNIZET 2 HER MRS 825,

3% 3 FOEYERE/F A

—8 (FATZJ—ILGRAFEER)

BT A—F

ZaHh IR (n=34)

FahI R+A AT TV — (n=34)

AUCo+ (ug * h/mL)

122.9 [20.5]

139.3 [20.1]

Crmax (ﬂg/mL)

7.366 [19.8]

7.335 [16.9]

fEfE [CV (%) ]

F AT T = (40mg/la]) OEREFE N ESIZEWT, Za% I K (300mg/El, 1 H 2[8) Z0fHXE
BOEGLizlEx, AAT TV =D AUCoi KO Cuax D (A RATZY =N +FayI K/ FRATT
—/L ] OO D 90 % 5 8 X [ 13 A ) 2 [ 25
EETHHAATT =D AUCot X ¥ Crmax |

FATSI—ILDEYEEE

PHOREERFANTH Y, 7 2% I Fix CYP2C19
B E KT eno T,

NS A—=8 (T34 FHAFER)

Y ERE N T A —F

FA T TV —L (n=34)

FATFZV—=+F 3% I K (n=34)

AUCo+ (ug - h/mL)

1.027 [102.7]

1.127 [83.1]

Crax (ﬂg/mL)

0.586 [71.4]

0.647 [61.1]

RMEEE [CV (%) ]

2HVSL BEAT—4R) 2

SENBERE RN BE 37 Bl sl Az (4 BIaE)
HEROKGH L, & 28 (&5HH 14 B |

FH1W (FREMELAE)
IEE 1~13 HHIZZ 292 F200mg 2 1 H 2 [

WZIXY T LT7.5mg %



VLY Ehie!

AR

(400mg/H) KiEHEG L, F14 BHH () 1 200mg #H% 5Lz, 1, 4 KO 14 HH GH) 121E3
X7 5 1.5mg A HER ARG U, EMHAERZRE Lz, 81 &0 2 HIOMORIEHIFIL 3 B H
PbE L7, CYPBARE CTHDHIFX YT L (7.5mg) OHEREROKLGIZBWT, 724 I K (200mg/
[, 1 H2E) Z20HKERAKELZEE, 7aV I REIXY T LD Cuax & 30%HM S 7258,
REYTADAUCHD I XY T A+TaVIR/IZY T L] ORAEEIO O 90% 15 HEHIX M 124
WERRIEME O BMEFFANTH Y . 7 2% I NI AUCH IZHEL RIS o7,

XEWN TIREERAL OFEHEO %

SAVILOEYEE/NT A —F (T3Y I FGHRAFERD

IXY S AOEEH
. . oW 1 HHA oW HaHHA oW H14 HHE
TS A s %g%jgfg AT nt AT nt ST nt
(n=33) A= SAN A= SAN 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]

fEE [CV (%) ]

) AAIOKBEN-HEROCHET IEE, RAIKIZTa I RELTLHE 100mgotm&i—?%ﬁﬁﬁi\b D%

1EMU EOMEEZ ST THEL, #EFHEL 1 H 200mg & 92528, Wiy 1 H 2ECHT TROKST

%, 7e¥, JERICE Y 1 H 400mg #8272V EEPH ClEIEI T 503, HEX 1AM LoMREEHIFT1 A
HEL LT100mg LTT2IT5 28, | Thd,

TLT7)Y WEAT—4R) 30

HMENBEEERC AN B 16 il A 2 17 v A4 — "—{EIC kY 280 OGIE (A—>B, B—A) 184135
EVELICE D T2, BEEAITHE1IBEICUALT 72 25mg #HEHFREG L, #5EBixT7 243
K 200mg #% 1~9 HEHIZ1 H 2EEO&EG L, 3 HHEHICYNL T 7 U v 25mg Z IR OEG L,
HMFEAER &2 et Lo, S5 ORERIR 2 2 @ E (Vv 7 7 ) ok 5#EE2 3 HFELLE)
E LT, SSUNLT 7 U VR CYP2CO WETHAUNLT 7V v (256mg) DOHERKEOFKGICHBWT, 72
B IR (200mg/lFl, 1 H 2 [B) ZOFAEROEEGLZEE, SKOR-TALT7 7Y D AUCeH KT
Coax D [TNT 7V +F7ahIRUNT 7 U] ORMAEEIOLD 90% (5 M X 13 A 1) [R5
PHOIEHEFHANTHY . a3 I KX SKOR-TUNLT 7Y D AUCot KT Cmax (2B E KT & F,
Fio, Tr brr e Uil (PT) K07 m b ey v CRERHERRERER (INR) O fRME & Y AUCo-168n
DITINT7 Y+ TavIRSUNT 7)) ORMEEOLD 90% 158 X HIZ AR [RFEEO
FUEFBBHNTH Y, 7 a4 I FiEPT EONINR Of KEE N AUCo-168n IZ5E B % RIS 2o 7=,



VIL_HEdhielZ B4 55 H

S-IILT7UIVRURDILI7ZVDEYVHRERUVEAENSA—42 (SaY 2 FFEREER)

L7 7Yy (n=16) | o770 +5aH3 K (n=16)
YERE T A —H
S-ULT7 U
AUCo¢ (ug - h/mL) 44.43 [29.5] 43.14 [30.5]
Cmax (ug/mL) 1.224 [15.2] 1.204 [16.7]
RULTZF7 U
AUCo (ug * h/mL) 65.53 [15.8] 67.78 [17.2]
Cmax (ug/mL) 1.214 [12.7] 1.184 [13.8]
WHENRTA—H
PT
PTumax (s) 21.88 [26.9] 22.58 [22.6]
AUCo-168n (s * h) 2532 [17.5] 2624 [15.1]
INR
INRumax 1.968 [27.2] 2.031 [22.8]
AUCo-168n (h) 226.9 [17.7] 235.2 [15.3]

WPEE [CV (%) ]
AUCo-168n : $5-% 168 WEfEE T MmMEH R EE-RER AR T HFE, PTmax : WE SN ZHE T 2 b o v KR,
INRumax : HIE S N7 1 b a o B o R E A YE b 0D e v i

® /N T0OE BEAT—4) 8

a) 7393 FOEMEBE~ADEE

HMENBEEERC A B 16 il & 7 v—7 1 XL 212 8 Bl T DIEAEAIZEI 0+, T _RToEHREICT =24
S R&EH1~21 HAIC200mg & 1 H 2, 522 HE (@) 1B 1EEOEE L, Zv—710
WA TNV T e E S 2~4 HHIZ 150mg 2 1 H 2 A, 4 5~13 HHIZ 300mg # 1 H 2[A], %
14 HH (&) 12300mg % 1 A 1EKEAHFEL, Zv—7 2 OMBREITITHE 10~12 A HIZ 150mg %
1H2[ME, 183~21 HHIZ300mg Z# 1 H 27, %22 HHE (3]) 12 300mg # 1 H 1 [BE#FEAEE L,
MM EAER ZF Lz, 723 I K (200mg/El, 1 A 2[E) OEFIREIZHS T, UDP-Z Vs 7y
i RESE (UGT) FHEMRTH S L7 afig (300mg/ml, 1 H 2 [8) ZOFHARKER OGS Lz & &,
5 3% I FOEFIRIED AUCo120 KL Conax D [T 3H I R+ LT 0l /T a4 3 B D&MD
D 90%FHEIX BT AW FH RSO EMERFANTH Y . AV T aERIET 2% I FOEFIRED
AUCo120 X T Crnax (A RIT S 2o T,

342 FOERREOEYEE/NS A —4 (WL TOEGHARER)

Egggﬁfﬁf—& Za% IR (n=15) Fa%I F+or7afg (n=16)
AUCo12n (g + h/mL) 82.7+13.9 82.9+13.8

Cmax (ug/mL) 9.5+1.3 9.7+1.2

S AR R A

b) NILTOBBDEMEIRE~DFE

SMENRERERC N BVE 16 il A2 70— 1 T 212 8 Bl T DIEAEZAIZEI Y (11, T X CToOgREFIZ LT
afigzd 1~3 HEETIZ 150mg # 1 H 218, % 4~16 HEHIZ 300mg # 1 H 2[R, 17 HE () I
300mg # 1 A 1[Ef& &G Lz, ZVv—7 1 OHBREIIZ7 a2 I FE2E 11 AF () 12 100mg %
1H1[E, %12 HHIC100mg Z 1 B 2\, % 13~16 HHIZ200mg Z 1 H 216, %17 B A (&)
I2200mg # 1 A 1[EEAHFE L, Z70—7 2 O#REIZITT7a I 285 HE () 1T 100mg &



VIL_ Y Ehielc B4 5 IH H

1H 1A, 86 HHIZ100mg 2 1 H 2@, % 7~10 HHIC 200mg 2 1 H 2@, %11 BHE )
200mg & 1 A 1 [EfR&A#&G5- L, EWHEFEHZBRE Lz, v 7 mfg (300mg/El, 1 A 2[E) OFEH
RiBIZIBWC, 7 a4 IR (200mg/[El, 1 H 2 E) ZOFHAKERAKSL LzL &, L7 mfBo gk
BED AUCo12n KO Comax @ [NV T 0+ T 2% I RNV T afig) OBMFEEOLD 90%15 HEHIX M
IXAEWZENRISEEORERFENTH Y, 73V I FiIZ - A7 a@Bo @ IRIED AUCo12h & O Crax (25
BERIES Do Tz,

NILTOBOEEKREOEMERE/AASA—4F (S3H I FEHEREERD
TEHARRED
HWBNRENT A —X
AUCo12n (g * h/mL)
Cmax (ug/mL)

PR AR 22

27 ol (n=16) A 7afE+7av I K (n=16)

433.4£84.0
41.4£79

448.9+88.9
42.1£8.6

W) AFOARESNAEER AR EF, BAIZEZ73HI RELTL H 100mg LY E5EBAL, D%k
1AM EOMEEZ ST THEL, #EFHEL 1 H 200mg &3228, Wiy 1 H 2FECHT TRO&KST
%, 7e¥, JERICE Y 1 H 400mg ZH#8 2 72 W EEPH ClEIEI T 503, HEX 1 EMU LoMREEHIF T 1A
HEL LTI100mg LTF2IT75 28, | Thd,

C3xLy MEAT—4R) 2

SMENAEERRC A B 23 Bl 2 1 7 o 2AA—/R—1EIZ L0 218 O%EIHE (A-B XX B—A) 12725 &
1T 10 BIFDEAELIEI D 1T 72 B HIPIE) , TRTOHEBRFIZTTF 2 0.25mg #5 1 HHIZ
1H3ME, H2~21 HEETIE1 A 1EREOEE Lz, ZOERGOMBT, #5EA X723
K 200mg % 1 H 21[8] 3.5 HEEA&EE, BH5EBIX77vAR% 1 H 20 3.5 HREERNOESG & Lz, #
1HICIIE8~10HEIC1H 21, FH11HAE (@) 121 H 1EREAKE, % 2 #HTI1EH 18~20 HE
1A 2E, F21AE () (1A 1ERERAOKLG L, EWHEEREZRF L, $H12~17THHET
? 6 A% 7 2t I FOKRFEHH & L, PHFEAEORE TH LY A% (0.25mg/lEl, 1 H 1 [E])
DEFIREIZEBNT, 729 I F (200mg/[l, 1 H 210) Z0fHKEROEG LEEE, YI3F 00
EHFIRAED AUCo24h XY Ciax D [ AF L+ T ah I K/ UTF v ] ORMAELE OO 90%15
X NI A P RSO ERMERFANTH Y | 72 I R I rOEFERED AUCo2m KO
Cnax \ T % RIS 2o T,

DXV UDEEREOEMEENSA—4F (T2Y I FHABER)

TEHARRED DA%+ adI R VAR U+ T TR
Y FhRE T A — X (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]

TEEE [CV (%) ]

AUCo-24n : $5-1% 24 FERE £ T oD i oh i B - w40 T TR A

) ARNOERENAELOHAREIT B, fRACET7aI FELTL A 100mg LV &EEEBEBL, T0%
1 EMU EOMEEZ ST THEL, #EFHEL 1 H 200mg & 92523, Wiy 1 H 2 BT TRO#KST
5, 7B, JERIZE Y 1 B 400mg ZB X 7o \WHEIFE CHE BT A28, HEIX 1 EMU EoMBEEHITT1H
HEL LT100mg LT 217528, | Thd,

ArHRILETY BEAT—42) 39

SMEAERERR A BYE 16 Bl & 70— 1 RN 2124 8 BIIEAEA 2BV ()72, 70— 1 OFBRF 11T

Za% I F200mg #5 1 HEICHERRO#E 5 3~9 HHIC 1 B 2 FIXKEKRDEE .5 10 H B (5)
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W1 H 1TEREOES L, £720 A A2 500mg 255 7~13 HEHIZ 1 A 3 BIKERAOES., H
14B8H () 1R 1ERAKRE L, Z70—7 2 OFERFEITIZA FA/LI 2 500mg #4551 HEIC
HEROKE, $3~9 AHIC1 A 3mEKERAKS, F10HH &) 210 1ERAKREG L, £
7o, 73t I R 200mg 55 7T~13 HHIZ 1 B 2RIEROKESL, 514 8H (@) (10 1EREO#&
L7, 7 2% F(200mg/lE].1 A 2 [H) OEF KRBT AL T4 8T v AR—42—2(0CT2)
DIETHD A ALy (500mg/lEl, 1 H 3[E) #0FAKEROKRS L&, 738 I ROEFIR
HED AUCo12h LT Cmax D [T 2% I R+ X RV v A MRV ) OB OO 90%(EHH
KEIZAEDFER RSO RERFANTH Y, A AL IET 2 I FOEFKED AUCe12n X
Cmnax \ TR BE RIS 2o T,

A RFNAI (500mg/lEl, 1 H 3[E]) OEFIREIZHWNT, 73t K (200mg/Fl, 1 H 2[H]) %0f
MARERAEG L&, A MBRALI U DOEFIRED AUCoen KT Cmax D TA MR+ T a3t
RAABERNI | OBV ORD 90%EHE X I AW FHR SO LHERHANTHY . 7 393
RiZA FAL 2 v OEFIRIED AUCo-6n 2 O Comax (CFEBEE RIE S 2o 72,

.
o

JaY I FRUA PRIV D OEEREOEYERE/ANSA—F (2343 FHRAFERND

[

EHIRED _ . -
TR A% Ny s
SEEHHE T A — Zat IR A MBI
Hl (n=8) + X rALT Y (n=8) Bl (n=8) +Z7a%I K (n=8)
AUCo1znor AUCoeh | 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]

LMEBIE [CV (%) ]
AUCo12h or AUCo-6h : #5514 12 B & 2\ 6 W] & T op i 7 Fh i B - I ] th i T il

) ARNOERENAELOHART B, fRACET7aI FELTL H 100meg LV FEEEZBEBL, TO%
1AM EOREEZ S CHEE L, #EEAEL 1 H 200mg 72528, Wb 1 H 2 EICHT CTRAKEST
5, 7o, JERIZCED 1 B 400mg %8 2 70 WEIPH CHEEHEET 525, #HEIT 1 EMM EoMBEEH T T1H
HEL LT100mg LT 217528, ) Thd,

BOBPFE (TFZILIRMSCH—LRVLAR/LTXFLILOAED) HGEAT—%) 39

HME N BEEER A 2ot 40 Bl & A A (9 Blhk) , 1RBRIEHFERG- OV 1 7 v 1 (B 1~28 H) 1Tt
A2 (BE1~28 H) KO3 (55 1~22 H) TIEH 1~21 A BITROBHTIE (mF=1T 2 |
YA —/L 0.03mg LR /LA A LV 0.15mg) ¥%& 1 B 1 EERE LTz, ¥4 7L 3 Tl &
3~11 HHEIZZ =% I F200mg # 1 A 2 [EfFHRERA&KS, 512 HAICT 2% 2 F 200mg % 1 1]
ROEE Uiz, OBHTEE (=F=1=X 74—/ 0.03mg LO'LAR /L7 A L)L 0.156mg, 1 H
1[E) @21 HEKERODEGIZBWT, Za% I8 (200mg, 1 H 2R) Z0FHKEROERS L L
. 7aY I NEIMET T v S AT v AREARIE &3 2HNMENEN (T 7w 77 27 v RN
5.lnmol/L Kii THDH Z &) ITHELRIFET, =F =V AR T VA=V ERLR I VT A KL LD
TEFIRRED AUCo2an D TR ABHEFE+ T 2% I N /R OEHESE ] ORAEE OO 90%FHE X MITA
MFEREEOEEFHANTHY . 7 a3V I NII=TF =LA R T VF— VKRR LT AR LLD
EFIRAED AUCo-24n (B A HIT 72 o 7=,

X EN AR A
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A HNTEDTOFRXTAVEE (nmol/l)

1%
FA o1 Y72 $Ar 8 (21 BH)
@worng | FEIL sy s oy | TT7M2E
_ (G mplizas - Y A3 DE
(n=31) _ n=31)
n=31)
SEAE R HE (R 35.81+13.09 0.93+0.58 1.14+0.35 0.21+0.68
90 %17 #E X [#] 31.00—40.60 0.71—1.14 0.93—1.13 0.00—0.41
e/ IMiE 5.5 0.2 0.2 —1.3
I KAE 57.0 2.3 2.3 1.6
o fiE 38.78 0.92 1.18 0.13

IRMIOF—LRULKR/ VTR FUVILDEEREQOENEE/ANS A —42 (534 2 FRAER)

\ Y1703
TEHREED P12 L e o <
SN/ <F A— 5 (66 AT, n=36) » R =R T
ITF =T A NT A —)L
AUCo-24n (pg * h/mL) 1067+404 1173+330
Cmax (pg/mL) 116.9+48.8 185.7+28.6
LR IAVAARLIL
AUCo-24n (ng * h/mL) 74.2+21.4 80.9+18.5
Cmax (ng/mL) 6.7+1.9 7.4+15

PR fiE = RE R

a) FYBIREMT XI5 36 B

) AAOARIN-HEROHET @Y, AIKIEZ7 23 I FELT1 H 100mg LW ESGZ2HBL, T0%
1AM EOMEEZ ST THEL, #EFHEL 1 H 200mg &3228, Wi 1 H 2FECHT TRO&KST
%, 7e¥, JERICE Y 1 H 400mg &8 2 72 W EEPH Cl BT 503, HEE 1 EMY LoMBEEHIFT1 A
HAEE L T100mg L FTF2ATH &, | THD,

3) L hARRY T4 T

@ BEREEYSHREMEHT 1039
AR ONEANDOHEAROVNEDO TANAMBEN LN IMEET T a4 3 FIRET—4% 2 AT,
RAEFSE B RN 21T > 7o, Z DR, CYP FHENEM AT T AU CADAIKTHD WA EE |
Trx= MM XTI 7= 7 A EZ—AOHFRIZE Y T3t I FOEFIRED AUC IE, A K OVNE
T, Kx25% KO 17%WA Lz ( VIL3.2UITA—FEBER] ) .

@ MTANAE WNEAT—%)
BRATANPAUEEFEEZNRE LT 7 BRHERBIZBWNT, 72 I REFITADARE (LT FTEX
L, NN EBE L INVARTEBEZRXF R, JERNIF, PETe— R T ATAREE S
DORFMTHHE /L FRF IR, To= M AT REE T )NV EZ =L AR TF
suaFERA V= I R) OMFEPREIZLY, ZadI FE IO TANAEOEYM AN %2
Pl L7z, ZORER. T 3 I R oD EFIREBO MR IR L RIF S 2o T,

@ PREROER
RN T A A EE Zxtge L Ul B H 36 55 TAHRRER K O E © Fh L7 77 & A sk EER o 54
FEHTIZIWNTC, a3 I FE PRIBIBOER AR ZTEBENDOH LT TANAIRE (WA "B T
ZE M) FY) OUFHEREICL D PRBIFROE R HIERITFEO b o Tz,
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2. EMEERB/NT A -4

(V&I AE

SEENREDIRYT : /v a /X— KAV NET IV
(2) IR U E 7E 3K

ka (hr') =1.74 (RHEMNEEMEREMNTIC L D HEEM)
QPHREETEH

ke (hr!) =0.0562 (7 =% I K 200mg Hi[El#% 1§ 5-IRF)

@HYIUFTIUR
REA 30 0 AAANEERERR A 24 #1117 =9 2 K 200mg % 30 2 CHELGFEFIRNZE S Lzt &, 282707
7. A (CL) 1X 1.78L/h THVY, 2P I K 200mg ZHERAOKEEG L&, Andoed 7 ) 7 I A
(CL/F) 1% 1.84L/h THhH -1z,

H) AROERENCRELOHARET EE, ZAKEZ 23 bkbf1a1mmgiwﬁﬁéﬁﬁt 0% 1
PlEoga & T THE L, MFFHEL 1 H 200mg & 72523, WIhd 1 H 2EICHTCROKET S, 22b, JE
PRIZEDY 1 B 400mg % H & 70\ WVEPA TR BT 523, BRI 1 @YU EoMBE HIF T 1 HAEE LT 100mg
UFFoiro2k, | THD,

INB 10 JEER 3EBEA N EER 1 RBRICHBNT 6 » ATVD 17T E TO/NETANAERE 414 4] (H
AN 46 Bl aate) NHELNI-MET T a9 3 FEELZ TV CREENISRM BRI 21T > 7=, T DR, BT
TAMAIEE DPEFRZEN 2 VEED T 24 2 R CL/F 3L FOXTHEE S iz,

/=240 (20) . (A00)
/F= 70 10

—0.121

CL/F %, 1AE (BW) K O4FE# (Age) IEF L. IKE 15kg @ 4 %8 T 0.88L/h (0.058L/h/kg) . A 25kg
® 8 %A T 1.18L/h (0.047L/h/kg) . A 40kg @ 12 7% 2T 1.60L/h (0.040L/h/kg) . A 50kg @ 16 7%
2T 1.83L/h (0.037L/h/kg) & HEE iz,

W1 AFNT 4 U Eo/NRICH LT EA L TWD

B)yAmAE
B 360 BARNEEERA 24 Bl 7 29 2 K 200mg % 30 47 [ CHAEL SR ERAIRNE 5 L7z & & oAk (Vd)
IL3LIL CTHY, 7% K200mg #HERRO#KG Lz & &, AT onfaEfE (VA/F) 13 32.8L ThHh -7,
INR 0 EER SABRE O EER 1ARICBONTE » A0S 17T E TONNETANAERE 414 6] (A
AN 46 BlaEte) 2OEGNIZMER T 2 I MREA W CREEFIEMENEMT 21T > 7o, T ORER.

VA/F XL F T 0.710/kg & H#HEE S L7,

Vd/F = 49.7 - (BW)l
/¥ = 70

INBIZBT DT 2% Ro VAF X 0.710/kg EHE S, A (0.6L/kg) ERIBETH -,
W1 AFNT 4 U Eo/NRICH LT EA L TW5D

(6)F Dt
AL LR
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3. B&EM (REaL—3>) @i

W 2iwap~
RHERSE BN REARAT © 1 IRIGRFE X O 1 iR a2/ 35 1-a>X— kA v MET L

QRN A=A EFER
B : SBIAHEER (EP000S iBR, SP754 skl & O SP755 k) IZRBWTT7 Y7 A (AARA, FEA) KO
FETOTN (AN, BA, EAR= w7 R, ZOM) OWMYRIELHT D CADABREN S/ LN MESF
a3 RBET—# (906 Bl EEN SO 4272 55, EP000S iERA> 5 1903 #i, SP754 i K& O SP755 7kl
D 2369 1) &V, REE Y EREAEAT & S L 72,
Za% I RO CLF RMORANFOMEFRE (VUF) (S DR EORELMAAATE, ERE U THIm, M
Bl AR, Hillh, R—2 T4 VD7 LT F=2 0 VT T AR OB CANARRO B R Li-, BT
TADPAIRITOWTIEL, CYP BERICRT D EHICED & | BRI L TR 2 RIT S 2R WIEA (TSR F o,
saFBRL, V=Y IR, TERNIFL, LRF T X LE) | BEEAFUTLEN (IriwPrr, T
=, T2 EZ—VE) KOERZRET A (T ~— b, AT miBiA] 427 208
V) 1T LTS, BERATHET A L ET LIEMEIRE LeHEaiE, Blob T 3) —Ica Lk,
HEBEOBTNL, CYP FEMEMAZ2H T2 TCANAR (WA ~BE Y, Z2=h v XIT7 =/ 50 E
Z—) el &b 1THFHLIEEED T 2% I Fo CL/F X, EUFHOBFEITHST 34%m < (EFIR
D AUC 1X 25%MK<) . 7Y 7 AN (AARAN, HEAN) 7 a4 I Fo CLFIXETY7 A (AA, AL &
AR=w IR, ZOM) ITHART 17%K GEFIRED AUC 1 21% M) L HEE S,
INR 10 JEE R 3 iR (SP847 iR, SP1047 iklik, SP848 i) MO " HEM 1 bk (SP0969 illR) |
BWT6 5 HEUNE 1T E TORNRTADAERE 414 6] (AAAN 46 Bz &) AL MmER T =4
I RRET —4& (SP847 iR 6 312 s, SP1047 #XBRH 5 90 xi, SP848 iz 5 933 i, SP0969 7kl
5 356 4i) % VT RHEM S B R AT & S0t L 7=,
REZLEE L U THAANTESEEET V2 v, CL/F IZBE T 2 A8 &2 BICHA AN S5 ATRetE
wARE U, AR, PRI, HEECSRERMNIEEEE, AR (77 A BAL AA, Zoft) | Rk (AAAN, A
KNS DOT T N, ZDM) | HAAR<PBELOH, ST aBofH, 7= L OH., 7= /3
NEZ— LD, ROFFEEFER (WA~ PEr, 72 /2L EZ— L7 == b ) OPFA, I
NZEHRRE L OMRETEE (CYP3A4) DRRAEE A 328/ & U TRl L 7=,
ZOFER, ST OGRS E > TT 3% I Ro CLF 1% 12%4 LT AUC 1% 14%8n L, fTEzs%
FHEI L OPFHIC L > TT7 2 2 RO CLIF 1 21% 801 L T AUC 1% 17%00 9% L HEE ST,
Z a3 RO CL/F 12642 ANFlE, Efik, PRI, HEERERIRIEEERE, I ONCBHSAE & OMRHHEE (CYP3A4)
DREAAE D BT Lo 1oy, FORENTB O LTz,
SREFRIIEE AT 2 TANABE - SP0982 RO TREHIFIEL AT 5 CAMABE D 98 il 159 /[ DN
Wb 7 o I RRET — 2%, 8 Wi (EP0008 7k, SP754 ik, SP755 ik, SP847 i, SP1047
B, SP848 ik, SP0969 ik & O SP0966 k) 7 b b7 2% 3 FMRET —% LG L. BEfF
OFHEFEWBNRET T L & B8 LT,
EEBORH D, BREMNRIBIEEZHT 2 TADAVBE LTI FIEEAT 5 CADPABELOMTT 23
RD7 )T Z o ZZETRO bR ro T,
WD) AANT 45U Eo/NRIC L CEAEZR LTV 5,

4. % U
fERERY N 24 BIIZZ 292 K 200mg % 30 TN 60 7y [ CHE SHEFHIRNE S X IIEER OBE L L&, 72
B3I RO AUCot TR Cmax VXFFRE  (BEH DD 90%EHE X ENL. WP b AW FaRSrEo % (80~
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125%] OFEPHAN) ThHh-7230, 7 a4 I NI O RGRESLHISTERICTIN S fv, FIEREEZR LI < D0
ThV., 73t I FERARGREOMISA AT A F VT 133X 100% T - 7= 30,

<$E HNEAT—2>
AN B R L LTe~ AT o A BRTiE, 5 FlZ[4Cl-7 2% X | 100mg (404Ci) Z#&A#KL-L
Tzl &, BE LIEHHEED 94% 3R BRI E 41, [4C]-7 a4 I MIRIREZERICTIR Sz 37,

E) AFNOAGBENZHELOHEIT A, RAKIEZ7 29I FELTL H 100mg K0 #EEZRBL, 0k 1 #EHELL
FoRBEEH T THEEL, #EAZ%2 1 B 200mg &322, Wb 1 H 22BN TROEET S, 28, ERIC
XY 1 H 400mg %8z AW CE e R 525, MEIT 1 WEL oA H I C1 BAELE LT 100mg LA Fo
792&, 1| Thd,

.

()& —KEEFEAME (S v MBI HRA~DIBITHE)
Ht SD (Sprague-Dawley) 7 > MZ[14C]-7 =¥ 3 F 10mg/kg (BMBq/kg) ZH[EREAOKE L, 1.5, 6 X
24 WE DM OB A ZRIE Lic & 2 A, MO X D HERED i Z2IRIT L A ElehoTz, IF D
FEREIREE 1T, 2T ORERSICB W TIAEFRE L VK<, MR LT#EE% 1.5, 6 K1 24 Ko
BIEIZZNE1 3.10, 1.38 K11 0.26ug eq/lg TH V|, MAEFREIZZNZET 6.89, 3.51 X (N0.38ug eqlg T
HoT,

()% — R BERAPTEBE M (T v MIHBITHREEAM)
TR 18 B B U0ttt 10 A O T » b XUIHEL 7 » MZ[1UC]-Z 24 2 K 10mg/kg (6.5MBq/kg) % Hi[Alf%
A5 L, 7 v NEROWEROMBS iz EROEG A — T VX7 T 7 4 —IC KV RIE LTz, BRI RHEA
DFARRIZ IR < 940 LTz, & TOMEE T, A ORIERE R Th 2 5% 4 RN mIRE &R Uiz th, BoaeiR
EiZp-< 0 LR L, 5% 24 FERICR W T H 2 TOMB CERTRER eSS Sz, IR VAR T
WO RE IR 135S T 2 R OB IR E L RfRE CTH Y | [UCl-7 =¥ I NICHET D BHRENE S I Hh R
Pz s 52 EBHLNERS T,

QR)EA~DBATIE (T v MZHITBHEAPHE])
43It 10 B ol SD 5 v RZ[14Cl-F =4 3 R 10mg/kg (6.5MBg/kg) % HEIRA#EG-T2 & HHEENL
T PR S AT, MBE IR, B RETR B I 04 1 RIS e iR T 8.6 ugeq/g 1T L7214, B DI ERER
T 5 24 FFHZITIT 0.34ugeq/g £ TR T L7z, FLITHIRE X, 5% 2 IR IR 7.9ugeq/g IZFEL
7ot%., 24 RE%121 0.31ugeq/g £ TIKF L7z, PR /b, #51% 30 43 ® 0.7 126 8 K[tk D 2.5
FETHIML ., 0% 24 RefEI2IE 0.9 128 LT,

[“Cl-5 a4 3 FOEEZEOKREROMSERE —FEHERE (Sv )

(tg ea/g)
10
-o- I
8 O 2t
w6
5
2
= i
E YT N Do
A N T
0 T T T T T T T T T T T T T T T T T T T T T .l.....l.. 1
0 4 8 12 16 20 24 (B5fE)

T, n=3
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A HERA~NDFEITHE
MR L
['VIL5.(1)Mi% — AP @) S M
B)Z DDA DFEITHE (XVR. Ty FRUA XIZHEITEZDMOMEEBE~DFEITHE)
VDA, Ty MRS RIZ[UC]-T 2 REHEROKRG Lz L&, BRI S RES,»IC, R
o340 U RIS OV IR S . AR TR C B D 2 as TR E 0N i b R o 7o, TNLS OB TIZ, ~ v
ADOFRMEKROEE, 7 v bOFR, RERE, ARG, FEZEKR OERE IR, A X OFFE LR TSN &)
STen, BEHERRICBWTHEET 28 ERZEIIRD NN o T,
(6)MIEEAFEEE
1) exvivo
FWERE L7207 22 R 50, 100, 150 & Of 300mg % FHARPI I 5 L 7= 9B o i 2 v, BRI 7
FRAMEIEIEIC LY exvivollB1T 5 MIUEEAMGREMEF LIZE ZA, MIEF T a4 I FRE 0.7~
5.5ug/mL 1B W T, MEEAMARIL 15% KW TChoTcZ &b, 7 a4 I FOMEEARKEFRITK
WZ kR LT,
2) in vitro
b higEE V., [UC]-7 29 X ROmEE ARG HE A2 [14Cl-7 2 I N 1.5~60ug/mL D & < P
BHTIEICE D TIE L & 24, [UC]-T 24 2 ROMEE S EO 2K TEHEIL 6.1% Th - 72, [14C]-
7 a% I FOMERGEREO AL 54% Th D . xS T 2 fd — mAEFRELIX 0.98 Th o7z, ARGt
T, BERFHEOMBMITRD bt s oz,

6. 1t
(R BHEREL R UL R B

FELTUMgEEx oD, FEMRHH THD O-iE A F /LK (SPM12809) 1, 5 DK 30% A3 R HIZHE

a5, BWETIE, 73% 3 Fo O-il A F/UEIZiZEIC CYP2C19 3% 5- L, CYP2C9 O CYP3A4 (2

WTHHEHTDLEEZOND, TOMORBREIEITHT 2 RBBERILFEE S THR,

1) BEBA GAEAT—4%) 37
R A BYEZ RS & Lo~ AT o ZRBR T, [UCl-7 =4 X K 100mg (404Ci) Of%FH#& 5% 0
MAEFIZ, 7 24 3 R (METRIAREDR 70%) . EERH O-i 2 F K (IHE PR BE DK 2%)
e OB ORIy S H Sz, [4Cl-F =9 2 R 100mg (40pCi) OFFIRINERG-Tik, migEficizs =
P Rt ShizinoTz,
0BG R OFRIRN G- oW s . FERRTHEED L7 239 I F (B5EOK 30~40%) | Ot X 7
SR (B GBOK) 30%) KOMRMERZy (B 5BOK 20%) ThoTz, RIS, oo ER#Y (5
a% I ROp-b ReF iR O-liAF/Lpt FaF iR O-ii A F/l-m-t Fux I AKEOWLT & F LK)
WZOWNWTH, ENENEGED 0.5~2% 0 & iz, 7z, SP619 B CliIii 7 & F /L& (SPM6912)
D N-FNWVAREAN-0-3-D- 7V 7 v = RR[EE ST, RIBIEICOWTIERRE RS 21T o oS, 7=
P KOOI o F A~ —BOMHEEBRITAE U2 ERRERT,
72t ROKEROEGREO METIZEBT D Ol A F/ARDIFIEIE, RELEDK) 10~15% TH -7,
IR T E 28 & LR BRICB W T, N 7 23 I FORBICEE T2 Z LN RBINT,
CYP2C19 @ PM KON EM Zxt5 & U723 B Cik PM CiliEd O-BlA F/ARBENMEF Lz &, R
2 CYP2C19 O REH K O EIR TH 54 A 75V — )L & ORI AR R Tl CYP2C19 PHESR
PERERICMEER O- WA FARBEME T L2 &b, O-BiA FAARDAERICIT CYP2C19 AB5T 5
ZENRIBE S LT,
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2) in vitro D T—%4
in vitro RER OFER:, FHEVFEIIIAREE 2 ERETH D Ol A FIRAERICEIZEH 5T 5 CYP o7
X, CYP3A4, CYP2C9 K O'CYP2C19 Th o7z, 7 2% I ROMRFHIEE G T 2 MMOMRBEERILFE I

TR,
3) Y FOHEERBER (EF. TVR, Ty b, 9HYF, 4X) 3

J a4 3 FOHEE KBRRER

B7 2 F b ° EREEUAL
J3aysk

/c|> ‘ O-BEAFILAE
? n \/© OH (L OH
H,N /ﬁ( - o -
0 : :

M5

SPM 6912 H H
l M1 M2
SPM 12809 SPM 12815 (0-OH)
l SPM 12816 (m-OH)
| l / SPM 12817 (p-OH)
OH
o] OH
Gluc O b 0 e
z H H H
o) ) N ) N
ﬂ/\[( ﬂ/Y FLonEBRa
o o] M4
M6 M3
N-HILREA LT LAV EETA SR SPM 12812 (0-OH)

SPM 12813 (m-OH)
SPM 12814 (p-OH)
QR#IPI5T 2EFE (CYPEH) OnFiE. F5F
1) EbFS /O Y—LEZAV &R
HI7vy—2ZHNTT7atI N invitrofWilifa et Lz 2A, E MFI 7 vy —ATET a2t
ROMRFHHITED B o Tz,
2) £ TR Z ALV RRES
b MFfaE HWTC-Z7 28 3 FoR@#Ezmas L s 2 A, b ML O RENEME T - 72,
bt MR A N2 in vitro SR T, 2 FUHO FEAEHY [O-ii 2 F /LK (SPM12809) K UMLT & F /v
& (SPM6912) ] 72 b UM S ORI 53 D3 Hi S 47z,
3) EMFRUBI/OY—LA, £ O, HUITHEBEZ CYP2C19 ALV 1&E
EMFEOEI 7 e Y —2a, b ME, SONCHH# 2 CYP2C19 2 W C, [“Cl-7 a4 3 Rof#Z ket
L7iz&Z A, WD in vitro TETF Vb R#tE2Z 1T 72[14Cl-F 2% 2 FiX 10% R CTH o7z, Lz
CYP2C19 Z W= fEHE 5, CYP2C19 17 2% I FORFHIZHEGTHZ LR,
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4) EFFS/OYV—LRUHEEZE F CYP DFREICHT AEEDEEELZ ALV -5
vt MNFIZ7r Yy —ARUO¥HELZ & b CYP 0 FREICKT AR EDORESRKZHWT, 7 2% I RO invitrofX
W ET 5 CYP o rfEZMmEtLice 2A, O-iATF VRO ERRICEE ST 2% 27 CYP 4 FREiX,
CYP2C9, 2C19 XX 3A4 ThH-7-,

5) KBIEERBEZIER (in vitro)
b TR A V. B BT CYP B CYP1A2, 2A6, 2C9, 2C19, 2D6, 2E1 LK (f3A4 (IZxtd 57 2
2 K 100umol/L (25ug/mL) K OVEMRHY (O-Bi A FAK) ORESHRZFMLIZE A, 7342 Fik
CYP2C19 #HE L7225, oo v MFED CYP Z FHREEMIIEAE Lo 72, EREY (O-FiA T
JUIK) 1% CYP2A6. 2B6. 2C8 K Tr 2E1 12k 9 5 M EMEHIT R S o7z,
CYP2C19. 3A4. 3A5. 2C9 KT 1AL T35 UKi HiZ 0.032~0.001 DFFNTH 7= 2 Lnb*, F
292 R CYP2C19, 3A4, 3A5, 2C9 XX 1A1 OIEE L 22 55 L O S = 5A12, in vivo TOIR
WM EERORAT HAREMIFIEWVW EEZ X 6D,

e TERARBAZE & B2 IR DT O DM AR A R T4 > (R | (CFpk 26 4 7 A 8 HIEAGEE
A R R A PR F B T, WRIBLEORS . IEER (K) S8 2 IEAMORSIERRE (D ©
3 0.1 BUF ThHIUR, BREENEST 2 U X7 13EL | BREDHRAERRBROZERmITRNELE STV D,

6) KBERFEMER (in vitro)
CYP1A2 }O* 3A4 (Z%f9 %57 a¥ I ROFBEMEMIZHOWTE Mz AV, 7393 RIEE 50 KO
500umol/L, (ZHZE4L 12.5 KT 125ug/mL) TaHMliL7z& 2 A, 7 24 I FIZmREILIC CYP1A2 %7
BLRMNoTz, 73Y I FITERE T CYP3A4 2358 Lo Tz,
QRWEEBHROEERUVZTDEE
[VIL4.IRUR ) ZHR
GRHHVOFHEDEERVFEMSL., FELE WEAT—42) 37
fEEERAICT 29 2 RERERO#EE Lo MRt 5 O-i A F /U KROIFERIL, RELEDOK) 10~
15% CTh -T2, b NOEHFEERMT CHRIEFRER T 29I ROME—DOEERFH TH D OBt A F Rz, 3
FERIE TR 2,

B

JRAIZT 2% I RORELIRE L TELEEDOR 30~40%, X#H & L TS EDOK 60% 1Pkt X5, i~

OPEII DTN TH D,

(MEERRA. NEAT—4F EORVRET) 30
HME SRR A Bk 5 B2 [14C)-7 29 2 R 100mg (40uCi) 7% H[ARE O£ 5 K O 1 B C B[R] RN 4%
HL7mE &, BH#% 168 BiM £ Tlo, JRPICHEGED 94% K N 97% 23kt S v, FEP A~ PENE 0.5% AT
Tholz, RE~NET 2V IR (K 80~40%) . O-BiLATF AR (5 30%) . MRSy () 20%) K OMELO
PR (0.5~2%) & LCHEItE N,
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1é8 (h)

R~ RiEHE M ==
(%)
100 -
80 -
2
& 60
i
il
He
¥
i 40 A
$
20 1
-8~ 201} 5 (n=5)
-3 BARMI% 5 (n=5)
0_ T T T T T T
0 24 48 72 96 120 144
B %R
T EERERE
RIEMSREHEHE (BREEICXT HEE)
- mofks FERAN B -
~ H
R (%) # (%) R (%) # (%)
0-4 B[ 12.06 — 10.13 —
0-8 MEfH] 23.46 - 20.26 -
0-12 R 33.10 - 31.84 -
0-24 K¢ 56.69 0.15 52.92 0.05
0-48 R 81.03 0.26 81.34 0.15
0-72 R 89.46 0.31 90.74 0.23
0-96 ¢ 92.28 0.35 94.39 0.28
0-120 RS 93.43 0.37 95.87 0.30
0-144 H¢H] 93.45 0.38 96.51 0.30
0-168 IHFfE] 94.19 0.38 96.82 0.30
SR E
RpPREMORESEICHOZEE (%)
FERAN B G- Boks
(n=5) (n=5)
ZaHh IR 37.6*£5.5 33.6+5.6
O-fit A F LR 28.3+3.5 28.3+8.3
e 18] 4y 19.2+2.5 17.2+3.7
SEYAE R HE (R

QBERA. AEAT—42 #EOKkE) 37
ShE AR (5 61]) 1Z[14Cl-7 24 2 K 100mg & HERE O &5 Uiz & & [HHREDOK) 58% 03t -t 24 W

I [N S 7z,



VIL_ Y Ehielc B4 5 IH H

8. FIUVAR—E—IZET HER
invitroi R LV | Caco-2 Ml BRI T 2T =24 I RoEiwtk, P-#EER (PGP) Ofh, KOWwax v
DOERIZKIT D EBERGILIZE 2 A, 7aH I RIL PGP OEE TIERWZ LR I NT-, in vitro RERIC
BT Caco-2 MIRHEIEIZI 1T 2 ¥ T X 2 0 OWEIZE L 5.2 Ieino7c, LorL, 7% Fidk F MDR1
(PGP) BB 1TZ#EA L REEREMEICIHSNT, B b PGP OB L7025 Z LRI Lz 39, Caco 2 #ifid
HEBC BT 27 2% I FoRGRBEEZEENG . 7 2% I FOBREBIITZEILENREHEE L, PGP 2
£ 2 REEN L O BTN T L AR S T,

9. BMFICKBHBRER
REHAEIR TE TIE, 729 I FEO O-A F kD AUCo 13 4 FFRIOMHEEITIZ LV 50%E T L2z &
Mmoo, Zat I RERO-MAFMKIINTNOGEICEIVRET L2 ZLNARETHLD ( TVI10.(3) mMiKEHZE
RITVWARMABTHERTEEOMERRE NEAT—4) | 2])

10.BENEREHTHEE
(1)/MR 10

FEEM 3 3R (SP847 ik, SP1047 3Bk, SP848 i) KU _HEM 1 B (SP0969 #iR) 128\ T 6 #
HEUVDBB 1TIRECTONRTADABE 414 61 (AARAN 46 Bz &) NHELNMEET T 293 NEEA
FICRHEFASE B REARAT 2 F20t L 7=,
ERINTHEROCHETO/NETAUNPAVBEIZE T 57 2% I ROEFREBOEHMFEFIRE (Cs) D
Sal—varEERL TYTORATADIVEEICBITS CsDY I 2 b—ya UREREE LT, 228,
7 a3 RHEFREZEE L 2BE DN TBERFEEROHIH, 729 FOAREZBE LIZBED 51%
DIFEERFYIEOH ., REENFMRFEELOIHOHEIC N TY Ialb—va v &{To7z,
JFEE A SR OO | BFE D 59% M TR HER OO IFEERFEE OOV TNOLHEIZB N T,
4 %A E o/ NR o f T (RE 30kg ARl TlE 12mg/kg/ B . A8 30~50kg Ajili Tl 8me/kg/H | (K5 50kg
LI ETIE 400mg/ ) 12815 Coes DFRAEIL, 77 O A DI E & (400mg/H) O Css DHFPHIZE Eh
770



VIL_HEdhielZ B4 55 H

NEDRERVEHIEITVIaL—YaV LEEERBOEYOBERRERV T OT7ORANICTIYI R
400mg/BRETY I aL—Ya v L-EBREDOTEYMEDRE

TOTDINR TOTDING TOTDING
(FFEERSZEEEHA) (MNR®D 59% D FFEERFEEGA) (FFEERZEEMHA)

~ , .

)

E

S

S

h

n

Y

n

00 10 20 30 40 50 60 70 80 90 0 10 20 30 40 50 60 70 80 90 0 10 20 30 40 50 60 70 80 90
AE (kg)
TOTDINR TOTDINR TOTDING
(FFEs R B EIEGA) (MNR®D 59% D FFEERFEEGA) (FFEERFEEHA)

S 20+ . .

)

E

3

S

L

I

Y

Il

N 0

Css : & HRRE O S22 i B8 v i 2

Fat I RHAREZEE UHERHEIEZIEOAR (4) . 723 I RIFAREZEE LI/ NE D 59% 1 TR 7 Y
WEOERAE (P) | HEEFEEEZEAN ) o7 T O/MNETANAVEED Cs %, KE (1) RO ERK (F) 2
LiIcy I ab—ya v L, A 30kg RiOWERE TiX 12me/ke/ B . (A5 30~50kg K D#EER#E Tid Smg/kg/ A, &
i 50kg LI EOWEHRHE Tl 400mg/H & L7,

TR Cos DHFRAEZ | FEENTIE 90%HERIX M 279, BEERET 29X N 400mg/ B Z2#% 5 L7=7 U7 O A D 90%HEH
X R %R,

E1D) ARANT 4 Eo/NRBIZH L CEHEZR L TWD,

Q)BHEEREETBREOMBEHEE WEAT—42) 1139
BRRRORE (Z L7 F=r27 U772 A CLer) OFE2DANYERFE 32 FlI27 =29 I R 100mg % Hi[Al#E
A5 L7zt &, AUCo: IXBEHAELE## (CLcr : >80mL/min) & bl LT, #EK FE (CLer : 50~<
80mL/min) TiX 27%. TEEIKTH (CLcr: 30~ <50mL/min) T 22%. EE{X F# (CLcr: <30mL/min)
T 59%E < Comax (TEEE S BEEOBHAEIC T H T 10~14% @0 > 72, BN S EEOBHAER TH IR
7% O A F/LARD AUCo- IXBHEREIEH# D 1.5~4.6 {5 Th o7,



VLY Ehie!

AR

Clcr fERI D M E IR EHTS

(ug/mL)
4_
351 -0- FHEEEIEEHE (n=8)
m 34 - B E AR THE (n=8)
5 A k- PEEBEHEEERTE (n=8)
H 25 o O EEBHAEETE (n=8)
7,19
4
REREE
0.5 1
0 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)
R5 %R
Eiy{E
CLcRIERIDFEMEIRE/INS A —42
EHaE EHE BEET FEEERT EEET
%K 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]
ton (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)
e (h) 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 0.2779 0.143
CLr (L/h) [37.9] [51.3] [24.4] [31.8]
LfEE [CV (%) 1 . AUCo+ 13 0~96 FEIME, tmax (ZPRAE (HEPH) . a) n=7

CLer: Z7Vv7F=27077 A, Clr:

) AAOAR SN -HEROCHET T#
P EoM@z o TR L,
RIZEY 1 BH 400mg 48 % 72\
LR399

() i&EHT &=

—

Lo

Tho,

(FTWBRARZ KA

MR BT 252 1 TN D R HERE

EEERE DM
FedE DR ABERE 8 1l
I N 100mg ZH[EIRE DG Uiz & & FEBHTREICH
EEIEIE 46% 084 L, BHTIC L DBREZDFIZT 293
O EHEIZZ 29 2 K 140mL/min (8.40L/h)

BIVT TR

HEFFFHE%Z 1 H 200mg & T 573,
P -G BT 5 03

R 57%.

EhEE GHEAT—4) 199

Ixb L. FEBEHTRE R ONEHTBRAA 2.5 RERFIATIC
e 4 B OB ERERFCIE 7 29 X KD AUCo+ O Al
O-i A F IR 53% TH Y, BEHr7 VT T A
O-fii A F /LK 149mL/min (8.94L/h) THh 7=,

WYL 1 H 2 BN

W.ORAIZIZTZ 2T FELT1 H 100mg K05 2BB L., 0% 1 #HM
RS54 5, B, iE
MR 1AM EoMBEEHIT T 1 HAZE S LT 100mg
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MRBEMEZZITTOESRABTHEETEREDOEMEENFT A —4

& FEH JEFEATBF 4 BB
% 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]

SATPEEIE [CV (%) 1 . AUCo1E 0~24 BFFMHE, tmax (TH JE (HEFH)

) AFNOABIN-HELOCHERDT @, A 72 I FE LT H 100mg L0521, 20k 1 EM
DiEoRilRzEH T CHEEL, #EFHESY 1 H 200mg &350, Winud 1 H 2BICT TROKEET D, ok, JE
RIZED 1 B 400mg %48 2 70 WVEFH CE BT 5 25, BElE 1 EMAU EoMRzH T 1 BAZEE LT 100mg

LFFo17952&, | ThD,

A REEEZTREICE T2 EMEE MMEAT—4%) 12
FIGREE A e OV 25 [ PR REAS N3 (Child-Pugh 4338 B) @ 8 il 4°2127 =4 X K 100mg/[A% 1 A 2 [A]
5 HRIER NG Uiz b & MEMRANICHESRTT a4 I ROEFIRED AUCo120 & O Cmax D 2 fEIX
ZNEN 61% KN B50%mMNr>T-, Fio, RETHERENL LI EFRED AUCo12n K Y Cmax D RATFEIEZ 1L
TN AT% R X 3T% @ 0> 1=, FFEREIR & TlE, tue DR RENER L7z, SIS FHE TO O-fii A F VIR
DEFIRHED AUCo120 KT Cmax DTN, FEFERL AL TH 40%A80 - 72, B EE PR RR R B

(Child-Pugh 734 C) TOHMENREITMRES L TR0,

REMARUV#ERESEEOEERE (56 BE) UROMEFREMRS

(1g/mL)
12 -

10

b A AN B =

-o- {ERERLA (n=8)
i hEERHERE T & (n=8)

FEifE L RERE

BE&EERE




- Y EhREIC B D IEE

RERARUVHHEEEEEOEERETOEYHE/ NS A -4

FF#aE EE Child-Pugh %8 B
il 8 8
AUCo-12n 53.3 85.9
(ug * h/mL) [17.3] [21.7]
Crax 5.83 8.75
(ug/mL) [13.3] [18.7]
1.5 1.5
tmax (h) (0.5—2.0) (0.5—2.0)
14.8 24.1
tvz (h) [19.7] [23.5]

R [CV (%) ]\ tmax (T RAE (FEH)

) AFNOABSNIHEROCHET M@, RAIIZZ7 a3 I FELT1 H 100mg KV EGEEZHIGL. 20k 18H
PlEoRZ&H T THE L, #FFHEL 1 A 200mg & 3523, Wb 1B 2EICHT TRAKET 5, 2B, JE
RIZED 1 B 400mg %2 72O T 223, HEX 1 EMU LoMREHIF T 1 HAHES LT 100mg
LFFof7528, | THD,

G)EREORERSHRIMENRE NEAT—F) 04D
65 LA oo | N fRE i Tk 12 1 (1 P ak) K OVE et 12 6, I ONT 18 5k BL | 45 i BA T O R T
122, 2% K 100mg/[M% 1 H 2 [A 5 AMKERAKRS Lz, BABMEE EL T, &SilnHMER Ok
PEIZBWTT a4 RKERG%OEFIRRED AUCo120 DT FHMEITEEI 33% KT 50% < . Cmax
DATELEE LTI 29% KDY 53% minroTc, Fo, RETHEAEL LI EFIRED AUCo-120 DT FE)HE
s B OB PEIZ B O TENEI 26% &% N 23% 5 < Cmax DT EHMEIZZENEI 22% K T 25%

BT,

(ug/mL)

-~ S B (n=11)
- S & (n=12)
ke FEB M (n=12)

R T IR B

6 2 4'1, 6 é 12 24 36 48 72 (h)
& 5% B30
EHEIZEERE
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TEFIRIED

il 5 e [ Reg e B
SRENE T A — X (n=11) (n=12) (n=12)
AUCo12n (ug - 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]

RMEEE [CV (%) ]

v bmax (ZPRAE (HEPH)

) AFOABINZHELOCHERDT @, RACE 72 I FE LT H 100mg L0521, 20tk 1 EM
iEoRilRZEH T CHEEL, #EFHESY 1 H 200mg &35, Winuh 1 H 2BICT TROKET S, ok, JE

RIZED 1 B 400mg % 2 72O CHEE T 223, HEE 1 EMU LoMREH1F T 1 HAHES LT 100mg
LFFof7528, | THD,

1.2 Dfth

PARPSA



et W EoiEES) (B35

VIIl. £ (ERLOZIESE) T3 HER

ZERNREFDER
BEEIN TR

. BERAR LT DER

2. B2 (ROBHEICIKEES LGNNI L)

2.1 RAIOES R UioE O BRI O & 2 B3

22 HEOHREREDH L BE [9.3.1. 16.6.3 B3]

gt

2.1 KB ORI 2WBUE DB O & 5 BH 1T, KA &G L2 hE, BOMBUER TS 5 ArREtEN
BWEEZOND DT, KRN OERES K O 5F U BOE O BERERE D & 5 B 121, AFI 0% 5%k
JHZ
RE. BHSYT 2 X RUSNOARFIOTMIZOWTIE, V2 HE O/ 220z &,

2.2 RHBIZIB W THEEMERERE O H 2 EBF TOMMRBRITZ < ISR 2B T 2 By E ek
(SP642 #lR) 12 OFERMN D, IFHERERE 2 A 3 2 B3 TIIAH O P RE(KD AUC 23887 5 7]
REMEDN B D 2 LI BERTE LTz, EEOHRERE O BE 1T, AFIOEL 288 5 2 & ( [VIL6.(3)AFHaEmE
FEH| KO VI10.4)IFHEEETEEICH T 2EDHE GMEAT—2) | 1) .

BEEXIIHRICEET 5FE LT DERA
RE STV

. RERUVAZICEET 538 L TNDER
('VARERUVAZICEET 53FE) 2252 &,

. BEGERMTE L TOER

8. EELEARNMEER

8.1 HHTICRIT G EOLWMAWER N LEGPIEIZ LY, TADARIEDORE LT AN A ERIRE
WHOLOLNDLZENHLOT, HHEEZFILTLHHEITIE, L2< e THERAMU ENT TRAICEET S
R EEEIITO 2 L,

8.2 FEIED E W, T, IRK, HE - £ - KEEBRENEORTREZ D22 ENHDHDT, KA
B o BEF T H BB OB, R A ) R OBIEICERESERVWR I EET L2 L,

8.3 PR MRDIERENHHDLNDLZ LB H LD T, AROEEHIIHE “EL EOREET 0y 7 FICEET 5
SER CENR, ARIAEQED . DRIGREE, BEES O 5 DR Kph, B, BUIn%E) ORBUIEET L Z L,
KA FIZZD & 5 RIERN S BN BEICIE, EMORRELZT 5 & 5 BEROZDOFKREIC
BT 2 2 L, MRERESCHEEOLEE (DHEEUIOALE) OBEOH L8, T ) AT
Y RNVERE (TN IEGRE) OboEE, PR MROERZEZTBEn0H 2 HA % LT
2 BE LTI, AFIE GBI R OARFE 5 I OB RREEZIT O e &, BEOREROYFEEOE(LE
HEERBZET 2L, [9.1.1, 10.2, 11.1.1 2]

8.4 Sfiliigtt, HlEE, WBEMSORBMERNG b, BREMICEDLZ L bH DD T, ARFIELHIXEE
ORIER IREDOZb A L EIRS BT 52 L, [8.5, 15.1 ]
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VI 24tk (B Fokss) (355

&5$%&U%®%ﬁ“’&ﬂﬁ H %A X O REFRIER FEBLO AT REMEIC DWW T 21TV, ERf & B
HEZIRD GO XofET 52L&, [84. 151 2]
&6@@ FHEDIRP i#ibéﬁ%ﬁ#%é@? DRI, IREFEICHOWTHZ 2T SnE L, &
RO LN GAIITEY R LEAZITO 2 b, [15.2.1 ]

ﬁ

Cll

e

8.1 AHFNZWEITH LT HERICIL, IMBUEDORBE TLZEMEOBLEN O E LI G2 IE LT iz 6720
BarhrEx, 2l e TEBL ENT TR ICHET 2728, HERGISEITO 2 L,

8.2 HEVEOEIRE | B OBIERRN ~DO BT 2 BRI TON TV W, 7 a4 I ROKGBRFE TORL
NZxtG & Uiz B R EFEEEEZFTERE (EP0008 3k & Y EP0009 #lR) 29 12\ T, RIfEH & LT
e F > 145/527 Bl (27.5%) | {EHIR 55/527 §i] (10.4%) . §AI% 31/527 B (5.9%) . i 27/527 Bl
(5.1%) | # 26/527 il (4.9%) MHE SN TV D, AHEGHICITABIBEOELRS, fERE LD iR
BB F I T2V L) O EET D2 &,

8.3 ME/L DREEERL A BIE R O B E 2 xR & L7255 1 /B (SP640 #ABR) 9 2B \W\WT, a4+ IR
(400mg/ A X% 800mg/H) D512 X W FHEMKAFAIZ PR MR DIERNRBO HiLic Z & K OKERAT L

DFEHITHED TR E LT,
ARFNEE G- AR, IRFAERD . IRIGREE, BEERS O 5 DK, oih, @, BUINEN S bbb 541X
FEET DL LI MEEEESLEEDOLDKEDOHEOHLEH . T M) U LAF ¥y RVEREDH L EE
PR MR OIER #1422 3 BEh D0 H 5 A 2 0 L TV B BEE T, AFIHE 5 BIbARE & 0K G-
BRREZIT O 70 &, BEORIEKLOYRE W{I:fa/aza {BETHZ L, T2 BESEBEIC 7270
2TV, BEOIRRBICELAFRD DA HEITIE, SR b EAT~EHE L 206G AL 5 K 9 ICBLE
5 & (TVIL6.(1)&BHE - ﬂﬁﬁ#mhéﬁﬁj\FWI@H%&E&%@EEJ&UFW&mEkEE

ER L MERER ) 21) .
8.4 Gy, B, MCBEMSE ORI & B Lf:,%%ﬁiﬁﬁﬁﬂ CEDAREMNED S D DT, BE DOREHAER D

ZALICHEEL, 20X 5 ERD? S by @b asdisz 42 2 & ( IL12.()ERRERICE DL
& M) .

8.5 IR ARER @I T?j{%‘“ﬁtbf“éf%@ﬁ% Fricdegtt, BAERIC OV T, BERLFEEIC 7
fcﬁﬁfﬁﬁﬁ%ﬁb‘ BE OREHIERIZZEALDGR D B IIZG AR FIED b ER~ERE L 22 xS 08 i 5 &

BB T 52 & ( TVIL12.(1)E rﬁmlgo<hﬁjﬁ%)o
&6#%?%%@ ERBRICEBW T, 7y hOKBKICEG#% 35 AEETofi Lz 2 &, KOVH P EE LR H I
FHEER (EP0008 75k & 0N EP0009 #BR) 25128\ T, Ff (5.1%) KROER (4.9%) NELBEH LT
WAHDT, MZEITH>REFDICEEL, ZOXIRIERES LN GEITIXEO 25 EET 25 Z &
( TVIL12.(2)FERGEREAERICE D CEHR 2R)

. REDERZEITIREICEHT IR

(MWEBHE - MERZEOHLEE

9.1 GHHE - IEEZEOHLESE

9.1.1 MEEEEVCEEOLER (DHEEXILSALE) OBEOHLIEE. TR ILFYRILEE (T
IWHTERBRE) OHHEE
AHNO PR MRERIEMIC LV BETr v ZEREBT LBENNH 5, [8.3, 10.2, 11.1.1 ]

R
9.1.1 MBS DR N B e O MR G 2 %5 & U725 T HHERBR (SP640 RBR) 9 i2B8WT, a4 3I R

|
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VI %

etk N EOEES) (S 5IEA

(400mg/ H X% 800mg/H) D5 X v HEMKFIIC PR BEIMROERE DGR bl 2 & K OKEIRR
XEORHICHESEHRE L, MoEEESCEEDEROBEEOHLEBE, T ) UV AF v FVERED
HoEE, HBHOTPRMBOLEEZEZTEZNOL A ZHA L TV HIBETIIEET 7 v 750
KT HBENRHLOT, HHEHICEF T2 (IS5 EELREAMIELZOEA) . VIL7.2)#F
FELEFOHEA] KO VL8.(MEKXLEMEREMBER 1) .

[7.1. 16.6.1 /]
922 MEBREZTTLEXRYIBHEEEEERE
[7.1. 16.6.2 K]

fRER
9.2 ARFNIFHLEDK 30~40%NRE K L L TR S D 720, BHERERE O b 2 B8 Tl AHI O Pkt
BIET D AREVERN D H DT, 2 VLT F=2 2 U7 70 AMEEBE| _&“EJ@\ BhRE T 570 8, 1
T2 (I VARZERUVASICEEYT 58] KO [VIL10.(3)MA&REN &2+ TUL S REAB#HEE
EEREOLFEREE NEAT—F) | ) .

(Q)FFHReEE RS

9.3 FFHaelEEERE
931 EEOHBEREEDHLIESE

B LD &, REIOMHPREN EHT 2820013 H5, [2.2, 16.6.3 B ]
932 BEXEHTEEDHEEEENOHSEHE (Child-Pugh 773 A U B)

[7.2, 16.6.3 ZJE]

B

0.3 NFHEHENTIBH TS 2 SEMMIERIR (SP642 BB 12 OREIN D | IFHAERT & 49 5 BH 1T, AFA

ERAR LA R AUC A3 2 SIREHER 0 5 T, A _&“Em“é_ck Rt p—
THIE RO A0 FHEREREICST 2EDBE HEAF—5) | 31

AEIEReERET HE
BEEN TV

(5)4E 4%

9.5 17
TR OTEEIR LTV B ATREME D B B Aotz 1R LGN G E Em 2D &l S D551
HEGFTDH L,
Z v MZBWTIREBITESRD LTV D,

fEER -
95 IHWFERR (T v b)) THRIE~OBITMOHAROEERDNBO LN TS, BE¥ETET—%2—
(Company Core Data Sheet : CCDS) # %% |Z:it# L7-,
BRI BB B\ TR SUTHENR L T D ATRENYE D & 2 et I3B GRS ST 572, BN TO
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VI 24tk (B Fokss) (355

PRS0 9 2 R BRI TIE R (2D 7 < | IEIR T D4 5T BT 2 L ANEITHENL LTV 2R, SR SRR LT
WD FREPED & % M3 LT, Atk etz &R o b M+ 52 & ([VIL5.(2)fi& — HERS
@@ttt (v MoBITHBEEan) | 21 .

(6)1RFLYR

9.6 ZFLiF
IR EOF MR ORARBOARMELBE L, RALOMKG TP ILEZHET 5 2 &,
BYER (T v 8 TAHT~BITTD 2 enmiEsnTnd

fi#Es -

9.6 HWER (7 v k) “C?L/‘l‘qu\@%ﬁiﬂ IO HINTWS, CCDS #&BE 1Cit#i L,
BHIFIZE G T HH AR AZRT D2 L 5 IcffE 4252 & (VLS. Q)EA~NDFETHE (v MZIHBITD
i) | B

(7)hR

9.7 NR

9.7.1 MRHEMREI, BV, FLIE T 4 MR O Ik 2 BB IZE N L T 720,

9.7.2 /NREH OEBS AR R 5 BAIFELIC BT 2 BEERABRIZE N - HESL & b ISAThAL TR,

R -

9.7 4RI OVTIE, HNICHIT 2 BRMBIC I THRBRA 2V, Eiz, NEOMY AR 525 WAl
BRI BT 2 BRRARBR K Y -+ HESh & 610 FEH STV Ly,

(8)=thE
9.8 EirE
— BRI E RS CITAEFERENME T L W15, [16.6.4 B[]

FRER

9.8 AANIHEGEDK) 30~40%NAREMAEE LBt SN D720, BHEREDMET LTV 2 fREMED 5 5 il
FHCIEIAR O EIE T DA RetEN & 5, SMEAFEEEERE (F7 23 I FEEOEEFEG - Sis B 71.3
k. e 69.7 %) A XxIGrd L7cUAERIREER (SP620 FRliR) 404D [T\ T, AR N 5% DR E T
FHEL L7 EHRRED AUCo12n XY Cmax 15, BHEB VIS THEE B MR O LI 25% @V ERTH
STz, EEREIIRIE OB TN 2, BHEREMET L CWAREM R H D720, 2 VT F=2 2 U T 7 Al
EHEICEG R, BEEREAEGT 50 SEECEE T2 (VI10.6)EEmEDREHRSHOETRE
NEAT—%) | ) .
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VI Zzs4efh (B EoiEEss) (CBId 5HA

7. HHE{ERA

MBrtRZEZS L ZDER
REIN TN
Q)BFHEZEEEZFDHEA

10.2 #RAZEE (HFRICEET S &)

KA & B AEAR - HFE TR BFr + fbRIk

PR B0 ELZRZTEZNO |ERET7 0y 7SR RS 5282 | #HHICX Y PR BRREEER M
B % EA
(8.3, 9.1.1, 11.1.1 ]

nndH s, IRENZHERT DB LN D D,

fRER

10.2 AN OB N BV R O RS 2 xt g & L7258 TR (SP640 #iR) W iZkW\WT, 7a¥I K
(400mg/H X1 800mg/ H) O 52 LY HEKAHIIZ PR BEBROIEENFRD -2 & ROKEGRA
LEOTDRICESEHRE L, MEEEESEEDOMEROBEOHHBRE, 7 FY U LF v FLEED
bLEFE, HBOLVIIPRERBOIEEZEZTHBENOH LA ZHH L TWHBETIIEET 2 v 7 %R0
BT HBEINRNHHOT, BRICRGTHZL (ML5EBELEAMIELZOEHR) . (VI.6.(1)E56H

fE

8. BIEA

- BEREOHDEE) KO L8.(NEXLEMER L MHERK] 1) .

1. BIYER
ROBWERR S 5o ZENRHLOT, BEL T7IATV, RENBOONSEICIT&E2h IR
570 EEU)2EZAT O T &,

(HEX%

BIER & HER

11.1.1

11.1.2

11.1.3

11.1.4

1.1 EXGEIEA

BEJOvY., @&k, K (W3 1%A00)

PR EIROER 2 Z T BEnrdb s, [8.3, 9.1.1, 10.2 ZH]

hEMREIESERMAL (Toxic Epidermal Necrolysis: TEN) . RIEIRERAEIZEF (Stevens-Johnson
FERE) (Wb BEAD)

FEEN ALBE, AU - VD A, T O, WHERR. IR, DARFEORE RO bNHEIiI&kE%
iU, EURRAEZITD 2L,

REEBBUEEREE (BEAD)

FIHER & LTRIB. DR LI, BICHEREREE ., U o FilER, AmEREm, ik, 2
T o RERIBLE 2 O BREMEOBEER2MBUERLH LMD ZLNDH D, 0B, B h~ AT A
VA6 (HHV-6) %D U A NADEEMALZE D Z 132 < HETILE LI, BE ITHREREE
FEOIERDHRD 2 WVITBLET D LDRHLOTHEET DL & 92,

WEDNIIKIE (BEAW)

fi#Es -

1111 BEJO Y., Bk, £8 (WFhvd 1%AK70)
A P EFESE RS IARER (EP000S iER) 2 K ONERLFEI IR (SP0993 35k K (O SP0994 #kR) 319

—fC\\

W5 L EoRERET 0 v 7 OFIERITIME SN/ ->7228, 7 3% 3 K 400mg/ H BB T

224, 7 =Y R 200me/ HREIC W TRIRDS 1 FldiE Sz, £/, EP0008 flBRIZ 5| & fot & Sk &
MRk 5k (EP0009 #liR) » TH LI EOFEET v v 7 R, IRIROEIVEH #3720
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VI 2zttt (B EokEgss) (CBd5HA

11.1.2

11.1.3

11.1.4

o7z, L LA 6, CCDS Mgt COM MR ZZE L, HERREWEMICEE T vy 7 i Rk
R E LT,
AEOREGIZEE LTI, BAREREZ HoIBE L, BEPHEO ONEEIIE, KEGE2PIET 5L,
WO EZ1T) 2 & (IS EEGEARWIE L ZNDER) . VIL6.(1)EHE - BMEEFOHLEE]
EOY WL7.Q)BtAZEE ZDEA] ) .
hEMRRIEFEMAZE (Toxic Epidermal Necrolysis : TEN) . KSH:EERAE{ZEE (Stevens-Johnson fiE
&) (Wb BEEARE)
A E LR F ISR (EP0008 7Bk K& O EP0009 #XBR) 29, [EFEILEFIFEGFER (SP0993 #lEr K )Y
SP0994 #ABR) 315 K OWES DI A G & LTz 7 7 B ARSHRRBRIC BT, P RpIESR B e e
(Toxic Epidermal Necrolysis : TEN) | FEHEIRIEMEAE (Stevens-Johnson JEMHRE) ORIVENEHE
X722 mo7z, L LG, CCDS DRk, MM TOMMRER, FROEBEMEZHE L, RE LT,
AENOF G U ClE, BRRIER OB &2+ 14TV, FE FLBE, A - Ob A, £ D FE, WHETR. IR
i, ONRFEORFEDRD NHEIIE, BHEPIiEL, #URLEs1To 2 &,
RRIMBBUEERE (BEAR)
A ERSE RS IARRER (EP0008 352 & O EP0009 #Eh) 25 | [ERIEFFIANFER (SP0993 3K OF
SP0994 FER) 319K OV DE Y FEAEZ KR L L7277 B ARG BERBRIC IV T A1 M8 AEURE JiE e 7
(Drug-induced hypersensitivity syndrome : DIHS) OEIEH#E X802 o72, LIrL2R 6, SO
TR TN T, A & O BIEMEN G E T & RV EE OMBUE S Si, CCDS 121X DRESS (Drug
reaction with eosinophilia and systemic symptoms) ZAFZI T HEIEH & L CRid L T\WD Z &hx
5. R RIVE N FERIE B BURESE R A 3 E L7z,
DIHS i3, A7 L —L UA VABIHEDOE A LIHIETH Y | HAESG 2~6 ik (£ <14~
6 M%) ([CEFANITIE L., @A IBEREE LS BIEOFKE T, BT IR OELETHZ 1D
Do FHIT LIX—DIEIRTH LHEN, F2, IFERREENLET, ZHhIZs&EkE b b~ AT AL
2 6 (HHV-6) EOFIEMEIIZ X2 5B, IFHERERE ORI Hivd,
KA G- 2~6 WHRIZTEE, BEEN A DNTHEIZIE, DIHS O etk & & 58 LT RER AR o 55
P Y L NERBLAE | DIHS (R R IR DR BUC BB T 5 2 L RENRD b5,
&h 2RIk L, BWURLEZITI Z &,
BEMIKAE (B ARE)
A ERSE RS IARRER (EP0008 75k K OY EP0009 #Bk) 25, [EIBRLELFIF SR (SP0993 3B K& O
SP0994 k) 319 K OVESN O3 AEE XG & L2 7 7 2 AR RHREERIZ I\ T, BEERLERE o BI/E F #
Tl oTz, LinL7eA 6, CCDS ORt#l, A COMMRER, FROEBEELZHR L, RE LT,
AENOPHIZEE LT, BARIEROBIE L +5124TV, BERRO bN25E10E, 5 E2Fh1kL, i
OIZRALEZAT S 2 &,
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VI Ze4E (A EoEEss) \ciY %A
(2)Z DD EIER
11.2 ZOOEIEH
Tk e 3% 1 1~3% Hiis 1% A WL A
REED E O (17.8%) | | FofEkss, fEik, JEE | 5o, 8. SR, | REIEREE . SaEL4)
. (EIR i A
WbEE . BEATH, b
T KR, EEAME, P
TR . . IR
WEEEREE . IR, HaE
R, I A7 —xX X
METADA
. B
B
B 1 i BRI
1%
N~ PN 1 T WLARE, DN, &
Wpae B, (ERK
- N ) LS
TEERA
N FFRSHE 0
P
R R o ENOREE
ek
S5, WS, T 5 R | AT ENE
a1
BB
IE R
R
R
B [ o U g
AT
W TR, 5yl R P, ZME. SOE | IEEEZ
Z o B, REN WA, W
BT
RN -

11.2 A PEBILE S MFRE (EP0008 5 & O EP0009 #5k) 2.5 | [EFSILE S MR (SP0993 3B i ()
SP0994 #tfR) 315 K ONEERI:[E] 25 T AR R ik i 538k (SP848 #ER) 9 | [ERLFEIZIARAER (SP0982

RBR) © K OEBRLL S AR R ke 538 (EP0012 #5R) 7 TR bz gIEMFEIA & O CCDS

(CES TR L7, ek, SMEICRT Lo BRKERER & OSME O il #% 0 B FE W12
B E L TR L 72,
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VI 2zttt (B EokEgss) (CBd5HA

15 B A3 /F A TR R K UG R
NEAIRE (RRAREIME

REBEE-E

FBR - SP0993 FHER & U SP0994 EXER)

FRERI
FRATE %K 444
BB FH % BURE (31154 181
BIVEARBUEGIZE (%) 40.8
BIlVEH % OFEEH |§¥éfﬁﬁ{ﬂ$ (%) BIVEH % OFEEH FBUERFIE (%)
RBEFES K UFERE SRS N 1 (0.2%)
RE SR 1 (0.2%) FEAHEENE 1 (0.2%)
BT 2 (0.5%) JENE R E 2 (0.5%)
SLIRGE S 2 (0.5%) B 1 (0.2%)
B, BESKUHATHEOHEY (EREIUKRY— HIRREE
JEEL) = 1 (0.2%)
B B ST R (R | 1 (0.2%) BB 1 (0.2%)
MES LV VNRREE 7 IN B T T S 1 (0.2%)
i i Bk e 2 (0.5%) et 1 (0.2%)
U Lol 1 (0.2%) WhARIEE) B 1 (0.2%)
U oS EE 1 (0.2%) R 8 (1.8%)
U o SERBE NN 1 (0.2%) FEIED F 37 (8.3%)
U BRI E 1 (0.2%) AT 1 (0.2%)
I R ER A E 2 (0.5%) B 1 (0.2%)
M/ N E 2 (0.5%) PR 1 (0.2%)
REREE REE A 1 (0.2%)
IBUE 1 (0.2%) 1P 18 (4.1%)
M7 L L X — 1 (0.2%) IR E 1 (0.2%)
N5 HES T SRR 1 (0.2%)
IR RS RE A T RE 1 (0.2%) AR ERBRIK T 1 (0.2%)
RBEBELURERESE EAR 2 (0.5%)
Eo L AT a— LiE 5 (1.1%) R 9 (2.0%)
BN ZURY NUE 1 (0.2%) FER RS RE R 1 (0.2%)
&) b U T AddE 1 (0.2%) JEEIR 1 (0.2%)
RATLHE 1 (0.2%) SRR 3 (0.7%)
RAkEE 1 (0.2%) TR 22 (5.0%)
AARIREE 1 (0.2%) TADAEFERRE 1 (0.2%)
& I M fiE 1 (0.2%) N 5 (1.1%)
EapEs PRH 1 (0.2%)
LNy S 1 (0.2%) ST 5 (1.1%)
AR E 1 (0.2%) eSS 2 (0.5%)
Yotk 2 (0.5%) JEL ST AR 2 (0.5%)
ENS 2 (0.5%) ARFEE
o 2Ry 2 (0.5%) B 4 (0.9%)
5 DI 4 (0.9%) AR A 1 (0.2%)
T EEEHT D DO 1 (0.2%) AR 1 (0.2%)
BT SRS EN 1 (0.2%) TRk 2 (0.5%)
5 B 2 (0.5%) IR 2 i i 1 (0.2%)
R 1 (0.2%) EBKUREET
N 2 (0.5%) Hug 1 (0.2%)
U v R—JgEE 2 (0.5%) [Elfiitt o £ 12 (2.7%)
KR4 2 (0.5%) AR PR 1 (0.2%)
ekt 2 (0.5%) DEEE
ma 2 (0.5%) DA ) 1 (0.2%)
N2 (4 1 (0.2%) FEEETu vy 4 (0.9%)
B i) 1 R 1 (0.2%) SIS 4 (0.9%)
R AR i 5 1 (0.2%) Do 5 1 (0.2%)
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VI Zzs4efh (B EoiEEss) (CBId 5HA

BIlVE A% OFEEH FEUERFIZE (%) BIERZE ORSE FEUERFIZE (%)
D P i 1 (0.2%) 7B ¥ e 1 (0.2%)
TRPEBR R 1 (0.2%) 7 P 1 (0.2%)
D VEHISMIUHE 1 (0.2%) VU e 1 (0.2%)
mEEE DU R A R IR 1 (0.2%)
EIEsZ U —+¥ 1 (0.2%) BEELURBEE
A5G 1 1 (0.2%) AR 2 (0.5%)
TRAH 5 RS 1 (0.2%) EEREFUVILEREE
RS, MZRH & UHERES H R IE 1 (0.2%)
BiEE 1 (0.2%) PERERE AR 4= 1 (0.2%)
MK 1 (0.2%) —f& - 2EEEL L VBREHELOIRE
ISP [ e 1 (0.2%) 7 9iE 3 (0.7%)
S i 1 (0.2%) 95 25 (5.6%)
TR 1 (0.2%) [OX QO 1 (0.2%)
1 e SE R 2 (0.5%) AT 3 (0.7%)
BIEES Sy 8 (1.8%)
G S A PR 3 (0.7%) JRPTIER 1 (0.2%)
[ 1 (0.2%) EENHEL T 1 (0.2%)
e 5 (1.1%) S ARRE D ES 2 (0.5%)
I TS 1 (0.2%) ERERIRE
(BE7 2 (0.5%) TI=UTI) NG AT =5 —P N 5 (1.1%)
T 3 (0.7%) TARTEVET ) M TV AT 27—V 5 (1.1%)
M Nz 1 (0.2%) HH IffL B A 1 (0.2%)
IR R 2 (0.5%) e e U v e s 2 (0.5%)
BLW 1 (0.2%) M 7a s 7 F 8N 1 (0.2%)
53] 2 (0.5%) MAEF 2 N 2T 1 5 1 (0.2%)
R E W R 1 (0.2%) M2 N 27 a o HEhn 3 (0.7%)
GBI 18 (4.1%) T ERER SR N 2 (0.5%)
RIER 1 (0.2%) I NE IV T AT =T — N 7 (1.6%)
Mg - 4 (0.9%) DR 1 (0.2%)
M O SRR 1 (0.2%) DR N 1 (0.2%)
0 OSERH 3 (0.7%) L E ) REARE 1 (0.2%)
FFEEEREE U LoRERER R 1 (0.2%)
frde 1 (0.2%) HAERE N 1 (0.2%)
JFBE 1 (0.2%) I R ERER D 1 (0.2%)
BEH LUK THIEES RN e 1 (0.2%)
S 2 (0.5%) UNGER 3 (0.7%)
i B 2 (0.5%) TREH N 3 (0.7%)
T LIV — PR A 1 (0.2%) H if BRI N 1 (0.2%)
il AL 1 (0.2%) BRRT VT IV /7 LT F= o 3 (0.7%)
HTBE 1 (0.2%) VAl =il ey @ = B S ke S 72 1 (0.2%)
7 5 PENE 3 (0.7%) PERNVE AEG 70T Y N 1 (0.2%)
HEE 1 (0.2%) s 5 2 (0.5%)
35 4 (0.9%) B L 7RG 2 (0.5%)
RN A 1 (0.2%) 5E. FEB L UNESHHE
STV 8 1 (0.2%) HIEABER S 1 (0.2%)
BERRBLUHEAHRBES i 3 (0.7%)
RE A 1 (0.2%) P15 2 (0.5%)
Fo A 2 (0.5%) K FEYE s 1 (0.2%)

(MedDRA/J Ver.16.1)
(201748  =—3— = v /S PR
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VI 2zttt (B EokEgss) (CBd5HA

2t AskE (B HFRISEMAAER : EPO00S

TR
A E 5K 527
RIVE FH A BUE B 313
RIVEFAFBUERIE (%) 59.4

FHER X U EP0009 FHER)

BIVE A & ol | REVEBIE (%) BIVE % 0 FEE FKBUEFIZE (%)
BERS FUFERE B IREE 2 (0.4%)
HR 1 (0.2%) T RE R 6 (1.1%)
P 1 (0.2%) R S 1 (0.2%)
AT 1 (0.2%) VAR — 1 (0.2%)
AR S 2 (0.4%) VA h=— 1 (0.2%)
Jitige 1 (0.2%) Thiri 3 (0.6%)
RE Y 5 (0.9%) IR N 1 (0.2%)
B, ESLUHERATHOTEY (BRELUKRY— SE 31 (5.9%)
TE#ED) IBIRAE 1 (0.2%)
R e LA | 1 (0.2%) IR T 2 (0.4%)
MAES LU VIRREE E R 1 (0.2%)
2 1fn. 1 (0.2%) AR R 9 (1.7%)
i i Bk e 2 (0.4%) KR = 22— T — 1 (0.2%)
U 2 RERIBA E 1 (0.2%) HER o SR 4 (0.8%)
M/ N E 1 (0.2%) 1R 55 (10.4%)
REREE AEhlEE 2 (0.4%)
BT 1 (0.2%) T A A EFRIRRE 2 (0.4%)
REELUREES KA 2 (0.4%)
& I A 1 (0.2%) PRHR 12 (2.3%)
&) b U T AddE 3 (0.6%) A P (0.6%)
1R Y R E 1 (0.2%) TR T O SR IE 1 (0.2%)
RBRIHE 12 (2.3%) REE
FREEE R i g 4 (0.8%)
Yotk 2 (0.4%) A 26 (4.9%)
Tk 1 (0.2%) AR R 1 (0.2%)
) 1 (0.2%) R 1 (0.2%)
RS L ey 1 (0.2%) £k 1 (0.2%)
5 D¥F 2 (0.4%) T 27 (5.1%)
RSy 2 (0.4%) Rk 2 (0.4%)
RHVESTERE 1 (0.2%) HE L UREBES
R 1 (0.2%) W 1 (0.2%)
LR 1 (0.2%) Hug 6 (1.1%)
WA ARIRAE 1 (0.2%) [Elfiitt o £ 7 (1.3%)
ARHRAE 6 (1.1%) DIEES
SRS FN S 2 (0.4%) FEEETu vy 4 (0.8%)
SR SR 1 (0.2%) IR 1 (0.2%)
ERER:2 1 (0.2%) EW7 vy o 1 (0.2%)
T AD ISR 2 (0.4%) D PR 1 (0.2%)
gl 1 (0.2%) s 3 (0.6%)
FHATE 1 (0.2%) D ME MG 1 (0.2%)
IR REE MmEEE
ICREIE 2 (0.4%) T £ 1 (0.2%)
EEN T 9 (1.7%) JEL ST AR I 1 (0.2%)
Jibd HH aff. 1 (0.2%) AH (0.4%)
i 1 (0.2%) RS, MZRE & UHERES
i 3 (0.6%) Atk 1 (0.2%)
R Eh A 5 (0.9%) MR R e 1 (0.2%)
FEED F 1 145 (27.5%) NS 1_(0.2%)
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VIL.

el (I EoEEs) (BT 5EA

BIVE A 2 o Ff g FHBVEFIZE (%) BIVE M % OFEFE FHBVEFIZE (%)
1 e A SE e 2 (0.4%) AIRAA R 1 (0.2%)
BREE PR L i 1 (0.2%)
[ R N 1 (0.2%) PHERAE 1 (0.2%)
[ 6 (1.1%) —ff - 2EEEL L VBREHELOIRE
L REE 5 (0.9%) 4% ) 7 (1.3%)
(EE 4 (0.8%) Jia AR Rk 5 (0.9%)
T 8 (1.5%) NSRS 1 (0.2%)
1 N RS 2 (0.4%) 9% 55 4 (0.8%)
+ i 1 (0.2%) FLHRG 1 (0.2%)
HIERR 3 (0.6%) TR 11 (2.1%)
ERie 1 (0.2%) Sy 3 (0.6%)
GRS 3 (0.6%) JRPTRER 1 (0.2%)
FEREIEE 2% 1 (0.2%) AR 8 (1.5%)
B 29 (5.5%) B E I 1 (0.2%)
PR 2 1 0.2%) eI 1 (0.2%)
R TEA R i 1 (0.2%) AN M 1 (0.2%)
A 31 (5.9%) FEEN 4 (0.8%)
DN R 1 (0.2%) EERRE
H 1 (0.2%) TI=UTI) T UAT 2 TP R 1 (0.2%)
WL E % 1 (0.2%) TI5=UTI) NTUAT = T— BN 4 (0.8%)
FFRRERES TARGX VBT I ) FF VAT 27 —CRE 1 (0.2%)
frene = 10 (1.9%) TARNTEVET ) N T /AT 27—V 8 (1.5%)
i 3 (0.6%) ifn. H B R R 1 (0.2%)
JiiEicte 1 (0.2%) M H v Mg 2 (0.4%)
SR B 1 (0.2%) 7 v — b 1 (0.2%)
RES L UVUR THEES =" R o b 1 (0.2%)
Jii B E 4 (0.8%) e ~ U 7 A 1 (0.2%)
AKH 1 (0.2%) i R e N 4 (0.8%)
T LIV — PR R 2 (0.4%) T B BR A N 2 (0.4%)
KB 1 (0.2%) y-INEINNT AT =T —BHN 8 (1.5%)
ez 1 (0.2%) iR e e 3 (0.6%)
HLBE 2 (0.4%) U o RERE D 1 (0.2%)
F2 T Hi . 1 (0.2%) U oo SERERHE N 1 (0.2%)
ZIFIE 2 (0.4%) BAERE D 2 (0.4%)
% ) FEIE 6 (1.1%) T ERE D 6 (1.1%)
35 4 (0.8%) B P ER S N 1 (0.2%)
E AR 1 (0.2%) BN e 7 (1.3%)
EHMEZE ) FEIE 1 (0.2%) JREH 1 (0.2%)
BEKRRBLUHEAHRBES PR H R L BR B P 2 (0.4%)
RE A 1 (0.2%) R E I 3 (0.6%)
A g 1 (0.2%) RN 3 (0.6%)
WAL 7 (1.3%) F 1 BR s 18 (3.4%)
Wk 1 (0.2%) iy g 1 (0.2%)
DU Jie g 2 (0.4%) PR E U LB BN 1 (0.2%)
EEME T 1 (0.2%) PR R B B 5 (0.9%)
B URKRREE N UAT IS —F ER 3 (0.6%)
P b IR e 1 (0.2%) BE. hEBLUVLEEHHE
TR 1 (0.2%) i f] 2 (0.4%)
i R 1 (0.2%) 15 2 (0.4%)
RIR 1 (0.2%) L8 £ HY 1 1 (0.2%)
EHR 1 (0.2%) g 1 (0.2%)
JRIER 1 (0.2%) VU R 15 1 (0.2%)
YBRBLUVIEES =it 1 (0.2%)
s 1 (0.2%) K TRV s 2 (0.4%)
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VI 2zttt (B EokEgss) (CBd5HA

3R (EFRARISE I RIS 58 - SP848 EXER)

TR IR
FHAIE IS 137
Bl 58 BURE B34 77
BIVEHFBUERIEE (%) 56.2
RIVE A % o R E | s BEHIR (%) BIVE M % O FiE | RBEGIF (%)
RRAE S & OHF AR mEESE
EliTS 1 (0.7%) I 1 (0.7%)
7 A L AV 4% 2 (1.5%) EH 2 (1.5%)
MEH LV VRREE MER S, MUERE & UHtFRRES
0 BRI i | 1 (0.7%) I 1 0.7%)
REBLURERE BiEE Y 1 (0.7%)
ik 1 (0.7%) LoD 1 (0.7%)
1&H U v A iE 1 (0.7%) B S oI 1 (0.7%)
it 1 (0.7%) BiREE
RARIGE 6 (4.4%) JiE 5 2 (1.5%)
AHEE - REERYE 3 (2.2%)
Wt 1 (0.7%) PN TS 1 (0.7%)
Rz 1 (0.7%) 5K 3 (2.2%)
PETLIRTE 2 (1.5%) T 2 (1.5%)
5 >Ry 1 (0.7%) L 8 (5.8%)
ROTEE 1 (0.7%) Ftin % 1 (0.7%)
iy 2 1 (0.7%) M 9 (6.6%)
N2 (4 1 (0.7%) RS D RSE 1 (0.7%)
FErRREZ b 1 (0.7%) EEH L UE THERES
BIERZE 1 (0.7%) S 1 (0.7%)
FAUAT T 1 (0.7%) wiT 1 (0.7%)
FEATE) 6 (4.4%) SeRR BB 1 (0.7%)
FErhiE iR % 1 (0.7%) % 9 FEIE 1 (0.7%)
HRREE W% 1 (0.7%)
Rz 1 (0.7%) —f% - £BEETE L VEREHAOIKE
Pt 4 (2.9%) A 1 (0.7%)
FEIED 28 (20.4%) JE 7 9 (6.6%)
R 4 (2.9%) AT 1 (0.7%)
G 2 (1.5%) Sy 1 (0.7%)
FER 5 (3.6%) RRRE
TR T 1 (0.7%) 1L PR R R LVE 1 (0.7%)
R4 5 (3.6%) i Shy N RV 1 (0.7%)
P 1 (0.7%) MT A N AT v R 1 (0.7%)
TR 27 (19.7%) e Y 27U %Y R 1 (0.7%)
T A AVBERDIRRE 1 (0.7%) i R B N 1 (0.7%)
PRHR 11 (8.0%) B Y-Syl 1 (0.7%)
SO R S 1 (0.7%) DR X BE 1 (0.7%)
Sl 3 (2.2%) P ER D 1 (0.7%)
ARfEE FY 33— RFo=@d 1 (0.7%)
i 7 (5.1%) R I 1 (0.7%)
=) 7 (5.1%) Wil N Y 23— RFF o= 1 (0.7%)
WAEE 5 (3.6%) BE. FEFLUVNESHHE
EjE o) 1 (0.7%) HIEABER S 1 (0.7%)
IR e A ot 2 1 (0.7%) B 5 1 (0.7%)
HE L URKESE 5 1 (0.7%)
[EIfEME D F 0 | 1 (0.7%) B 1 (0.7%)
K FEY) 3 (2.2%)

(MedDRA/J Ver.16.1)
(018457 A 21— v — b=V v U PR
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VI Zzs4efh (B EoiEEss) (CBId 5HA

4EERMAKRE (EFRLRE MAARE - SP0982 58 & U EP0012 5XER)

TR IR
FRASE %k 264
Bl 5 BURE Bl 3% 124
BIVEHRBIEFIE (%) 47.0
BIVEHZE O |%’v‘éfﬁﬁ%%§ (%) BIER % OfEA FEUERIZR (%)
MAES LU VNREE SEA R LR N 1 (0.4%)
F3 1 BR B 2 (0.8%) YT NE IV NG AT =T —B N 2 (0.8%)
U o SERISD SE 1 (0.4%) rT AT I F—F L5 1 (0.4%)
T ER A SiE 2 (0.8%) TR N 2 (0.8%)
I IR A E 1 (0.4%) REBLUREBEE
DEEE RBRHE 1 (0.4%)
FEEET0 vy 1 (0.4%) e 1 (0.4%)
FHZ7 vy 1 (0.4%) HRREE
Eyfes 1 (0.4%) = 2 (0.8%)
B L UREEE JFEAE 1 (0.4%)
Hug 1 (0.4%) EE 4 (1.5%)
[BIEEPE D F 14 (5.3%) A 4 (1.5%)
IRfEE TR 1 (0.4%)
) 6 (2.3%) T FRIE B B 1 (0.4%)
R AL 1 (0.4%) Rk 5 (1.9%)
JEARRE 1 (0.4%) FEIED E 48 (18.2%)
=) 5 (1.9%) RIFEEgA 2 (0.8%)
v 1 (0.4%) G 9 (3.4%)
BIAES ST 1 (0.4%)
JE TR AR e 2 (0.8%) R BURR 1 (0.4%)
JiE 5 1 (0.4%) Rl 1 (0.4%)
- REERYE 1 (0.4%) JvEEE 2 (0.8%)
15K 3 (1.1%) IF T a—X AT AN 3 (1.1%)
T 4 (1.5%) SERA 3 (1.1%)
1 PN RE S 3 (1.1%) INEVET A A 2 (0.8%)
S 1 (0.4%) AR 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%) fEE IR 32 (12.1%)
—f& - 2EEEL L VRS HELOIRE DEEREE 1 (0.4%)
957 9 (3.4%) TAMAERIRRE 2 (0.8%)
P T e 1 (0.4%) PRH 4 (1.5%)
AT 2 (0.8%) AHEE
Sy 5 (1.9%) B 2 (0.8%)
AR 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%)
BRPELS FUFERE ARSE 1 (0.4%)
LIz H 1 (0.4%) R E 1 (0.4%)
hE % 1 (0.4%) FErE RN 1 1 (0.4%)
PR S 1 (0.4%) ¥ERBLUVIEEE
5E. FEB LK UNESHHE HikE% 1 (0.4%)
P15 1 (0.4%) <5 I 1 (0.4%)
PR B 5 1 (0.4%) EEH L UE THRERES
SHER IR 15 1 (0.4%) Jii B AE 2 (0.8%)
RRRE JTE AR 1 (0.4%)
TI5=UTI) NI AT =TI 1 (0.4%) % 9 FEIE 1 (0.4%)
M7 AH Y RAT 7 % —EHIN 1 (0.4%) bz 1 (0.4%)

(MedDRA/J Ver.16.1)
(2020 £ 12 A —3— b — Vv R thNEER
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VI 2zttt (B EokEgss) (CBd5HA

FERBRERERICRIFTEE
BRE I TV

10.BEKRS

11

13. BEERS

13.1 fEIR
RS (K 12000mg) 12X V8D Lz Eefikix, EitED £, B, BIE (SiEiRER
RFVE, CAMAERIRIE) | MEEEE, v a v/ RKOEETH -7, 72, 724 I K 7000mg %
— IR L7l CE R STV 5,

13.2 g
AFNTIMIEBEHTIZ L VBRERRETH D . I L CTWAERORREIZIG U CILRENT O Eliti % Z 89 5
Z &, [16.6.2 2]

fEER

13. CCDS #&&(Tridfll L7z,
RGO B LR, HUEE R EOHERIE 21TV ARNTMEENTIC LV BREFTREZR 20, FELL
TWBIEEROREFEITIS U TR BN O R 2 ZE T2 Z & ( TVL10.(3)MREN %31+ T UL SR EHAERE
EEEOMEHRRE WNEAT—%) | ZH)

HEALEDIE

EL/Xy Mg 50mg. EL/Vy FE 100mg

14. BRLDIEE

141 EFRFEOIE
PTP cl# D HANL PTP > — h b H L TIRAT 2 & 938835 Z &, PTP & — FORAKIZE D |
SN REREE~RIA L, BICIIFALZE D L CHtRAREOREE R AIHEZ T2 LN
b,

R

141 PTP BEOHEANIBEOEEFIEH, [PTP ORI RIZHOWT) PRk 84F 3 A 27 AT H ZEHEREF 240
5) & TPTP ORI RICOWT (&ET) | CERk 844 A 18 A HIERE 304 5) ([THEWVERE L
7=,

EL/NRY FRS428yY 7 10%
BE STV RN

—113—



VI 224

M (B EOVEESE) (B HIEH

12.ZDHDEE
(NERERERIE D < EH]

15.1

SERE R ICE D < 1H¥R

WS CEME SN O CAMARIZE T D, TAnA, BHEREBSEEZNRLE L2 199 O7 78R
xf BRI R BB O BEtfs RICB N T, BEBER CHBR M OFBLDO U A7 3 HFUTANAIEOIRMFET
T ERBEL L TR 2 55 < (BUTADLAZEIRMEE : 0.43%. 77 AR : 0.24%) . SuTADA
HORATETIZ, 77 B REEL 1000 AdH720 1.9 AL W EEF ST (95%15FEX M : 0.6—3.9) .
Fiz, TADABEOS T 7 NV—T7Tik, 77 8FRBEL 1000 ABHT20 2.4 NSV EFFE ST
%, [8.4, 8.5 %]

fi#Es -
15.1

KEESERLFT (FDA) MToTfr T, UTADARD 7 T v Rt BEEGBRICE T, ST TADA
HERA L TN DEE CHABEEITS (HAER, BERK, BEMER) KOBHBEZEO Y A7 PHEF
WCHEBICHIINT 2 Z & 2B D8ERBEONTZ E0vb, FDA X0, SiCANAIKIZ L5 AZBEST
Zy7p E A EEMARE T 5 3CE 2008 /F 1 A 31 H AN 2008 4 12 A 16 HIZAR I N, Zhaxzid,. B
A GBI D DR SN P C A AT T B Lo EEoWETRR (2009 4E 7 A 3 A EA B
A S R BRI FSEAE) &b LSRR LTz,

fDFLT AMAFEL RIS, AFIE G-I O DXITHZERER EORF PO SN HEIZIE, 7<ICE
REIGEET AL 2ERTHE LI, BEOITHOZ(LICOWTIEHoRBigz217H> 2 L ( [VILEE
BREAVEELZOEH] 21

<FDA Alert (2008/12/16 1) DR OTF — &% OBEZE (k) >

FDA 1. U CAMAFIZ L 2 BEATE) (B, AR R OMERITE) B8R SEOFHIIZ OV TH
RH7D, 199 OT T ERRERRCHEBONTET — DL Ea— LT 25T Lz,

INHDORBRTIT, Thdi, fEEE UBMEIEE ., 5o, REEEFERE) | TOfoRE (FEE.
ROk P T PR I A 7 &) D BARIRIE M OHBIRIE & U CTRE S 472 11 FEOHL T AN A KD H MR
BEtSiu, 743,892 A (BLCAMAKEERE 27,863 A, 77 &REE 16,029 N) @ 55kl EoBENE
Fh TV,

WP 1 RROPT T A0 A GREICIEEA BN SN BE O ARATE, SBD Y 271X, 77 v REED
BELO G 2R Eho T (FHHEELHA Y 227 1.8, 95%CI [1.2~2.7] 1 . HZITH&EOHEE
WAERX, 77 FREE (16,029 A) D 0.24%IZxF L, FLCAMAIERE (27,863 N) 13 0.43% TH -7,
ZOBRFATENEED Y 27 ERIZ. FITADARKICE DIREE % TV D HEHE 530 AMcoE, ARITE)
S REOREFK 1L AT 52 2R LTS,

HAATE), QB O Y A 7 1%, TAnA B OERRZER O )7 AR R 2 O Mo R B RF ORRR
REREY bE o REBR) . ARITE, SEDO Y 27 ERIT, FLTANAIKIZ L HIEEBEN D R
<T1HEZLVABD L, RBROBEHMZE U CGGRO L, T b ORBRIZIIT 2 16RO Il
L12 B THoTe, 1FEALEOREN 24 WETITETLTWATZH, 24 BEZHZ DY A 72O TG
FEME D @ WEHliAMT 2 72 o 72,

PCADAEBETITES 4 ADAZLEZOICH L, 77 BRBETIIEZ LEBE TR, L1L,
AR LIZEBEEN V2T X720, BRICKT A TAPAIEOZEBIZ O OWCIFEmBE O N o T,
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VI 2zttt (B EokEgss) (CBd5HA

BIGIER D BFRMERDIER ) R D ERBY R *

N _— 1,000 A& 7= 0 @ ARAAMNGR D S a7z B .

i A R 0D T S e N Ve %ty 22
TADA 1.0 3.4 2.4 3.5
FETHER 2B 5.7 8.5 2.9 1.5

F DML DI 1.0 1.8 0.9 1.9
at 2.4 4.3 1.9 1.8

% o AEUEITNEGE 2 LTI LA L TV D,

(2)JERGEREABRICE D < E#R
15.2 JEERIREABRICE D (B
15.2.1 FEEGRIED B RERBRICB VT, 72 FiZT v hOKBIRICEG#% 35 HE S TOM L7, 7
K> 26 ] J O 104 38 S8 B G- B CHIRICEFITRD b T, 4 X0 52 B E & G5tk
HBRIZB W TKBEDOENITRD DL o Tz, B, BREOIRICEAT 2RIEHORERILT
EAREEL D E <, 16 BEE L0 B ILFEHE TR O 77 2 AREETIE 1.6%I2%F L, A% 200mg/ H
BT 4.9%., 400mg/ ARET 12.2%, EHH G TIE 5.5% CTH V|, ME/MHEIHRER (BFERGE) 077
TARETIL 4.4%I12% L. AHl 200mg/ HEFET 8.9%. 400mg/H#EET 18.0%. 600mg/H#ET 30.5%
Tholz, [8.6H]
15.2.2 RMPFEIEET NV THDH WAG/RIY) 7 v & (3, 10 X1 30mg/kg #MEIENEE) K OVA KT AT —)L
EAGPERI T AAT v b (15.6 KO 31.2mglkg Z MR G) (23T, RIRFEVED HHE ) ER
b7z,

fEER -

15.2.1 FEEFREMENRERBRICB VT, 7 v FOKEIKIZEG51% 35 HB £ THfi L= 2 & BREERICIBW T,
RICBET 2EWERN 7 7B REEL Y 2B LN Enbi#i Lz (M5 EELGERMIELEZD
Bl Z2H8) .

15.2.2  FEEGIRBUERAS B O AKID KA FEEZ IR S D A REtEIX S RIC R ETE N2 Enbitd L7,
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IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

1. EHEHER

(=

FEHE IR ER

VI.ENEEICEY S1EE | &N
Q&R e MREHAR

1)

2)

PIRHERERICRIZTEE (TOX, FY )

~ AT DT 2V 2 K 10mg/kg OIEREN £ G TR SEE AR RIS DT (MRS T 2 8
BN oT, ~TUAKDRT v MIBIT 5 Irwin DIERBERR T, 7203 MRy,
(v AKWT v b 16mglkg LA EJEFENE G, 7 v b 64mglkg UL ERRO#RE) | LAD BT (w7

A : 8mglkg UL EERENSE S, 7 > b 16mglkg UL EIEPENE S Z > b @ 64mglkg UL RO L) KO

ERIRDIRT (w7 A @ 16mg/kg VL EIEENE S, 7 > b : 8mg/kg LA EIEFERNEE. 7 v b : 16mg/kg

PLESRAFE) RNAebi, FICEHAETIHER (=7 A : 32me/ke IBENES.. 7~ b 1 64mg/kg EEN

# 5. 256mglkg & OH&5) L OMKRIEKT (w7 AL WT » b :32mglkg L EIEVENE G-, 7 » | : 256mg/kg

BOES) SERnbniz, 7y MBI RO 5IC X2 Irwin 352 TlX, 25mg/kg P T HER) O

T IRE R ONEE O BIRE DR T A b7,

DIERICRIFTEE (invitro, Ty b 4 X, HIL)

<in vitro>

HEEL 7oA XOT N F BT, 7 a3 2 RIZL Y 90%IEENEN Rl (APDgo) O E 724

fi (APDgo : 50umol/L T 15%., p=0.01. Newman Keuls &) K NEEIEM O H LSV HE (Vi)

DAL M (Vinax : 50umol/L T 9%) M58 bilz, A X XULE/NLE > M OHBELEGMRIZ BV T

ZNENT Y I R 10 X 50umol/L CIEBYEN FifseRefi] 00 13" D 2 Bl 8 A BTz,

Fx A == ANLAZ —IRRHNICF Bl S W72 2. Nat T v XU L VT fES LD NarBitid 7 =4 2
R 50umol/L (12.5ug/mL) (2% 0K 10%FE Sz, b MEVER IR IC 3B S B 72/ 2. NatF ¥ %

LIZBWT S SRR 22 LEEN [50%BAEFIREE (ICs0) : 293umol/L] 233D bivi=i, £ DREEM

138 70% THRAEVREE L 72 W R ThH o 72,

t MLEAMIE T, WOoMmBEEMIZKIT S 7 aY I RO NatBiHEITRO bivkeho7z, Ll

—70mV F THL% @Ltﬁ% 5L Cld, Nat@&ii DO F LWHEERAZ2ED BB O b, £ D ICs I

67.5umol/L T& V. 5000umol/L TlXse 2 /2 ENRD bz,

Z 2% I F 5000umol/L 12 X 5 & MULEGHMIEO LA CaztEBiOHEFIZHLT D (9.9%) T, 500umol/L

FETORETENLE Y MLEFHMRO L B CazEiiticxtd 21EHIEA BT, hERG T v RV ENTET

2% KrEDEIZ & L TIiE 3000umol/L D& T 2 < TR HE (7%) 2580 bz,

<Tvb,A4X YIL>

EIEERREIET v FTidk, 7 2% 2 F 100mg/kg O A 52 L0 fiE K OVLHERIC & 2 /BRI
Lo T,

BRI A X (MERE) TIX. 7 2% X R 4mglkg OFIRNE 512 BE R ERERF M (Thae) &5
2 bbb 7 2t I FEIRNEEE: 2~5 5#%I2BW T, PR F'Eﬁﬁmléo QRS rllam%m%;h 4~6% KT 8~11%
DIEE % ¥ O FrfetE OB W I EAR FEARRD Hiv, DIHIER & & 2 biviz,

PZEBNTH 7 2% I K 30mglkg OFFIRNEE LT, A X & RAED LIRS K OMATEIRE T A — & |Zxt
THERNED vz,
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IX. JERRAREAER(CRE4 5T H

3) MRFJ/RICRIFTER (Tv k)
Ty MIBIFL2EH T VFAES T 7EEZHNWERBRICBNTT 24 I RO 7img/kg £ TORFAHKET
I, MR RICKTT DERITRR D b oTc, 7y FORAFEGIZ K D Irwin iR (50mg/kg LA ) K&
V07 v b OEMERER (100mg/kg LA E) TR R EER A 572,

4) BRERRVHEELRRICRIFTHE (Sv b, 4X, invitro)
Z v MZZ7 2% KN 30mgkg R N#&G L&A, 5% 6 Rl E TORE, Natk O K1 4 2 Hiftt
B RS hoTz, Ty PROA XOERGEMRER T, IREDOEIM ML ORI ORI 51
TR T ORERIZE T 28 O AR K OV B 2RO A Tl B0 & 2 B RE XA D e
-7,
7 3% I RO in vitro TOWEEREIC T 2EHEZELE Y FORHEIGIEARZ HWTHRE Lz E 24,
ZaH% I X 150umol/L £ TORET, 7EFaly ktu b=y, B AZIVETEANY T AIZK
DRI KT DB EREMITI RS oz,
7w MZBT D in vivo HLERIEEORER CIL, 7 2% I N Img/kg O 05 TH L& s BEEED I
L(T%) BHBIL, 25, 50 LN Thmglkg TlE 27~28% DK F &7~ L7z,

(3)Z Db DEEHER
[VI.2.2)FEMEEfT T HHEBREIE OHESH

HHEAR
(MMEEHREEERE (IVX. Ty bk, 1X)
Za¥ I FOHRRBIRKRAOEGEERBROFE R, ~ VAR DT v MIBIT 588 L% D LDs EIXZE4 383 &
U 253mglkg Th o7z, mARTO-BREBOZE L, EIPEIK T, EBIJHH. BEEML AUEL, Em R4 o
MR, HEIROIR T, BN, IRER, (T LA FEURIRIEE, 25 VERE . HRBESE D K O 7o, ARARRR R IZ IS
57 a2t I FOWEOIKBEER & RITRE L Tz,
Flo, A XORAFEICL D RKNME (MTD) Rk LY., #IKOBEIEEIT>40mg/kg ThH-o 72,
QrREEESHRR
1) 13 BFEEE (TVXR)
~ AT 2P K30, 60, 120 &N 180mg/kg/H % 1 H 1[0, 13 @REEO#&E L=,
180mg/kg/ HEET 2 BISEL LT, 120mg/kg/ H LA EOBET, —fRIRIED L & U CHEE OIESH LG, &
EPERT, R, R SUIMEEML, #RE M ONLE R b7,
I F P 5 JMERE C 60mg/kg/H Th o7z,
2) 26 BAMIE (v b)
7 v MZZ 2% K30, 90 X1 180mg/kg/H % 1 H 1[0, 26 & A&EE L=,
180mg/kg/ H BECT—RAEDZE L & U CHEREDHIMN, FEEMPEMC T, MERL REEM SUIMIENT . #%E o FLRI
KO RETTENRD bivlz, £7-. 180mg/kg/ HEETHLE =2 L AT m—/ L O, ALT {EMHED LA, i
ik oD 1A B bt E B M OV B E B O BE AN AN FRD S L7208, I M OV BEAH AR 2 AR A O RACIZ B I A 5
N9, AST. ALP K%' LDH O#EEHIC b Z(LITFR® bhe -T2, 180mglkg/ B BEDMETIRED 7%
DUz, BT, BEEEORD D 180mg/kg/ B BEOHEIZFE O LT,
MIERFAIRA, IRFFFROMR A, BERAEREMRA, FIM & OV B F RO A O RITIE 7 2 I R
DEACITRD b h o T2,
i E M B JMEEC 90mg/kg/H Th o 72,
3) 52 EMIZE (4 X)
ARIZT 3P R 5, 10 KT 20/25merkg/ B (FcMID 5 #REIT 20me/kg/ H TG L7223, &H MR IER
W25 T2, #5612 25mg/kg/ HIZHE L) 277 BWck v 1 H 1, 52 HEEO#&ES L,
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IX. JERRAREAER(CRE4 5T H

20/25mg/kg/ A BETIE, 20mg/kg/H 245 Lz & (2, RH:, JRE AR WA, 885, EEI, IER
(LK OMAIBAALASFR S D ALT2, 10 K U* 20/25mglkg/ HRFOMETIEH G- 1 H o A BRI ] 130 S SOS
FINCAREIZHAD L, 20/25mg/kg/ HEEOMETIEH G 13 £ TOM, AERBADFEO biv7e (p=0.01,
Student'st B/E) . — 5. HETIX 20/25mg/kg/ H £ T7 2% 3 FEGICEET 2 MEDZ{LIZ A 5L mn
27,

RESOIAEIE MG, BEHELOEKE, REFROMRA, BREEERE, MRFORAM, B B rEmR
A, FEEE, TR OV BRSO TR S T 29 X FICEE L2 ITER O b o7,
MM EIL 10mg/kg/H Th -7z,

B)rEIzEMHAER (nvitro, Y9RA, Tv )

7

D

Iz

Y I NITME 2 AW EIR R BAER, ~ v 2/ AR L YT v M ARER DNA SRR Tl <o
Too ¥ UAY U7 4 —v B TIIBEHR SN TV DR KEE K& < LFES 2000ug/mL BLE O 728
BWT, HNEVEL R T OH5EE TIEFT WS35 BTz,

ABARERE (XIR, TY )
VAR DRT y MZBWTT7aHd I FEKMEETOHES 1 H 1R 2F/MRAOKELI-E A, AFRIC

RN H BT REHRR RO A T, B SO IR A OHINIERD b er o7,
(B)ETER 4 F 1R

1)

2)

3)

ZHRERVERECONHARREICET HHE (v b)

WEREZ »~ MZZ 2% I K 25, 70 T 200mg/kg/ H DR NHEEG L& 2 A, WINOHETHHEOAETHRE
(CHEBIIRRO Do Tz, MECITHIRL ORE LAl 8T A —%  (ERffe, BREL OIRIEESE) 12
137 2% X RIS L 722 IFER O biie oo, ZELRT 14 HRICEB T 2 A OBK OAFEREIC X Z
Y3 RSB L22ZRIERBO bk o7z, KERECTORE B, KBRS, ZHE, ZRHEREY
B IR AL RECE MBI A B A XTI BEFN R ER D 2 BITRD e o Tz, ZhEED
PERTMERE L ) 200mg/kg/ H TH - 72,

BE - BRRFEEICEAT AR (T k. 9HF)

W7 > MZZ7 2% I R 25, 70 LU 200mg/kg/ B Ak N5 Lz & 2 A, EUIBHREOFT R &K NEIE R Z
A—=HIET a3 PICB#ET BT R bR -T2, FRIBRONETIE, NIRRT . BRTEE OVERE
BT 2 I RICBEET 2834 b e o T,

&« R VER A O MERE R 200mg/kg/ B TH - T,

TYFIZT aY I K6.25, 12.5 XD 25mg/kg/ H ##& 0#%5- Lz & 2 A, 25mg/kg/ HEECT—HRRED AL
LT, BEOBEHIRKE T v ELFEN DI R OAFE /28, BB I M OV O SR ELME )
NABNERMEICEES bz, JRIBICBWT, 7343 MBS 24 RGF., NIRRT, SR UTE
AERIAZ OGNS, I - JRIRRAEICET 5 EHEME AT 25mg/kg/H Th o7z,

HARRUHEZROFKEL NICBEMOHKEEICET HEER (v H)

7w MZZ 2% I K 50, 100 XU 200mg/kg/HZ 1 H 2 BT CROKE LZEZ A, 100 KDY
200mg/kg/ HEE TRMAD — B IRIED 2L (200mg/kg/ B BEDENMW) CTHA b= LT iidE i, M., %o
BB, < BEROREIL, MOENK S B & BREOBIEHIR, Ro5IEF 0 KoFEAk, REK T,
85D WO EMORGH D\ VITEHWE O E KL OHEE) | KE, (REEINE LR R EORD A0
BT,

AL, 200mg/kg/ H BE THARAEFRORD K OB R EORD 3580 B,
HAERIZEWT, SEEZ2BRAE MERE, OB &K OWREMERFRAEICIS T 25340 O/ R, Mok
WEIZIFEER A BT, OMOIRE OFIR L OB IR AR RIS 7 a3 NICE L2
R b, HAERORE UL EEMEICE T 2 THEMERIE 100me/kg/ H TH -7,
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IX. JERRAREAER(CRE4 5T H

4) YESMICHT HHER (Tv k. 41X)
YT > M2 2% I R 30, 90 XY 180mg/kg/ H A& A5 L& Z A, 180mg/kg/ HHEDOMED AT, 1K
TP K OEE B AR GBI IC BT 2 ki (ke LIZMO EEEDOWD (9%) NH LT,
A7 > b (12 WERFORHL) O HEEME R 90mg/kg/H Th -7,
A XIZTa¥ IR 3, 10, 25/30/35 KUY 50/60/70mg/kg/ B ##& 05 L= & Z A, 25/30/35 i
50/60/70mg/kg/ H DIEIZ XV | EZa—efREBOZ L (SHE) & LT, mEMET WAL, TR, RIEVL,
BEE ., VREE, FHAMT. IRER. BUERCHRENIE. AR, HER M ORFERFENEO b, KE, (KEE
e, BKE, B, OEXBEA, MR RE, MRAFmREiE,. REAEME, IR ERmA,
HikR, FEEE, RKREBE AT A —&  FEH L OB R A OB RITIE T 2 I RICBEE LA
BIFRRO e o tz, —MFMEICBIT 5 MHEMERIL 10mg/kg/H T, E/NRT A —F (WRIEENRT A —
X &ate) (ZBI9 2 MEM R 50/60/70mg/kg/ H TH - 7=,

(6)BATFIEEEAER (VY F)

Y X OLIROFEREICEEO T 292 K (100mg/animal) Z HBlES (RFHEE) LR, ARNEE, o

DR OFEREDFE RN, 7 L— R 1 TRIE I,

Z a4 I F500mg ZHE/ME LIS XOEHEF~D /v F 7 A S OFER, FERIEMETERD Hie oz,

UHRICT at I RE 30 HEOFIRN&E S (1.0mL/kg=20mg/kg : #af& 5ikBE=R&k58) | HREHRERNES
(0.5mI/animal=10mg/animal, 2##E5) K OE TS (2.0mL/animal=40mg/animal, 2##E5) | 30 57fH

DOENIRN B G- (1.0mL/kg=20mg/kg : it G- E=f & 5 &) K OVHERIEFARE R 5 (2.0mL/animal=40mg/animal,

BHEEG) LR, WIicB W TH ARAAT RITRD b o 7o, JREHEAIRAE OFE R T, 30 4

M OFARNE G- L OBIRNE 5-#%12137 23 3 RICBE L2 TR b o 7oy, RN G- §rlRes i

HGREOETHRETIE, Z<BRE~BEORIE, H SIS SR iz,

(7)Z D D4FHKEM

1) B (ELEYF)
E/LE» b &MV Magnusson & O Kligman iRER I W T, 7 29 I RO LJERIEMEILRD v o
77

2) RESME (YVR, Ty b, 4X)
<~ A, T v MRS XORERGEERRICE O TR E IS RE Rt 2 R+ 5 2B XA 5T,
<7 A% AT 28 AMFEGRBROB R, IeM KW IgG 77 — 7 BITIEER AL L kiR L TF a3 F&
BICBE L2 iZAonT, 73t I FO@ERERITREO bR oT,

3) I&kFEME (T k. 41X)
Fat I NEAHBERE DEYIFRIE LT, LA—HLO “FR—Z2FEIE2Ty FTIE, 7383
R OAGIZIAME Tl o Tz, BB L LT TERLA, 7= /2L EZ—)L ELEXR, TP A
IV VS TEEHDOFRMERN M O EM A 5%, 723V I FORILT A M2 ToTofR. Tivh
DTS S A ERFAER O—EMEd D EITERD b o 7,
7 v M WG LR SO TFRIRNEE Y B & 53R T L ik R &2 RS o T,
7 v M RO X ORAER NG5 EERBROFEZ T2 L L. REEG%0O 7 23 3 FOIKERIEHIZE
FA DT, IRIEE DR UL IRIRAT 2 R 9RO D e o 7z,

4) FEM
JeEERBRITE L T, T at I REROZEOFERFW TH L O-i A F /LK (SPM12809) 1%, 290
~700nm (237 5 UV-B, UV-A K OAHSEIC RN & Ff 7= 72 0o 72,
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EEMEIEICEY 51EH

1. RHEX5
BOAH RIS

VilyrE AV SUSIRRE =Sl IR AL Uy s A N SR 3 i B Rl
2

2. BhEAR
E L/ bES50mg. E L/ FEE 100mg
36 » A (ZEMRBRARICHES)
EL/y b FS420v 7 10%
36 » A (REMRBRAERIZHESL)

3. E‘, 'U( TO)ETI£
é?mﬂl%ﬁ

4. RV EDFE
BRIE STV

5. BEMITEM
BEMTERLTA N AD, <TVOLBY - AV (AAFE, 55H)

6. E—H5 - BXhEE
B L%y bR ERE 100mg, 200mg

7. BiFRESEAR
2008 4= 8 H 29 H (kM)

8. WERFTAFREABRVARES., ERMELENRKERARD. REFWKEARAA
BOE IR AGEAEA B v A%y ME 50mg 1201647 H 4 H
v LNy EE 100mg 1201647 H 4 H
LNy hRI7A42my 7 10% 201941 H 8 H
KRR E 48y bEE 50mg : 22800AMX00432
v LXy ME 100mg : 22800AMX00433

ELy b RTA ey 7 10% 1 23100AMX00018
A FEHEUN HAE H H v L%y M EE 50mg ¢+ £2 100mg : 2016 4E 8 ] 31 H
EALNRy FRIAm Y7 10% 201942 H 26 H
RFEBALAFH H v A%y MEE BOmg ¢ #2 100mg : 2016 45 8 H 31 H
ELNRNy hRTA4 Yy 7 10% 201943 A 11 H
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9. PEEX(IZNREM. AERUVAEZEEEMZENOEARARUVZORNE
E L/ bES50mg. E LSy REE 100mg
Zhie AT ABNAGRAEH B - 2017428 H 25 |
WA« TAMABE OIS IE (ZREERICEEE G )
ZhRe AT AGBNMAGRAEH B 0 2020 4F 12 H 25 H
WNE L OHLTADAIETH BB NR O LR TANABE OREMMRFEIEIC
4B PC A AT E OB RRRIE
MEXR O EBNAGRFEHA R 201941 H 8 H
W NI 2 HELR O EOBN
EL/RXYy S48y 7 10%
BRE ST B IAGEEH B - 2020 42 12 H 25 H
N O T AP AT TR EBRD N2 TANABE OMREFAFEIEC
%4 BT AMAIR L OOF AL

10.5EERR. BiMERRLAKRFABRUVEZORE
LR

1. BEEHM
EL/\y g 50mg. EL/Vy bE 100mg
HIEIAFR  EB o FAEOF RIS
84 (201647 H 4 H~2024 47 H 3 H)
oy FEAF BRI
WIERGRO MM (8 4) DFERMIM (201748 H 25 H~2024 47 A 3 H)
INERE R O EOAGE
WIEAGROHIME (8 4) OFRMIF (201941 H 8 H~202447H 3 H)
SR BRI FEAE
44 (20204 12 A 25 H~2024 412 H 24 H)
ELRy FRFS420y710%

B A%y ME 50mg, B A8y ME 100mg #IEIAROMM (8 4F) OZ&EAMIM (2019 4 1 A 8 H~2024 4
7H3H)

FRIEL RIS -
44 (2020 4 12 H 25 H~2024 4£ 12 H 24 H)

12 R FHRMGIRICE T 5 1F®
AFNT, BH (DTG BIRIZEET 2 HIRIZED ST,
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13.&%#Ea0—F
BEEFEE BEREER LT +EE
BR5E 4 HOT (13#1) &S (R AEUNE, a—FK MBS X T L
EFEmI—F (YJa—F) Aa—F
E LSy b 1250794010101 (PTP100 &)
f@sonfl 1250794010102 (PTP500 &&) 1139015F1027 [1139015F1027| 622507901
% 9 1250794010201 (75 2F v 7% ML 500 48)
E Ly 1250800010101 (PTP100 £&)
5@100n< 1250800010102 (PTP500 &) 1139015F2023 |1139015F2023| 622508001
% 9 1250800010201 (75 2F v 7% ML 500 48)
EL/Sy b 1267044010101 (77 AF v 7K bL100g)
RS4909710% | 1267044010201 (75 2F v 7R kb 500g) 1139015R1023 | 1139015R1023| 622670401
14 RIFEHT LEDEE

A= RO
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Xll. 3&&%

1. iﬁ%@?@%%wﬂ
Z a2t X R, BRINES Tl 2008 42 8 A KETIXFEF 10 HIZA&R S, ZhbZ2E TR 60 UL EOEK D
Higl © Fﬁk)\f/m ABFE O AR T 2 0FHRE] 2iiG e L TRARRINTWD (GE4 - Vlmpat
VIMPAT) . 723 TR TADABE O FAETRT 2 BARE] 130 KIETIE 2014 4F 8 A, BNES T
mwﬁn2ﬂ:%%éh\:h%%aﬁﬂﬁAOML@E&U%WT%%éMTwéOFmﬁrmﬂhﬁﬁmﬁ
I RAEIT KT D OF A R VAR ) 12, BRMES T 2017 4 9 A, KETIX 2017 45 11 A &R S, =
o AT 30 L EOE K OHIK TRFE STV D (2020 49 ABITE) . T4 30h EOTADNABRE ORE
RIS 2 PR L] 13, SKETIE 2020 4 11 A& STV D
7 aH% I ROAI L OE &R T, 74»A3—Fﬁ(mmg1mmg1ﬁMg&U2%mgﬁ)\ﬁﬂﬁ/
vu v (10mg/mL) . R4 vy 7 10%., SAfEEHFER (100mg/10mL & O* 200mg/20mL) & Y | KGR
ENTWVDHAIEROE BHMKIIE T L ICR D,

FONESRUXREIZE 1T HIRFTIKRE (2021 F 4 ABRE)

R B A KIEH
=t UCB Pharma SA UCB, Inc.
e Vimpat VIMPAT
IRSCSGTH A 202141 A 2020 4 11 H
HIF - & & 7 v bha— b EE 7 v bha— hEE
(¥ 151 7% 52 50mg $E. 100mg . 150mg £, 200mg & 50mg $E. 100mg . 150mg £, 200mg &
A) (2008 4£ 8 A) (2008 4 10 A)
10mg/mL > & v~ (2008 4F 8 H) 10mg/mL #£ N{#E (2010 4 4 H)
FUMERE P 200mg/20mL (2008 4E 8 H) FUMERER © 200mg/20mL (2008 4F 10 A)

ZhEE IR | A, HEROVNE AR E) OTANABREIZ | 4 MU EDO TANABRFIZBIT 5455 3 1ED HA
B D RAE (CRMERBACRIEOF I E b e | BRIEROPEHERE

V) O HEFIERE K OF R 4 EPL EOTANABEICBIT HRERNAFREED

A FELOWNL @BUE) OTA»ABREI | fERRE

B 2 E R FEO O HFRE

MEEOCHE | BAEE HiAIRR A

(A NTHRTE 50kg LA EOTF4AE K OVNE) (B A)

100mg/ A 75%&%%%% L@ 1AM ICOBEEM | 200mg/ A 5&EBBL 2, fHx OBEE DA
BO 200mg/ HIZHERET 5, ERIOHKHCESE, | 3T 2506 & BEMHEICHE-S T, HERER A & 300

200mg/H CHZAL T Ly, A~ om%%m&%ﬂa: ~400mg/ H £ THi &,

KT DR & BRMEICESNT, RS E | (FE 50kg 2L EOFELOVNE)

600mg/ H & CTHIE, 100mg/ A 2> S ¥H-B4A L. {8~ 0 BE OARFNIZ %t

(R EE 50kg Al D /N OVF4F) T BB & BAEMEICEES O, LSRR 300~
2mg/kg/ A %&Efﬁﬁwb 1 A ZIHIATREEA | 400mg/ H £ THI &

B 4mglkg/ HIZHERT 2, llx DBEORFNKE | (KE 50kg Al D /M)

T i & B %Ob\f\ MEFFFHEIT 1 M | 2me/kg/ B 22 BBREGBIA L, 82 O BE ORFIXS
IZo % 2mglkg/ H T OMBETHZ LN TE D, A& | T2 & BEMICE SO T HEEHER & F CH
WEARANZ X 2 MO 28 SOSMF N D ETRA D | &, SR H RIS E 30kg UL E 50kg i/

WET 2 Z &, RORHESEHH BIXRE 40kg K0/ | VX 4~8mg/kg/ B | /R E 11kg LA | 30kg A D /)N

IR1% 12mg/kg/ A % T, {KE 40kg LL | 50kg KD | B1X 6~12mg/kg/H &35,

/NI 10mg/kg/ HETET 5,
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OF Ak OF Ak

(A NTHRTE 50kg LA EOTF4E K OVNE) 9N,
100mg/ B 2> S 5BAMA L @, 1 EMZICHIIERA | 100mg/ B LEERME L 2, {fx 0BHEOKRANC
O 200mg/ HIZHET 5, lx OBEORFNIK | %9 25 UG & BAEMEIZH-SW T, HESEHERH & 200
T ORI & BEMITE SN T, KRR E | ~400mg/H F TH &,
400mg/ A £ THI &, (A HE 50kg LA EOFE R OVNR)

(K E 50kg Kl D /NR J OF4AE) 100mg/ H 2 H & EBIEA L., fll % O BHE OARAFN X
2mg/kg/ A GEREBE L. 1 ABBICHENERA | 3556 & BAEMIZE ST HETEERF & 200~
HO 4mglkg/ HIZHERET 5, llx OBEOARFNIK | 400mg/H F THIH,

T EHRIGE BEMICESO T, MR 1 B/ | (KE 50kg Rio/hR)

\ZDOX 2mglkg/ B9 DMET 52 LN TX 5, & | 2mg/kg/ B HEEBAL, H~4 O EH OARANT

WEARBN T 2 MY 2R BOS S BN D £ TR | T8 K06 & ARV EE SO T HESEHER &

WET A Z &, AU RIL, RE 20kg RN | &, HESEHEREH BIXAE 30ke ULk 50kg A D/

INBIIRRAN E B LTI VT T AR RKREWZD | JAIF 4~8mg/kg/ H ., /AT 11kg UL _E 30kg A/

12mg/kg/ A £ T& ¥+ 5, £72,KH 20kg LA I 30kg | ViiL 6~12mg/kg/H &35,

A D/NIE, 10mg/kg/ B £C, {KHE 30kg MLk

50kg AR D/NEIZ 8mglkg/ H £ TET 5,

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

b) AFERIT, R OR SSRGS IEICRBRRF L LR SN D, BESFEZ, RBOES LECHAELCH
BT 15~60 BT THARN~NEAT L Z L] LENTW5D, ROBENLSHIRNZE G, UTZ0Mi~08 0 ¥ &
I E~ORFHR LIAT) ZENTE D, 1 AABEROEGBIHUTHRFT5 2 &,

o MEEERIL, BN GRS A I AERAI E LCHER SR D, RO S &R U5 HIECHIRNE S35,
HESEER RIS 30~60 0T D23, 15y DABBES- b AThE,

AFRIZFSVT B AFNOBHE TR, FER OHEIZLL T O L0 Th D, ENOERNEOFRFA CAFIZ T2 2 &,
EL/Sy Mg 50mg. EL/Ny FE 100mg
4. SHEEX TR
OTANABEDEIFEE (ZRELBIEREZED)
ODIRTANAETHLILBHENEO ONBZVWTANAVBREDHRERMRREEICHT IR TANAVELD
BrREE
6. AERUHAZE
A B, RAICIETa I FELT 1 H 100mg K0S ZBM L. £0% 1 #BEL EOMEE H I
THIE L, #EFFHEZ 1 H 200mg &3228, WTiLh 1 H 2 BN CROKET 5, ok, ERICE
D 1 H 400mg % H 2 7o\ VEPH CHl EHE R 5 28 B BT 1 ML Lo g A S 17 C1 A &L LT 100mg
LR 21795 Z &,
R, 4L Eo/NRIZIE T a I RE LT H 2megkg KO 5 EBBL, 0% 1 @B ED
MG &1 C 1 AHEE LT 2mgkg To8&E L, MEFFHEZ (KE 30kg Aiifio/NNEAIZiZ 1 A 6mg/kg, &
#H 30kg UL E 50kg Kl D/NEIZIX 1 H dmglkg & 55, WTLh 1 H 2T TRAOKEGT 5, 728,
FEMRIZ L0 RE 30kg AR O/NEIZIL 1 H 12mg/kg, (KHE 30kg LA | 50kg A /NEIZIL 1 H 8mg/kg %
B2 OEFE CHEEREE T 22, HMER 1 EMU EoMBEEHITT1 BEHAESE LT 2mgkg LT3 2179
b, 2L, KE 50kg KL EO/NRTIZ, BRAERICHE - HEZHWS Z &,
7. RERUVAZICEET 5FE
<ZhREHE>
71 7 VvT7F=22 07 7 AN 30mL/min BLF O K OKBIEHAEREE O H 5 BEITIE, AT 1 B
EHE% 300mg, /NEIT 1 BHi@HELE 25% &S T 52 CEEICRGT L2 L, 0, MikENT%
ZTTVWLEFETIE, 1 HARIDMA T, MiREFHZICRKT 1 RAEDOFEDOBNEEEZERT 52
&, [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]
7.2 WRHE ST OTHERERE E D B % ¥ (Child-Pugh 48 A KO B) 12i%, AIZ 1 BEREHEL
300mg, /M1 BikEHELY 26% e & 572 L EEICERGT52 L, [9.3.2, 16.6.3 2]
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7.3 AFID 1 B AT 30kg Ro/NETIE 1 B 12mg/kg. AHE 30kg LA E 50kg A o /NE Tk
1 H 8mg/kg Th b, A% 1 H 8mg/kg # M1 T L T A KE 30kg RifHO/NED | R ICHEWE
ERNARED 30kg UL & Ro 72581213, BEOREZ H2ICBE L. 2IRLKURIER ORBL A ERE
L7729 2T, WUIRHAEEMETEZ L, B, AMREEITRTS Z &,

< BEMRFEE>

7.4 AR ZREMAFIECK L THERT 2581003, ot TAnAEEIMNT L2 2L, [ERHBRIZBD

T, FARE BRI T 2 ARF I 5 T O HRERIT R, ]

ELNRY FRFS420v710%

4. PEEXITHE
OTANABEDE D FRIE (ZRELBRERELED)
O TANAETHRLEMENROONBVWTANABREDERERMARREEICHT IR TANAELD

Cidizk- 95

6. RiERUA=E
B EE, RAICIETZ 2 I RELTL H 100mg (R4 vmry 7 LT lg) XoEEEZBMBL, £
D% 1 BB EORRZ H T THE L, #RAEEZ 1 H 200mg (74 ay 7L LT 2) &T2508,
WIS 1 H 2B T THERE L TRO#KE T 5, 2, JERIZEDY 1 H 400mg (K71 vm oy
LT 4g) &84 72\ EH T EHd 228, HEIX 1 AR EoMEEH T C1 BHEE LT 100mg (K
T4y LTle) UTFF2179 2L,
AN EE, 4L RO/ T a2 I RELTL H 2mglkg (K74 v m vy 7L LT 20mgkg) L0
BeHZBM L. Z0% LB EOMFEEZHIFT1 AARESE LT 2mgkg( K74 1 v 7 & LT 20mg/kg)
ToWE L, #RHEAKRE 30kg RGO/ 1 B émgkg (KT 4 v v 7 & LT 60mgke) . AHE
30kg LA | 50kg Ko /NNEIZIE 1 H 4mglkg (K7 A v m»7E LT 40mgkg) 75, Wintb 1 H2
ENZo T CHIRRERE L RO 575, 7ok, ERICE D IKE 30kg Rid/NNEIZIZ 1 B 12mg/kg (KZ
Ay 7t LT 120mgkg) . KHE 30kg UL L 50kg K D/NEIZIZ 1 H 8mglkg (K74 vmry 7 &L
T 80mg/kg) % A 2 72\ V& PH Coll BT 5 A, B T 1 MM EoEZ ST 1 BAE S LT 2mg/kg

(RT74vmy 7L LT 20mgkg) LLFT2175 2 &, 7272 L, (KE 50kg BL EO/NRTIE, A LFRT

k- HEZHWDZ &,

7. BERUVAEICEET R

<#hEEHE>

71 77 F=2 27 V77 AN 30mL/min UL F OEE K ORBIBEEREOH 2 BFITIT AL 1 Bk
mAEE 300mg, /NEIT 1 BEEAEZ 25%HE LT HR CEREICRG T2 L, o, MiKENT%
ZTTVWLEFETIE, 1 HARIDMA T, MREFZRICRKT 1 EAEDOFEDOBNEEEZEBRET 52
L. [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 2]

7.2 BRI OATHEREREE D H 5 B (Child-Pugh 433 A KO B) (Zi%, A 1 A&
300mg, /NEIF 1 HiEmHEE 26%&E e T 5 SEEICKRG T2 8, [9.3.2, 16.6.3 ]

7.3 AF|D 1 HEem HEITAE 30kg RiED/NNETIE 1 H 12mg/kg, AHE 30kg UL E 50kg A D /NE CTik
1 H 8mg/kg Th 5, AFl% 1 H 8mglkg ZH 2 TG L TV HKHE 30kg ARl O/NED | BRI WA
ERNTIRED 30kg LL L& Ro 723561013, BEOREL H0IcBiZZ L, IR KORITEH ORBLZ B
L729 2T, WUIRHAEEZMATLZ L, 2B, AMARBETRTS Z &,

<BERRREE>

7.4 AHZREMAFEEICS L TERT 2581203, o TANAREREINT2 2 &, [FRRBRIZEHEN

T, FREFEMRIEAEIC KT 5 AFIHM P 5 T oM HRBRIL e, ]
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2. BOYMIE T BERIRIRIEHR
IRICEAT 5BNER (A—X ST HER)
IR T HABNOREOE FE2ATHRFICHET HEE [951F%) . (96 BER) OHEOLHIILL TOLE
WThY, 5 ADEC /L 1TER 5,
9.5 114%
BEb XATHER LTV 2 FTREME O & 5 & MEIiE, TR EO RSN EE 4 ERl 2 &plr s 2 548100
HEGTH L,
7 v MZBWTREBITHERZEO 5T D,
9.6 RELIF
16 OISR O REBO AWML BB L, RILOM S UIP I ZRE+ 25 2 &,
#FyER (7 v~ THHP~BTTL5Z LhMESN TN D,

47 M 2% PO
A=A T V7D | B3 Drugs which have been taken by only a
Gy AL UE [VIMPAT(lacosamide)film- coated limited number of pregnant women and
tablets, UCB Pharma: 2021 4 3 women of childbearing age, without an
A 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.

bEUR. EEMR. REUEFICEES HECH

HH G Ak
RN A D SPC 4. Clinical particulars

(Vimpat 50 mg, 100
mg, 150 mg & 200 mg
film-coated tablets,

4.6 Fertility, pregnancy and lactation

Pregnancy
UCB Pharma Limited,
202141 H) 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.
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Lacosamide should not be used during pregnancy unless clearly necessary (if

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 OIS S
(VIMPAT-lacosamide
tablet, film coated:
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/.

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
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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.

INERFICEET HEEHE
A B T 2AROREDE RE2ATLBFICHET 2R 19.7/MRE] OHOLHBIUTOLEY THD,

9.7 I©MNR
9.7.1 {KHIAMEEIR, FrAR, FLIRXIT 4 RO IRIZ 5T 2 BRFEBRITFER L T,
9.7.2 /NEBE OETFIEITKTT 2 AL T 2 BARREBIIEN - I & biciTbhbiu Tz,

RRINE S, KEORM LEICBIT HHIUTOLEBY TH D,
asgi:! FLINA

RN EA D SPC 4. Clinical particulars

(Vimpat 50 mg, 100
mg, 150 mg & 200 mg 4.2 Posology and method of administration

film-coated tablets,
UCB Pharma Limited,

20211 A) The physician should prescribe the most appropriate formulation and

Paediatric population

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

The dose is determined based on body weight. It is therefore recommended to
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Initiate treatment with the syrup and switch to tablets, if desired.
Monotherapy (in the treatment of partial-onset seizures)

The recommended starting dose 1s 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 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

Adjunctive therapy (in the treatment of partial-onset seizures or in the
treatment of primary generalised tonic-clonic seizures)

The recommended starting dose 1s 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
mg/kg/day has been used by a small number of these children.

The following table 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

Loading dose
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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 DOWRATSHE

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

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Partial-Onset Seizures

Safety and effectiveness of VIMPAT for the treatment of partial-onset
seizures have been established in pediatric patients 4 to less than 17 years of
age. Use of VIMPAT in this age group is supported by evidence from adequate
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 (12.3)].

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
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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