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@ HEERE
RIS LRAFIERE PRAF IR ARG R
60°C, WD PZ
Bt 7 AR/ Bk 3» H
40°C, WERD DX
30°C. 75%RH T 7 A/ Bt 65 H
10001ux (0657 >7) SRy 12077 lux-hr HIEREHE D FEHPY
R W D i X A (#150)
30°C. T75%RH 64 H
Rtk
10001ux OBT7)|  HUZFLUAESR (@HEAAD) 100g | 1205 lux-hr
1REE, B0 & (%50 H)

BRI - PRIR. MEERUER CEEBED | pH, ERIA

A LERLEL A 7= IEERER (40°C. T5%RH, 6 # ) OFER, L _XFTEL XL RTA vy 7 50% (B
B IEEOHRRE TICBWTIERLETHSL Z ENHER S,

7. RAERVABEBEOREMN
LRFFTRHHEARTAm T 50% THHIG]
AFH 0. 5g &K 50mL ([ZIAfE L 7= O EMERBE RIZLL FTO L BY THo72 9,

IR D ENE
iE B[ 14
(Bt e kAT i (REfE2)
0 1 4 24
" i ERE aE (%) 99. 30 99. 38 99. 30 99. 30
TR, FEfFE (%) ™) (100. 0) (100. 1) (100.0) (100. 0)
720 E*!
ENHOL T DI s o5 75
N BB LT i 27 L 27 L 27 L

%1 :19.0~22.0°C, 27.0~30.0%R.H. *2 : 298~3061ux
*¥3: LRF TV X LAOEGFER (%)
=nfEBOVLXF T X LAOER (%) /JHIHEHFOLXFTEX LAOEE (%) X100

8. fFl L NEEEELL (MEILFHEL)
SRR L



A
<IRHZEEhNC BT D RIS >
LRF T & LEE 250mg THAIR] 19 -

[ FEIRGE O PR R T A RT A4 2] (B2 3 A 19 AA3EAFRER 031958 1 5 —
EROLIE - BIE 1) KON T &38R 5% 0 BERRA O EYFHRSEHRER T A R4 (G243
A 19 HAFERAERERSE 0319 45 1 B — I IE - BIHE 2)

BRSO B

ERELA] © LT T X LBE 250mg [HVG)

FEAERLE] © LF T X LEE 500mg [BE )

B IE - BARRRF T IEHERBRE (S RVEk)

BRI R 900mL

IR : 3740.5C

BRI - OpHL. 2 (A /RHEHRBRE 11

@pH4. 0 (D7~ McIlvaine OFEMEIK)
pH6. 8 (H Jmia HAERE 2 k)
@7k

[l A5« 847 50 [aliis

HABREE : 12 XL

R 2 TORBIKIZB VT, 7S RViE 455 50 [BIEE T 30 5 LA ICEEHERIA & OGRBRIUAI & 6 (21

WHEN 85%E M TV DH LD TH 7%, 7S KATE 55 100 REEORBRIIE T HZ L L L

77
e B
ABRiL/ kB ) E F v
[ElHR T (1) FHIEHE (2) 1% DFEHHE
@ pHl. 2 |[EEHERIFIAS 16 53 LANIC ) 85% L LS HY

AR 0 SR EE DS 85% LA 17 52
T5 L&, HRBRIUAIOTFHE R
15%DFEPHAZE 2 D & DA 12 8 13
BUFT, £25%0MIHE S b7
AN

T 550

v/ (D PHL O [t 43 15 4y LIS FH 85% bl LA
/ﬂ—i% 50 Ei‘ZQ @ pH6. 8 #673\ X% 15 %L:j’{)\bj’ 5%&5&;@%[]@47
P HH 2 BT 00 SV R £ 10%
@A oIS D,

Al B SR
& BN 572 5% O E RS O LW AN RISV A BT A ) 125 & 4 FORERSM: Cifd
Al OTRHZEE O R 2 ) LI RER, SRR & AR RA o 8L, 3~ TORBREM TH)
ERMEICHEE L, IWHEEBHNE L, EMENICFASETH L LSz,

FRERIEOpHL. 2, #5757 50 [Al#x5 FRERIE@pH4. 0, 557 50 [A1#x
120 120
100 100
® 80 - 80 -
H i
% %
~ 40 ~ 40 |
20 2 -
0 C T T ] 0 C T T ]
0 5 10 15 0 5 10 15
B FE (43) BERE (4)



ABRIE@pHS. 8, {57 50 [l ABRIE@IK, fE5y 50 [AlR

120 120
100 100
80 - 80 |
3 B
H H
& 60 ® 60
% %
~ 40 ~ 40
20 20
0 C T T | 0 C T T |
0 5 10 15 0 5 10 15
B (9) B (9

@ REREUE| (LTF T & LEE 250mg TBATR))
O EAERIF| (LXF T & & AEE 500mg [BATE])

n=12
l/_’*‘?‘%'lzﬁl!:xfy’i 250mg TERA| MDBAHEEHICH T SREF N
(HEBRAR R UIZERF DO FHTHEDLLE)
= L/_/\‘?-E—lz@ .L\fE 250mg THHR] DBAEEHICHITSHRF N
(HEBRAR R UIZERF DO FHTHEDLLE)
Bk SEEPRHEER (%)

s . cepnn | TERE A AR L) FEYERIE| | E

AR/ RS | RBRW (VAF54 5 8 2i0ng BIAL )| (V<55 5 858 500mg (3R )
(D pHI1. 2 154y 100. 3 101.0 ey
SRR/ @ pH4. 0 15 % 100. 1 101. 8 ARy
4y 50 [ElE @ pH6. 8 15 % 99.5 98.9 A
@ 7 154y 100. 7 99. 1 ke

(n=12)
(HEBREXIDE~DBELE)
RSk L RF 5% & hE 250mg [BHIE] .
ARBRE/ el | RBRR | HIERR {iEl 2 DEHE (%) FHRIE (%) £5.0.

| 1006, 1015, 1014, 100.4, 100.6, 100.9, o A
O phl. 2 157 9.7, 100.3, 9.7, 100.2. 9.1, 9.2 100. 30.773 e
| 100.4,90.5,99.8, 9.8, 9.7, 9.1, 100.3, N
AR Y @ pli4. 0 15 100.7, 100.4, 1013, 100.2, 100.4 100. 1£0. 588 A
4y 50 [EliE S| 982, 9.6, 1011, 9.9, 102.7, 100.9, N
© pli6. 8 15771 o6, 00,5, 9.0, 9.3, 9.8 %9 9951512 A
9.6, 100.3, 9.6, 100.0, 100.3, 98.8, N
© K 1557 101.5, 102.2, 101.7, 102.9, 100.4, 100.8 100. 71 193 A

<IRHZEEhC BT DFERE >

L _F T & LEE500mg [HAIR] 17 -

[ FE IR DM ZREMERBR T A RT 42 (243 H 19 BAEEAKER 0319F 15 —
HIE - B 1)
BRSO B

RERTIE - BARIER S EHRBRE (O RuE)

FRERZ & 900mL

IR 37£0.5C

Bk - OpHl. 2 (B REHREBRE 11R)

@pH4. 0 (D 7= McIlvaine DFETER)

_10_



@pH6. 8 (A JFEEHFRE 2 )
@7k
[EIFESC © 455y 50 [EHE
HERES 12 )y 'L
K AT ORBRIKICIS N T, 28 RLVERESY 50 [AIH5C 30 43 LA IS YRR K ORRBRELA] & b 12 P08
A 85% & X TWDH bDTH 7%, S FLEESY 100 BEEORBITENT 5 2 & & LT,

| E HL
E e
e | PRI HIE R
@D pH1. 2

BEHERUFA S 15 43 LAVIC T 85% DL LWt % B 2
BRERBLA DS 15 49 LUAIC B 85% B LI T 570, XU 15 49123515 2 B0
4774 HHSE S B R O T HUFE = 15% ORI & B,

2SRV |@ pHA. 0
oy Ek: |@ pHs. 8
@ 7k

R FE IR D AW ER R FIERR T A R T A ) IZHDE 4 FORBRSAT TR O % H 28 D%
PR HIE L7oRER, SBRERG &R ERFI O HZEENE, TN ToORBREF THEAEICES L, &
HIZEEN VL L TV D Slr S Tz,

BRI OpHL. 2, fiE53 50 [Alds ABRIE@pH4. 0, #8357 50 RS
120 120 -
100 100 -+
2 80 - - 80
i th
% 60 1 = 60
% %
~ 40 ~ 40 -
20 20
0 & T T ] 0 C T T ]
0 5 10 15 0 5 10 15
B FE (43) By (53)
ABRIEpH6. 8, 155y 50 [AlHA ABRIR@IK, 1557 50 [AlH
120 120 -
100 100
2 80 - - 80
s th
% 60 1 = 60
% %
~ 40 ~ 40
20 -+ 20
0 C T T ] 0 C T T ]
0 5 10 15 0 5 10 15
B E (43) By (53)

@ RBREA (L_FTEHZ LEE500mg [AHIE])
O BRI (A — /4 77 §E 500mg)
n=12
l{’\‘i“%t@éﬁ 500mg TERA1 DAHEHICHITHLELIE
(GREREF| R VIRERE| D F B HEDLLE)

_11_



K LAFSt2LEES0mg TG OBRHESCE T HELE
(HEBREA R VRERF| O FIBHEDLE)

R S SRR HER (%)

N e R AR AA] R 5

RBNE/EIREL | PR (VAT 745 5 500mg TH#) )| (£ —%# 77 §iE 500mg)
D phl. 2 15 43 101.0 100. 8 o
SR/, (@ pHa o 15 43 101.8 99.3 e
5 50 [EldE |@ pb. 8 15 43 98.9 99.9 o
@ /K 15 %> 99. 1 99. 8 ey
(n=12)

LRFFTEHXLARTAm 7 50% WG] 9
[P R EIR G DM ZR SRR A KT 4 ) (BFf24 3 A 19 BAHEEASKER 03195 15—
ECE - B 1)
BRSO I
RERITIE - BARIER S —ERBRE EHRBRE O RuE)
PR & 0 900mL
IR . 374+0.5C
AERE - OpHl. 2 (B REHEERSE 11R)
@pH4.0 (GHE¥H 7= Mcllvaine OFERER)
pH6. 8 (H R HFERE 2 1))
@K
R : 447 50 [R#R
REREE 12Xy kL
K 2 TORBRIKIZIBN T, 7S RVE 5455 50 [RIHEC 30 43 LAPNICAEAERLA K OGRBRBLA] & 4 12
I HHRN 85% i TWAD D Th o7y, 7N RVE #4100 [BIFEORBRIIEK S 5 2 &

E L7,
IE HUE
BEBE | s w3
K FRERTR | E FL e
@ pHL. 2

FEYERGR AN 16 59 LANIC 35 85% UL LIS T 2 &
FUBREGAS 15 23 LIPS 85% LA LIS HI 270, Xid 16 231236817 2 REGs o
R H =R A EEERLA O SER P IR £ 16 % OFEPHIC B D

NERLE/ |@ pl4. 0
0 [alis |3 pH6. 8
@

AR SR
(B3R I G D A ZFH AR T A BT A > ) 1ZHDE 4 FORBREA: TR O F 268 D%
PIMEZ e L7oRiR, UG & eI O H 283, T~ TORBRRMF CHIEEEICEA L, 3
HIZEEN VL L TV D Sl S Tz,

AERIEOpH1. 2, 84y 50 [Alis ARERIK@pH4. 0, 347 50 [A1#
120
120
100 of —3
100 o o —8
" 80
80
= 60 %
% T w0
R
20
20
od .
0 d 0 5 10 15
0 5 10 15 B (%)
B (43)

_12_



ABRIEGpH6. 8, #5757 50 [mlHis ABRIE@IK, 1557 50 [mlS

120 120

100 100

() EE 3%
8 3 3
[€3%:3:3"4
8 3 8

N
S

N

S

o
Q

o 5 ) 10 15 0 5 o 10 15
@ ABREEK (L-TFTRELRTA LT 0% [HHIA])
O EHERAK] (=TT RTAr vy T 50%)
n=12
= b&?itﬁAF54>Dv7W%F%%J®%E§@EBH6%M%
(AEREK R ZERF DO FHAHED LER)

K LAFSEALFS420yT50% 838 OBEEESHICHTH5EL M
(FHEBREA R CFEEFOFIEHEDLE)

R FEHE (%)
o | g | IR IR T Bt
PURIE/ER | P VSFTEIARI Y07 4 T8 )| U= 7T KA o750
(D pHI. 2 15 47 102. 0 99. 2 ey
IR/ @ pH4. 0 15 43 102. 8 98.9 1 A
4y 50 [AliA ® pH6. 8 15 47 102. 4 100. 0 By
@ /K 15 43 102. 4 99. 4 ke

(n=12)
10. B3 - 8%

(1) EBRDERES - %, NMESHHEES - QRCET H15H
LB L

(2) BE&
(LRFZ & H LEE 250mg [BHIR))
PTP E1%E 100 2 (10 $EX10)
ANZaEE R RV, FERFIA) 300 B2
(LRF T & X LEE500mg [BHTR D)
PTP 3% 100 2 (10 $EX10)
ATk R MV FERAIAN) 500 §E
(LRFFTEXLRTA v T 10% [HiG)
ARy (RoEEFIN)  100g

Q) FHEBE
BARWAAR

_13_



) BBROME

LARF T LGE 250mg THATR) - §E 500mg TG :

PTP @3

T AE <HREHIN >

PTPY— bk : R UKLk E =L, T I=7 A
ra—:ARYxFLr, TII=UAN
N KRR TrE LY

ARV :RVzZFL v
Frov S AR rEL
NRyFr Rz F L

MK oW R T L
FYL Ry ey

B R

LRFTHHZLARTAm vy 7 50% BRG] :
A L <HIGA A >

ARV R)ZF L

Xy R
NRyFxr Ry F L

FYL R e

5 MK

11. BRSNS EMEE
MR L

12. ZDith

LRFTEHALRTA vy 7 50% BTG Oy
A 1g (2%t B 7K 5ml L O 50mL D4y HRER . 1 BER# O 2y BUIRRE B OV BB 381 T 2 0 kot BE
) LU TFTO®EY THo7-,

5
—
=

URFFTHHNRTA w7 50% [BG] milei, 1 RO BeRiE>

— SRBTH STl

i) S | R 005 R
7KIE7K 50mL 10 f*! BT R B2 LR < TEBITRR D B e
KK Bl 20 Fb*? ABUT RS B < L IR B

k1 AFIF 1g & 100mL B —H —(ZHE A L, KiEK 50mL 28 A L, KEKBEBAEL, A S—T L THREBELARNS,
KRBT D52 < /38T 5 F TORFM ZHIE Lz,

*2 0 ARAIK 1g & 26mL 7 > FITHEA L, KIEAK dmL AL, KEKRBEAEZ, ANX—=F L THILELEN G, M
RILRLT- DN < Sr 8T B F TORERE 2 H|E Lz,
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<URFFTEHXART A w7 50% R DO >

TR ATR USENES PLFRER 1 B[

JKIE 7K 50mL

JKIE /K Hml

_15_




NVZN
/a

EICEHd HIEH

e LR

-~
LN

X

OTANABEDERADRE (ZREERIEEFEZST)
ODMTANAVETHRLGHNRENRO NGV TANMBEORERMARAREEICHT S2TAL

AEEDHREE

REX(IZRICEET 5FE

BIE STV

H

EZRURAE

(D AERUVAEDEDR

L _FF & ABE 250mg « $E 500mg [HATER) -

BN EE ., RAIIEL_NF I XL L LT HI000mg % 1 H2EICTTROKET S, &
B, ERICE Y 1 H 3000mg % HE % 7o W VEIPH CE BT A 08, HMEIX 2 EMU LOREE BT
T1HMAEE LTI1000mg L1795 2 &,

INB B AL EO/NRIZIZLRF IS X AL LT H 20mg/kg & 1 H 2 BN TR #¢
H4%, 72k, SERICEY 1 H 60mg/kg ZAR 2 72 VEIPH CHE TR 528, BRI 2 B
OfMEZH T CT1 HHESE LT 20mg/kg LA FI21T79 Z &, 7272 L, 1AHE 50kg LA ED/NETIE,
BAERCHE - HEZHWDZ &,

LARNFTEZLRTA vy 7 50% HIE]

BN . RAICIELR_RFTEHZ AL LTI HI000mg (RIA4my 7L LT2) % 1H2
ENZA3 T CHRREME L CTRROB 535, Zeds, ERICED 1 B 3000mg (K743 my e LT
6g) Z M8 2 70\ WHIPE T T 5 28, R T 2 L. EoRMEE ST 1 H AR S LT 1000mg
(FoA4 > my 7L LT2) UTFFDIT5 2L,

INR L EE . 4 U EO/NRICIZILRFSEZLLE LT 1 H 20mg/kg (R4 my L LT
40mg/kg) % 1 B 2 [N/ CHIFRAM L CROBET 5, 728, MERICEY 1 H 60mg/kg (N
TAvmy 7l LT 120mg/kg) Zi % 72\ HEEPH Tl BT 2 23, HEIT 2 WL EoMEE
HITCT1HHELELT20mg/kg (KT A my 7L LT40mg/kg) AFTO(T9 2 &, 72720,
R 50kg LA EO/NETIE, sRAERCHE - HEZHWDZ &,

(2) RER VREDRTERE - 1]RIL

LB L

4. AERUVRAEICEHEYT HEE

1. A& - AEICEET FE
1.1 AA 2 s ERRREIES S L THEMT 2561203, Mo TANARRL TS Z L, FREH

RIS D AHAN B 5 T ORRRGBR LI/ L TWh72uy,

1.2 BHRERE 2 AT DRARBE AR 2R ET 256813, TRIORTZVvT7F=220T7 7

AMEEBE L L TARKIORGERORGRIBAFAG T2 &, £/o, MKRET 25T T DK
ANBETIEZ, 7VT7F=7 V77 AEITNUT 1 BRAEIDNZ T, MgET 2 it L7-1%
WCAKIOBINZEEZ1TS 2L, 2B, ZZTORLTWAHEROHEIZY I 2 b—2 g USSR
WSSO THDZ D, BEZLICEEICBE LN S, HIERUCHEZHAEIT5 2 &,
T, BMEREELZGTH/NEEFICOVTHBHEEOREILN U T, AFORGERLOE S
MiEzRE T 272 CEEICER ST 528, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 & ]
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JVvrF=r71 . s
_. FEATH O | IR ENT
7’;7,f;< >80 >50-<80 >30-<50 <30 R | ook
(mL/min)
L 1000~ 1000~ 500~ 500~ 500~
REEASES 3000mg 2000mg 1500mg 1000mg 1000mg
1 [A] 1 [=] 1 [A] 1 [|] 1 [7]
ENE S 500mg 500mg 250mg 250mg 500mg 250mg
1H2M@E | 1H2[E | 1H2[E | 1H2[A 1 A 1A
1 [\ 1 [=] 1 =] 1 [a] 18]
S dETE S Y 1500mg 1000mg 750mg 500mg 1000mg 500mg
1H2M@E | 1H2[E | 1H2[E | 1H2[A 1A 1A
1.3 FEEDfFHEE ®%5$%Ti Mg CoOZ VT FUEANKFLTEY, 2L T7F=v
7)77/xmﬂ%fiﬁw EOREZ B/ NI T RS Z LD, KV EHE
NHMET S &b, EE] fﬁ%ﬁ%b@ﬂ%%&&@%%%%ﬁ#ézkomﬁx\
16.6.3 /]

5. BRERAIE

(1) B

(2) B

)

(4)

SRT—2 /Ny H5—
BARWAAA

AR ER
REER R L

AERIGIERAER
BRI L

FREERIEABR

1) BRI

(CAMNABEDESFIE (ZRMERRIIFEEE B T0))

OEWNFEIAHRER (B, BARE)

I CANAE BB SN D RIEEZET 5 16 UL EOBREERIRLE LT, LXFTEH L 1000
~2000mg/ H (1000mg/ H % $¢ 5-HIZFAED 2 DAL H541E 2000mg/ H IZHER:) XX 3000mg/ H (3§
TEOF I 23H v 59, 3000mg/ H ﬁﬂﬁﬁ)%ﬁﬂ ICROEE LizE &, EHEFHMAEEE TH
% 1000~2000mg/ H FE D A #&FEMAH &IZH1T 5 6 » A MRIEEKLBEE OFIGIE, 73.8% (45/61 f)

ToH o=, 1000~2000mg/ H B D H &G H & TO 1 FEMZEIETEREE DOEE1X 59. 0% (36/61 1)
Tholz, Fiz, 3000mg/ HEEICIIT D 6 » AMBIEHKLEE OEIEIX22.2% (2/961), 1 FM%
TR BE OB ST 11. 1% (1/9 ) ThHo72 1,

BIVER R BIBE L 54. 9% (39/7T1 %) ThH oz, ERBIWEMAIMEIR 32. 4% (23/71 ) TH -7,
<BEBFUL 17.1.1 L v#EEe >

QEWNFE /MR (A, PFREE)

L _F 5% & 1000mg/ H, 3000mg/ H OV F TR %E 12 BERAORS EEEOH TANAIEE O
BrH) L7=8A. TEFMEE THh A2l H 720 OEORIEREBIVRIITED LB THY ., 75
TAREEL LRXF T X2 LEE (1000 KT8 3000mg/H) NI v«%7ﬁ&A1mmyHﬁ@Wfﬁﬁ
PRI BENRD T (FHFER p<0. 001 W TN p=0. 006, F5-HEZ KT, BIZEHIFIC
RIEEH LTl 72 0 O RAERIE & A & & T IR . ek, BEEIC Tém%vx
RoZ—l— b (ldH7z 0 OEHBIERE D BIEEIRM & T 50% 2L Lt L7 BF OFIE) 1T
77 REE 13.8% (9/65 ). 1000mg/ H#f 31.3% (20/64 f1]) . 3000mg/ H&E 28.6% (18/63 @ﬂ)
Thotn 20,
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b7 0 O Tl TTEFRAT 5
. | = B O o
bz ’;f%?ﬁg ;;g W (%) [05% (= X 4]
! i (p fi)
7T REE 65 2.73 2.67 6.11
18. 8
1000mg/ H jirs 64 3.58 2.25 19. 61 20.9 [6.0, 29.9]
[10.2, 30.4] (p=0. 006)
3000mg/ H pizs 63 3. 44 2.08 27.72 (p<0. 001) [10. 3? 23. 6]
B M ORI EAR O i 7 — 2 3 i > TN B IEBI
i

AT IS < b R

a
b
C
d) ®EBEZEY. BEWMITIT 55 BEHR L2l &= » OO R AIFRIE Z L& &3 5 58T

)
)
)
)

1 R % OVREAm T o0 B VE A 28 BUAE S 13 1000mg/ B B¢ 5-#£C 56. 9% (41/72 1) . 3000mg/ H £ 5-
BET 54.9% (39/71 f) ThH o7z, E72EIEAIX 1000mg/ A HHHET, IR 13.9% (10/72 #1)
FIHEEE 8.3% (6/72 i), V#EIMED E U 8.3% (6/72 f51]) . 3000mg/ A % 5-H THEMR 9.9% (7/71
), SLNHEEZ 8.5% (6/71 B), FHEIED E U 5.6% 4/T1H]) TH-oiz,

<EFIRL 17.1.2 L v ifizit >

@EWNFEIAHRER (A, PFHREE)
LARFZ 4 L 500mg/ H, 1000mg/ H, 2000mg/ H, 3000mg/ H X N7 7 AR % 12 @EH#E O 5 (BE
FOTFTCADAEREDOOA) Liz54a ., FHERICR T 28I 5 O & 72 0 O R IE R
Wb (hE) X, FRE 12.92%, 18.00%., 11.11%. 31.67% K& 12.50% CTH v . FEGF
il H Tdh 5 L_F T & L 1000mg/ HEE, 3000mg/ AR N7 T 2 ARFED 3 FEM]TORHMHIFHIC
BT HBEMEN S OB BT OFAFAERBAEA RIC, HMEHFHRAREZITRO bR o Tz
(p=0. 067, Kruskal-Wallis MiiE), 723, BEECEIT D 50% L AR F—L— KMME, TR
11.6% (8/69 f5l) . 500mg/ H# 19. 1% (13/68 ), 1000mg/ H #f 17.6% (12/68 f5il) ., 2000mg/ H Ff
16.2% (11/68 f5il), 3000mg/ H&f 33.3% (22/66 fil) ToH -7,
] % ORI O BIE I R BB EE 1, 500mg/ H % 5-8F 60. 6% (43/71 f) . 1000mg/ H #¢ 5-Ff
61.4% (43/70 f4]) . 2000mg/ H £ 5-#£ 58. 6% (41/70 ) . 3000mg/ H ¢ 5-#F 64. 3% (45/70 f5il) T
Hotz, ERBEIWERIL 500mg/ H &% H5-RET, SIAER 14.1% (10/71 F) . FH19.9% (7/71 B1)
FFENMED F N 7.0% (5/71 1) . IR 7. 0% (5/71 f), 1000mg/ H % 5-#£ T, SMHEAZ 18. 6% (13/70
Bil) . AR 10. 0% (7/70 f51]) . 2000mg/ H #5-#C, AR 17. 1% (12/70 B]) . SIATEZK 15. 7% (11/70
). P15 7. 1% (5/70 $) . 3000mg/ H #e5-RECENAEEZ 21. 4% (15/70 #1) . fEIR 17. 1% (12/70
) . AFPEREGE 7.1% (5/70 i) Tho7m,

<EBFIRX 17.1.3 L v ifizic >

@ENEIAERER (R

BETFOPL T AP AR TH 72 B ERRIN R DG DRV R IEEEH T 5 4 Lk 16 A /)
RTADIVEE T3 HZ265%E LT, LXFTEH A 40 XL 60mg/kg/ B (KE 50kg LL_E1E 2000
X% 3000mg/ H) % 1 H 2 [BENZ4 0 T 14 B OEE BEFOFLTANAIE D) Lz L X,
FEFHMIEHE CTh 2 BEHM 6 0B H 72 0 O FAEREI D RO P AAE (95%(EHEXH) 1%,
43.21% (26.19%, 52.14%) ThH V. FEIEHEE O MR Lz,

F 2 NRTANAERE BB 14 BERE S LT F & H A 20~60mg/kg/ H (RE 50kg LL_E1E 1000
~3000mg/ H) Z 1 H 2 BENZ4T TRk G LT- & X OO RIEREIILITD L BY THo7- 2V,
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[\
o

— =
[o2N e o]

I

[ —
]

(73)

(73)

(15 hrsd. S35
)

(55)

i a 7= 1) OB FeAE R E D h il

(54) (53) (29) (14)

(a2 S B S © N o o]

k=2l EEIE RS RSRS RS MHEE S RS
(14) 1H~3rH 3~6rH 6~9rH 9~12+H 12~15rH

VR PR BUBE 13 58. 9% (43/73 ) Tdo o7z, EARBIEMIL, BIE 42.5% (31/73 B) Th o7,
<ETIRIL 17.1.5 KV #EgE >

(M DHLTAPAIE TN ENRBD RN T ANABREORERNREIEICTTEHTAD
AR & DO

OEFR L [FH AR (A

WETF OPL T ADAFETH3 22 RBAEMHIZI RS D2 WERE R FEIEZ AT 5 16 L Lo TAD
JEBE 251 B (A AR N A3 Bl Ede) A kt% L LT LA_XF Tk & A 10004 L < 1% 3000mg/ H (1000mg/
A2 L, B5 8l E TITRIENALNTZEAIT 2 BN T 1000mg/ H 3> 3000mg/ H
K%%)X@fﬁﬁﬁ%28ﬁ%ﬁﬂ&@(%f®#fk#h%k®ﬁm)Ltkéxiﬁﬁﬁ@
HCh L2800 OMEMABIERBIRDRITTRO LB THY , 7T BREL
LT T8 AREOM CHREFFRAEZENRD bz (p<0. 0001, £ 58 &K OE %K1, #1243
BT DB 72 ORE NI ER S A B L3 2 08 ».

Hdi= v OMEHRFIEERE" | TI7eREEE 0%

% BEE | IR e (o) (959015 HH X [H] ]
wp | spg PR P (p i)
77 2 REE 109 0.83 | 0.65 19. 64 56. 13

[44.02, 68.24]
(p<0. 0001)

L RF T X LR 117 0.89 0.16 76. 98

a) Full Analysis Set
b) HHfE
c) FERKAOEZRN T, BIEMICEIT 32l H 720 OMEMAIEIERIEEZ L & &5 2 5800

BIVEFR B 1T 23. 8% (30/126 f5l) Th-o7-, LEREWEAIZMEER 2.4% (3/126 ffl) Th-o7z,
FTo, EREBARAMERT EIWER) X R EBBEE 7. 1% (9/126 f1) | f/MEEAD 4. 0% (5/126
B . G EREED 3.2% (4/126 %) TH Tz,

<EFIRX 17.1.6 L Vit >

OHENFMAHRER (R)
BETF OPL T AN AT T 72 BB ERHIZ R 35 D2 WV RERNARIEZ AT 25 4 bl | 16 R
D/NRTANIEBE 3B ERZE LT LRF T X A 40 XL 60mg/kg/ H (RE 50kg LA _E1E 2000
X 3000mg/ H) % 24 WO #HEES BEFEOPFTADARKEOGH) Lzt &, EHEFHMBHEE T
& HBIEHIE NS OB BH 72 D ORE AFIEREEIRD RO IR (95%EWIXHE) X, 56.52%
(—15. 74%, 98.18%) Th -~71= ),
RIVEF R BIAEEE X 38.5% (5/13 i) Th o7z, RWITEMIFMEINR 23. 1% (3/13 fi) . EHFEE 7. 7%
(1/13 6, JEIR 7.7% (/13 ). FHI 7.7% (1/13 f5l) Thotz, F£io, BRMREMEET (F
ER) 1. DEXQTEE 7.7% (1/13#1) ThH-o7z,

<EBFIRX 17.1.7 L v fizit >
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2) ®&MHAER

(CADAIBE DOEZFNE (ZRMESRAIIEEZ ET)
OEWNE Wikt ¢ 5-705k
FEIPN R IT /AR AR (EE)\ OFR%E) 258 T LTIERE 151 fla kg LT, LXF T8 XA 1000
~3000mg/H % 1 B 2 BN/ TROZBE Lz L 2 OESRIERKIILLTO LB ThoTz 2 2,
ARBRIZZN Lf:%ﬂz.%ﬁ%‘@ 25, 76 BIHE D% FHE ST EEERERIC AT LARBRZ & T Lo (24
~36 » H T 16, 36~48 » H T 47 f5l, 48 » H LT 28 f41),

6.00
() :FI%%
o 500
%ﬁ 4.00
=
t =
&% 300
&R
poel
SE
SE 2.00
ﬁﬁ; \qk\_‘ (29)( )“‘)’)
K ’_—4&—15\‘_‘&“’_“’—;
2 — 1 [ ]
T ass0) 5 103) (9 ; 78) (7
(122)(117)(103) (96) (91) B9 (56} (85) (81) (78) (77) (7 (50)
0.00 ) . _(39)
@zzs%a@%@\@@»@@@@gﬁﬁ@%@%@%@%
*é‘é‘\ ﬂ@ /b b /\NV \("’ \% Pl'\ /,,Da /n:\ .JOJQ ;5‘3 5;0 ,)9 Hb} /‘W -‘D\ "o} /OD
o o O AT e 0
A 4 F

BITER R BISEEE T 92. 1% (139/151 %) Toh o7, EBWEMITSIFEAZ 55. 6% (84/151 f4), BH
Y 24.5% (37/151 f4) . fEAR 22.5% (34/151 f5i]) Th o7,
<BEBFHRXL 17.1.4 L 0#EEE >

OB TANAIE T2 RIZRD 72V TANABRE OREFMARIEICT 55 TAD
AR E DOOFRERE)
OFE ket 538k (AKX OVIR)
| B [ 28 TOAR B L < V3NV EI PN B TIARERER 22 52 7, SR EBE L[R5 MAH R &2 2h R A4 D
Tesofe . 20 WLREICH I Lo AARNEBEE 4 flaxtR e LT, A (16 mll k) TIEL_F I+
& I 1000~3000mg/ H. /NETIZL_F T & L 20~60mg/kg/ H  {RHE 50kg DL i 1000~3000mg/ H)
ERROKLE L L & MEMRBIEREIILLTO LB Thotz 2 %,

1.4
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(43)
1.2

1.0

(43) (19)
_ (32)
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41 (38 E 22 19 1
04 (38) (22) (19) (12)
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RIVEF R BAEE 1L 38.6% (17/44 #l) ThH o7z, EREWERIZMEIR 11.4% (5/44 ) TH -7,
F7-. BERREMEREY EUWEA) X, DEXQZERE 4.5% /44 %), 779=T I ) TV RAR7
=T —FHM2.3% (1/44B)), TARTXURT I ) T A7 =27 —FBHN2.3% (1/44 f5]) .

C-RUMER FHEMN 2. 3% (1/44 61) . (KEHIN 2.3% (1/44 %) Toh o7z,
<BEBFUL 17.1.8 L v #sin >

(5) 8% - WIERHR
LB L
(6) s B3
1) ERREAE (—RERRERE. BEERARRE. ERARELBHEE) . WEREET
—BR—RFE. BERFRERARONE
LR L

2) RARFHELTEBFEDABRXITER LI-HE - HEBROBE
AL

(1) £ DAt
M LA
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VI.

\

EEHE(ICEY DIEHE

SIS 2 B 5 B L A MR LI & 4pEE 20

Ta= My AR SAT T Y UL ZRFERA YV =H IR 2 AP A,
HNRNRF PETw—FEORTE RN X &
W OB HEAMOMEE - DREIL. BHORMCEEBRT 5 2L,

EEER

(

1) YEFRERGL - 1EFF
VN?§t§Aﬁ\%@%@%&U££ﬁ4ﬁy?¥*wk@%ﬁbﬁwﬁ”\@ﬁ%X®V+f
A/NMETZ A 24 (SV28) & OFES 2 N AL Ca? F v FLELE 2 HIREPY Ca® OB * |
GMA&U&)//W%@ ST AT B AT Uy 7 EOM] 2V, AR R o 2 [F L
O] ¥ 728 ERMER ST D, SV2A KT DG BNE & ST ADABME T MBI 5%
TEIHIVER & ORNCITMBERBO BND Z Enb, LRF T X AL SV2A OFEGAS, FEVEMH1E

RAicwbELTnbbntEZLND ¥,
<EBFUSL 18.1 K V#ZEE >

(2) BT R T1T BHRERMAR

1) TADPAFRIEICT H1EH

HHRA 7 Y == TET L THLIRREBZBTVNAET VR ORRXCF LT T — L

FITOVNAET V2 ETIE, TONAMBIER ZRE 20 o7 Y 3, ARESAEY Y KU 7

VIR RXUFLUT IV AFR U RY SR Y ah e IE A = Uik E R

DTy bW ARTAT = VBRI TANAT v b (GAERS) *9 | BEFMERIE~D 2 9 /20

EFAE, BFMEE KB LT TANABET VICB W T, BIEMHEER 2~ LT,
<BAUSL 18.2 L vzt >

2) FrTADAIREMEER
RPZESINSF > RY 7Ty MZBWT, ¥ RU v A s Lz *,
<FEFINIL 18.3 LV #AFE>

3) AR I B F DM OEH

7 v b Morris KREEFRBRICB O CRRAMSREICH B KIS T, m—¥—n1 v RRBRCITEE

BEICHEBE RIE S o723, £, PRIMEIIRGEER 7 v Mo\ TR ER 2R L2 ™,
<BAUS 18.4 L v i#izie >

Q) fE AR IREFRE - FriuhrfE

M ER L
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VI

EWEREICERT DIEH

A REDHR

(W AELEMNGIFRE
BRI L

) ERRFEBR CTHE SN -OFRE
INIEYN
OH[EFE G-
fHER AT LT F & & A 250, 500, 1000, 1500, 2000, 3000, 4000 ' 5000mg ™ (#5456
B) ZZEMERFC PR ARG LIz & TRTORGETLAF T2 A0 MMETREITHR %I
E RS E A R L, TR (1) IR RCHPD LT T~9 R Th o7 2,

(ug/mL)
i
L 3 —o— 250mg
T —o— 500mg
% —o—1000mg
~ —— 1500mg
F —v— 2000mg
= —&— 3000mg
+ —&— 4000mg™®
& —— 5000mg !
N (N=6:F#4fE*SD)
i)
53
B G RRE
&1 BERBRSEREOEDPE/NFA—4
BH Cmax tmax AUC, 51 T
(mg) (u g/mL) (h) (ug - h/mb) (h)
250 6.9+1.3 1.0+0.6 56.7£6.2 6.9%0.9
500 16.4+4.8 1.0+0.6 148.7£18.4 7.911.0
1000 29.7£9.3 0.8%+0.6 288.91+34.0 7.911.0
1500 40.8%7.2 0.8%+0.3 458.1£50.9 8.1£0.4
2000 53.3£8.3 0.8%+0.6 574.6+71.4 8.0£0.8
3000 82.9+7.4 0.6*0.2 925.2+102. 1 7.8+£0.8
4000 * 114.1+11.0 0.9£0.6 1248.2+£152. 4 8.6X1.0
5000 * 115.1%+14.3 1.0£0.6 1363.3*+151.9 8.1£0.7

KGR 6 f, EIMEESD
Cmax : e ML HFIREE  tmax @ f s i AP R B B g
AUC : I 3R i B R EhfR T ImifE  t,, ¢ TH ISR
) ENTEARINZAFO 1 A &R G 3000mg TH D,
<HESIRX 16. 1.1 XV ifisit >

QOER s

fEFER A L _F T8 X AL LC 1A 1000mg X% 1500mg (£ 58 641) 2 1 B 2[R 7 AR&S
Lickx, 5 1HH (WEESRE) &7 HH (REEERSEE) o iR EITIcR5%0 2~
3 WFIC Cmax /R L, ZOH%K) 8 REM ORI CIR T Lz, F/2, Mg REITRE 3 A E
T EFIRREICET D & HE S iz 20,
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Hp@Ehhe 2000mg/ H (N=6) 3000mg/ H (N=6)

INT A —H DIEESEER S He k& al G- DIEESEER S S CIES SRl
Cmax (p g/mL) 24.1%3.0 36.3+5.7 33.3+3.6 52.0+4. 6
tmax (h) 2.2+1.2 2.8+1.0 2.2+0.8 2.5+1.0
AUCy 1, (g = h/mL) 191.3426.7 318.3+63. 2 253.7+30. 3 445. 6+56. 9
ty, (h) 8.0+1.4 8.3+0.9 7.5+0.7 7.7+0.4
Y15 £ SD

@RI FRIRA B G- & 9% 0 45250 FLile

<FEFISC 16.1.1 K v #sie >

RN 25 B2 L XF T ' & A 1500mg & 15 R Al E RN & 5 X3 0 G Lz L, LT
T X LDOEMBENEERT A—FIILLTDO LB Thoto, ROKGEL L T, AEHIRNE S
RFOD Cmax (349 1.6 fFm < . AUC LDVt ITHARL L T e, 288, LRTF T8 X AR OEGRFOEY)

LRI A RITH 100% TH o 72

®2 BREBESHORPEE/ S A —F

i SR FRRA 5 & N # 5 EAURESL
NFGA—X (N=25) (N=25) (90% {5 4 X [H])
Cmax (p g/mL) 97.0 [27.6] 58.9 [37.0] 1.64 (1.47-1.83)
AUC,, (u g+ h/mL) 472.3 [15. 4] 487.4 [15.9] 0.97 (0.95-0.99)
tmax (h) 0.25 (0.17-0.27) 0.75 (0.50-3.00) —
t,, (h) 7.11 [11.7] 7.23 [12.7] -

SefEfE LoV (%) ],

tmax [ FHRAE (R IME—RKAE)

a) AR EIRN G/ 0 G

<FEBFUSC 16.1.1 L 0>

2) AW R S R

L ARF T & LEE 250mg TR :

LARF T H LEE 250mg THHTR) 13X, TE &SRR 5% N ERRA OEMZOR SRR T A KT
A (243 A 19 BfF, FAESREIR 031948 1 5) ITESE, L_F T & X LEE 500mg [H
1B BAEUERIAIL Uiz b & IRHEEENE L, AMRENICRE L s 9, (TIV. 9 I
DIEZH)

L ARFZ & LEE500mg TR :

L ARF T4 AEES00mg THRVE] LA — 77 78E500mg &, 7 0 A4 — "—{EBIZL D ZhEh 1 8
(LRFFEH L LT500mg) BEEEMRAY FICHEREBEBRROKES L TlER S) - L_XFT7&¥
AREZRE L, BFONTZEYBIRE/ T A —4% (AUC, Cmax) (22T 90% (348 X AL THERHIF
Wr&47 > 7o fE R, log (0.80) ~log (1.25) OHFHNTH b | WiAIOEMFRIRZED MR S - Y,

(ug/mL)

im0 e LT Ty AR00mg [

4 %5 o A =775 5500mg

T\ (Mean+S.D.. n=48)

S

=20

%

~

Py 15

7

+ 10

b4

I 5 S

i S

B0 : i P

12 24 36

HRER (hr)

X1 500mg ez SR MmEEH (S) -LAF S5 LREHS
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= 3 5H00mg SEIR SR DEYEIE/NT A —42
| R = RT7 R —
e Amft/7% %: - ERXG A—H
e max max T,
(ug =« hr/mL) (ug/mL) (hr) (hr)
L XRF T ¥ H L
500mg I 48 145.8+15. 11 20.89+4. 25 0.64+0.54 | 7.88=*0.55
A — 2 7"Z §E 500mg 48 147.2+14.85 19.86+5. 00 0.67+0.36 | 7.91=%0.56
Mean=S. D.
MR EE I ONT AUC, Cmax 0D /R T A — & 1%, #EERE ORI, KIR OB - B % OB

Iz K> TR D

EMEDRH D,

LRFTEZLRNT A m T 50% :
LRFTELLRTA a7 50% [BR) EA4A—r T T RI4vmy 7 50%%, 7 B AL —
—EIZEDENREN 1g (LRFFTEH AL LT 500mg) fEFERAE KA R O£ 5 L CiiniE

(S ~LR_RF T X LREEZHEL,

5 BT KB e

E/%F X —4 (AUC, Cmax)

122\ T 90%

X MEIC f%lt?rﬁ%ﬁ%ﬁof:?ﬁ&% log (0.80) ~1log (1.25) DO&IPHNTH V. WMHFDOEWF

RIS

ERED O ) C-0) BEE

it B3 ni- 42

ug/mL)
30 r

Do
(S]]

—e— LRFILFAFTA 0y 750% [Wik]
0 A= TFTFFAL 0y T50%

(Mean+S.D.. n=47)

\\ﬁﬁ_i\_‘q_i
. ‘ I i Y
8 12 2 36
1] (hr)

E2 50% K54 >0y JiEEEQmMER (S) -LRFSEX LEEHR

x£4 50% KSq4 o0y TREROEYHRE/NS A —4
| < P RT R —
R AUCt#J/l:/ T A — &C - B INT A T5’
o max max 12
(ug - hr/mL) (ug/mL) (hr) (hr)
LRFTESLFTA
T 0% T | AT 144.1+19. 64 91.35+5.19 | 0.4640.21 | 7.78-+0.66
A=777 F74vm 141.4+19.92 90.71+4.56 | 0.49+0.23 | 7.7740.70
o7 50%
Mean=S. D.
AR R ONT AUC, Cmax S0 /R T A — & 1%, #EERE ORI, KIR OB - B % OB

R X > TH B H

3) /MR
6~12 BE D/

& Ao MmAEP RIS RITIE 2 R

T—4),

EMEDN D%,
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WTADPAVBEIZLRXTF T X L L LT 20mg/kg FHEIRAOFG LIz &, LRXF T
e Z R L, WAL 6 el CTdh o 72 2V (SHEA




b Cmax tmax AUCq ti)s
(mg/kg) (p g/mL) (h) (g h/mL) (h)

20 25.8+£8.6 2.0 (1.0-4.0) 226 64 6.0x1.1
tmax (XUl (e ME-ReRAE) . 24 1 (t,,, : 23 f1) . PHfE+SD

<FEFWI 16.1.2 XV sFE >

(3) thzgssk
LB L

4 EBE - tREDEE
1) BFEORE
fEFERN 12 BT, L_F T & & L 1500mg & ZEERF I RZICHEIRE OG- Lz & & EgKs & b
AR, BHEGRTIT tmax 2547 1. 3 BEBZER L. Cmax 1% 30%1K F L7223, AUC IZRI&E CTH -~ 72 2,
<EFIRX 16.2.1 L v ifizit >

2) DFAE DR
DO7z=brA
T = b A COBBNER TSI T b a—L T & R WA FEAE T R E R IRE R
%ﬁfé&kfﬂﬁh%ﬁ6m%ﬁ% I, LRFZEH A3000mg/ HEDAEG LIZEEX, 7x2=
KA 2 DG FIRESCEYENIE T A —H B RE S ehole, 7== " U b LRF T H
LD ENREIZ A RIE S o720 % (MEAT —4),

<EFIRX 16.7.1 L v ifizit >

@ <n7agr sy oA

RN 16 il A2 X RIC, ST aligd U U AOEFIRETICENTLRF T8 H L% 1500mg H

E%D&ﬁbtk%\nw7DM+b)?AiVA%7t&A®%%@M:%%%&ié&ﬂoto

LRF TR LH AL LT alEl U U AOEYEIREICEEE RIS ot W GMEAT —4),
<EFIRX 16.7.2 X Vit >

OB (ZF =LA N T IVF =LK RLR LT AR LLDOAEFH)
TR AR 2o 18 il & %t 52, BT (2 F =L =X hZ V4 —/1 0. 03mg KO'LAR /L5 A b
LV 0. 156mg OAFIZ 1 H 1R) KOL_FT8& L% 1[0 500mgl H 2 [0 21 HREIKERO#ES L
L& LRFITIRVHANITTF VT RANTOA—VELR VT AN LILOIRYEHRE R T A —
&:%@%&iéﬁ#otﬂ%%%ﬁ@m$7D7XTD/&UEm%ﬁfw%/ﬁfiﬁ%ff
HERE L. R OB DN B L RIT S o 1o, BRAOBHTEIL, L_XF T & L0y R
WL MIESehot2 ™ WEANT—4),

<EFIRX 16.7.3 LV ifizit >

@vax
R A 11 A stgic, 3%y (1H0.25mg % 1 B 1) FOL_FFE4 A1 [E 1000mgl
H2ME7 HENERAKELZEE, LXF T X AT IR U OEYBENE T X —F [T %
FIEEShote, PIXT U LRF T X LAOEYENEICHELE KT S o729 UEANT—
&)O

<FEBFUSL 16.7.4 L v#Ei>

®UNLT7 U
7' e U OEBRERER (INR) 2 BEEOFANICHERF T 5L 5, VA7 7 U v os
TS 2 1 TN D REEERR N 26 Bl 2%t 51ic, UL 77 U v (2.5~7.5mg/H) ML _FFEH
2 1[5 1000mgl B 28] 7 BRI ER O G L&, LR_RF T X NIULT 7 U VREICEE
KIEET, 7o ba BV LB LZZ T holz, ULT 7 U b LR_F T & ADEYHhRE
WCEEE RIES o727 GMNEAT—4),
<EFIRX 16.7.5 L Vit >
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(OFA=2aS SN

fatEERR A 23 il & ki, 7 r_xv R (18 500mg 2 1 H 4 [H) BRORNLXFF+E & A 1 [E 1000mg

1 H2FE4 HEKEROKE LT X, 7Ta_XRY RIELARXF T 2X AOEYENREIZIXRE L KT

Elpno ey, ERH#P uch LT DE 2 VT T 0 Ak 61%K F 72 GHEAT—4),
<EFIRX 16.7.6 LV ifizit >

EYEERP/NT A —F

() & A&
M ER L

(2) R B FE 2 4
LR L

Q) HELEETEHH Y2
kel:0.08837+0. 00627 (hr'') (Mean=®SD) (&€ 500mg, fEFEAAS FHEREO#E S (n=48))
0.08979+0. 00774 (hr) (Mean=+SD) ( KT A > 11 v 7 50%. fdEE % A B B [al§k 0¥ 5 (n=47))

DHo2IVTF7SUR
M ER L

B) e
AARNTADABEDO RS OSHNEIL, RHEEMEZEYENEMIT OFER. 0.64L/kg L HEE S 41,
RPN K S BAZ TV MIE & 72 o 72 9, SR E A ERERR A 17 Bl 2 %512 L_F T & Z L 1500mg % B [AlF
WRNE G- LT- & & | DA OEHEIT 41, 1L (0.56L/kg) TH Y . (EANRAKSEIZITVVETH -
f: 20) .
<BFIRXL 16.3 L v #zt>

(6) ZDith
M E R L

BEH (REaL—ay) @

(1) & A&
BRI L

QD NFG A=A EFHER
1) RHEMZEEREAEAT
AN BARANRONAENDOREBRAM R TANALERE (VT F=0 27 U7 T % 49.2~
256. 8mL/min) HAFLNMEER L _F T X ARET — X & AW, REMERYEREMAT 21T
ST FOFRER, BT ORE 7 VT 5% (CL/F) ([Zxt LT, K&\, R, CLy XOMERHTTA
DAFE, LI OSHERE (V/F) 1Sk UTHERE, PRI TAD AR O OREEIRRE (fFE
FRAUE T ADIERE) PR EMICAEERRF L LTHEES 2 9,
NRNR (A~16 %) ROV (16~55 %) O TAMNABRENSELNZMER LXF T8 X A
WBEF — 22 AT, BEMRDERRMT 21T 72, ZOFEE. CL/F (6 L TRE R OPFHPTT
PP V/RIT% L TR B 2N A BN OBIRICEROH HRT & LTHE SR, /N
RE A TANABREDOMET Y EELZ S I 2L —2 g LR, NETANABREIZ 10
~30mg/kg & 1 H 2 [A1#& 5 L 72RO mAE MR L, BN TAD AT 500~1500mg 1 H 2 [A]
e LB e R L THIS e 20,

<HEFIRX 16.1.3 X v ifizit >
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4. TRIY
DR L

5. 9%

(1) I % — A BE P9 @ @ 4
MUERR L
UTFO®ENRSH B,
<zE> (7vh)
LARFZE4 5 (20, 40, 80mg/kg) % 7 v MINEMENE G4 Ol & ki (CSF) H o L~F
T X NREL, BRI HEIKRFRC ER LT,
JEMENFE G515, LA_F T Z ATMTER L OVCSF IS Eem B, Mg MBI 42 @95 2 & A
R E T,

(2) % — BE BEBA P @B T
MR L
<HE>
[VI. 6. (5) 44w DOIESM

Q) EiA~DFBITH

NP ABITT A 2 EREHE SN TWS, (VL 6. (6) ] DOHEBM)
) FEHRERA~DFBITH

M ER e L

®) Z DDA~ DFITHE
AR L

(6) MIREBHEEE
in vitro KN ex vivo i BR 2 OFEFR., L _XF T X AR ONEREH TH S ucb LO57 DIMIE- A
AfEARIT, 10%RHTH D 9,
<EUI 16.3 XV Hxic >

6. H

(1) FRHERLL R U BHR R
[VIL 6. (2) #5935 E:E (CYP ) oS FHE., &5 OHEBW

Q) RBIZEAE5T 2BFE CYPEHE) DNFE. F5=F

LARFFTEH AL, FF b7 m—24 P450 RGHEEE CIIRE sy, EERMRHRKIZT &' b
7 REOEEZWIKGETHY . 2L VAR SND OIZERFEH D ucb LO5T (IR F
ME) THDH, 7o, AMEICERBRZHTE T A0 9 %)
invitroB®BRICHB T, LARF Tt ALK WNuch LO57 1 CYP (3A3/4. 2A6. 209, 2C19. 2D6. 2E1
KON1A2) . UDP-2 v 7 1 U letinfsliEs (UGTIAL e OVUGTIAG) KRUTRFL Fb R T —HITkt L
THEEREZ RS 2hotz, £, ST BT M) VLD 7 V7 a U BIEaGICLEEE RITS
Motz

<EFIRL 16.4 LV #&iE>

Q) PEBBEAMRDOEERVZDEE
LIFOWERS D ™,
FFRIE@EIE N R A 2 T 72N 2 LIRS TN D,
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(BERERL A TV FEMUHRE 4 5] C-L_F T & & L 500mg HEE O #S (GEAT—X))

) REYDOEEDEERVEEL, FFELE
[VIL 6. (2) fUHHCBE 59 2B (CYP %) Doy M, 7755 OHSM

7. HE

TREERR N (%58 6 ) 2 L_FF & X A 250~5000mg P & ZEfFRHC AR O 5 L7 & X 20
5 48 Wefl#% £ COHRG-RITKT DR P PR OSPEEIT REIK L LT 56. 3~65. 3%, uch L057
LLTI7.7~21.9% TdH o7,
HEMERERL A BE 4 B2 MC-L_F TR X A 500mg & HERR O G Uiz & & 200 B 48 KEfEI#%
FTICHEGED 92. 8% DN IRT 226 0. 1% N FEHNbEIN SN, &5 48 FFf#% £ ToHK
H812x T 2 R R, R E LT 65.9%., ucb L057 & LT 23.7% CdH -7,
L ARTF T4 A OYEMIZ IR ERIR A K OSRME FFIRILAS . uch LOST (ZIdRERIR At & REEhH IR AN
BOYWHREG LD W,
7E) BN TERSNEAKIO 1B E RIT 3000ng Th 5,

<EAFIRL 16.5 LV #&ie>

8. FIVARKR—AE—IZET H1EH
BOMEERH L

9. BNMZHFIZCLKABRER
AFNZMIEBITIC L VBREFRETH Y BB L TWAIER ORI U CIEENT O =it % ZE 3 5
Z &, (IVIL 10 @EHRS) OESHR)

10, HENDERZHAIT HEE
(1) B RERE & B
EHREORE DB DM AWRE Z MR, LT T X AEHEROKLE L X, Andoaey
VT T AXBEREIERE (CLy : >80mL/min/1.73m*) & g L C, WEMK F#H (CLy : 50~
<80mL/min/1. 73m%) TI% 40%., F K F# (CLy : 30~<50mL/min/1. 73m?) T 52%. B F# (CLy
<30mL/min/1.73m*) TOHI%IK F Lz, L RXRF T HXLDB I VT T RAFII VT F =0T VT TR
CHBICHBELEZ®, [7.2, 9.2.1, 9.8, 16.6.4 &[]

SRR DR
FEMENRE N T X — X EH B MR BT
(N=6) (N=6) (N=6) (N=6)

CLy (mL/min/1. 73m?) >80 50-<80 30-<50 <30
55 500mg 500mg 250mg 250mg
L_XFTEH N
Cmax (u g/mL) 21.9 [31.2] 15.5 [25.3] 10.8 [24. 3] 9.2 [30.4]
tmax (h) 0.5 (0.5-2.0) 1 (0.5-2.0) [0.5 (0.5-1.0) |0.5 (0.5-1.0)
AUC,, (u g+ h/mL) 166 [16.5] 248 [16.9] 169 [16.5] 212 [19.1]
t,, (h) 7.6 [6.9] 12.6 [11.3] 15.5 [17.5] 19.7 [26.5]
CL/F (mL/min/1. 73m%) 51.5 [7.8] 30.9 [14.6] 24.6 [15.0] 20.3 [20.9]
CLg (mL/min/1.73m%) 31.6 [28.5] ¥ | 15.3 [22.3] 9.7 [23.4] 6.0 [53.6]
uch L057
Cmax (u g/mL) 0.36 [9.4] 0.75 [25.8] 0.57 [26.0] 1.06 [29.3]
tmax (h) 5.0 (2.0-8.0) [8.0 (6.0-12.0) [12.0 (8.0-12.0) |24.0 (12.0-24.0)
AUC,, (ug+h/mL) 5.9 [9.7] 22.6 [45.9] 18.7 [53.4] 57.8 [57.3]
ty, (h) 12.4 (11.3-15.3)[19. 0 (17. 3-19. 9) |20. 3 (19. 7-23. 6) |26. 8 (17. 2-33. 3)

i EEME [CV (%)), tu, K uch LOST O t,, (ZFRAE (e M~ KAH)
CL/F: RANTOEE 7 VT IR CL B2 YT T A a) N=4
<UL 16.6.1 L V#EzEE>
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11.

(2) MRIBEHT 2 5% 1 T D R B R RE R R

MAEENT 2 52 1T T 2 KR HERERR = DO R AYEERE 12 LT T & & L 500mg % AT AR 44 RERATIC
HERRAKREG LI &, VRTF T8 X LOIEENTREOWHRFBINL 34.7 K] Th o 7223, BT
2.3 FERICEME LTme LRF T8 LKW uch LO57T OFBITIC L ABREDRITE . 81% KN -8T% T

ot [7.2. 9.2.2, 13.2 &M]]
HMENRE X T A — X L A_F T XL uch L057

Cmax (p g/mL) 18.7 [8.1] 8.84 [7.0]
tmax (h) 0.7 (0.43-0.98) 44.0 (44.0-44.0)
ty, (h) 34.7 (29.2-38.6) —
AUCy 4y, (g = h/mL) 462 [10. 5] 230 [7.8]
CL/F (mL/min/1. 73m%) 10.9 (9.4-13.1) —
AT T4 P —DRERHER (%) 81 [7.5] 87 [7.2]
MLEBHT O 083 (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
MmiEENr 27 V7 F > A (nL/min) 115.4 [8.1] 122.9 [7.1]

N=6, &MFAME [CV (%) ]

thax, tyoe CL/E, MGENTHH DSBSl (R MiS-RAA)
<E IR 16.6.2 LV it >

(3) THiRE PR B
WESE N VP AESE (Child-Pugh 433 A OV B) ORRAAFREEIR TH IV A_F T v 7 A2 HERE ARG L

Te&x, VLRFTEHXLOLE )T T U AZEIEHR LN o7z, EE (Child-Pugh /3% C) @
FFSREIR T IR 28 27 ) 7 T ADMEFERRA DRI 50% & 72 > 72 259 (SE AT —4#),[7.3.9.3.1

Z ]

JTREREIR T3
T e 242N Child-Pugh Child-Pugh Child-Pugh
IRT A—H (N=5) SHE A 57#H B ST C
(N=5) (N=6) (N=5)

CLy (mL/min/1.73m?) @ 93.1+13.8 120.8+11.9 99.6+13. 2 63.5+13.5
LARF T H N
Cmax (u g/mL) 23.1+1.2 23.6+4.9 24.7+3.3 24.1+3.8
tmax (h) 0.8+0.3 0.6+0.2 0.5+0.0 1.6+1.5
AUC (p g - h/mL) 23449 224+25 262+58 595+ 220
ty, (h) 7.6+1.0 7.6+0.7 8.7t1.5 18.4+7.2
CL/F (mL/min/1. 73m?) 63.4+9.7 62.5+8.7 55.4+10.5 29.2+13.5
A+ SD

a) LRF I x A EHOM
<FBTFUL 16.6.3 L v#xi>

(4) i
EEEICBITA L RNF T X LAOIEMEEEIZONT, 7 LT F=2 7 VT 5 AN 30~T1nl/min O

PR 16 15 (FEim 61~88 7%) &R & U TRIAli L 7ok, mllindd TITTH AN 23K 40% 385 L

10~11 B & 22 o 72 2 50 (AME AT —4), [9.8, 16.6.1 ZH]
<FBTFU 16.6.4 L v#xie>

ZDith
MM E R L
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I. £ (FRLEOZIES) T 5IER

S (ROBAICEEELGEWI L)
ﬁﬂ@ﬁ AT e R U R BRI LIS BEUE OB O & 5 B

3. MEXIHRICEET HEELLZDER

RESN TR

4. FERVHAEICEET HFELEZTDER
(V.4 IEROHRICEET 258 288+ 52 L,

5. EELGERMIE L TDEE

8. EELRERNEE

8.1 EHAPIZRBIT A2 BEEORM/RBER N LELGTILIZLY, TA#A%W@%%X@TA#
AEFERERH DN Z ENRHDHDT, BEEFIETAHEICE. D7 & 2 BB E,M
T TRA ICBET A2 EEEIITY 2 L,

8.2 IR&R., HEDN - £H)) - KEEBENEDOKRTNEZ D ENHL0T, RAEEHOEBEE
(IX A B EOERE, BRA O B OBEICEESERVWE I EETH 2 &,

8.3 Lhifiliit, S&EL. FEMR, BHE, WERESOKMIERAS Db, BEERICELIZELHD
DT, KA GHITBEOREBROFREOEZFERSBIZETH2 L, [8.4, 11.1.6, 15.1.1
Z ]

8.4 BE R OZE DOFFEHICBEN:, B ERSE ORBHIERIEEL D ATRBIEIZ DWW T 21T,
PRl & BT 2 I &9 KofEd 52 &, [8.3, 11.1.6, 15.1.1 ]

6. BENERZHI HPEEHICHT IR

() BHHE - MEEZFDOHIEE
FRE STV R

(2) BHREfEE =

9.2 BipelEEEE

9.2.1 BHeEESOHIESE
[7.2. 16.6.1 %]

9.2.2 MEBENERTTVARYPBEHEREZTDOHSEE
(7.2, 16.6.2 Z#]

M

Q) FHpelEERE

9.3 FrikRElEE RS

9.3.1 EEIHEEEEDHSEE (Child-Pugh 7% C)
[7.3. 16.6.3 ]
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A ETEREE R T HF
BRE I N TV

(5) 1E47

9.5 1%

9.5. 1 1 UTIEIR L CW A ATREMED B D &tEiciZ, U F DXL 972U 227 BB LIGR LA
PERERMEE S E B SN DG BICOREETHZ L,

E MIBWT, REFICLA_XF T X LOMFRENMET LIZEOWERHY, H 3 FU AR
Z—HIRIC %< . R TEIRRTD 60% & 72 o 7= & DHENRH 5,

- 7y MZBWTREBITHE RO AT D

-%%%ﬁm%wf\7/bfitk«@%@i&ﬁ&ﬁﬂi@%ﬁ?ﬁ%%ﬁ&@@ﬁ@%%
B o, lEEBLE, WO TREMNAED S5, VX TIE, B h~DREED 4~5F0D
#2 CIREUE, BT @%m&07%®%mw BOHILTND

9.5.2 KAz E LIzt o HAE LRI WT, #iE) %i%%ﬁﬂmﬂﬁﬁﬁ% bphbHZ &N
b5,

(6) = 7L4F

9.6 123L1%
B EOBERMERORARBEORRMEEEZE L, RO TP IEZ2 /T 5 2 &,
t R ABITT D LA RE STV D

(N /NR

9.7 IMNRZE
IRHARE IR I AR 255 & UBREREBRIZEWN - M/ & IS5 L Tuzen,

(8) =&

9.8 SfhE
JVTF= VT T UoAMEESB KGR, BEMBEERSG TR EHEEICRETHZ L,
EE CITBHREMET L TWAD Z ENZEW, [7.2, 16.6.1, 16.6.4 4]

FHEFHA

M RZEREFNDER
BIE STV

Q) BtRER L ZFDER
REI LTV

Bl{EH

1. 8l
WORIWERRH LoD ZENHDHOT, HEE STV, BREPHBED ONZHEIITRE
LT 57 EEE R EAITO Z &
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(D EXLEIMER & DHER

1.1 EXLEIER
M.1.1 hEMHRKRIEFEMAE (Toxic Epidermal Necrolysis : TEN) . B J§ %5 iR BB 4E 1% 8%

(Stevens—-Johnson fEf&EE) (W97 200 & 4HE REH)

FEEN, RLBE, AKJE - OB A, £ OFE, WHER, IRFEM, ANREDORE
B2 L, WEERAEAITO Z &,
11.1. 2 EFIMEBBUEEIEF (B AH)

MR & U CoB, BB HiL, TICITHEREREE, U o EilER, Qe armeeki
%, BALY CRERHBVE A ) BREOEERBEUERN bbb Z b5, B, E
AIANRAT A VA 6 (HHV-6) DT A NV ADOFEALZRED Z ENE L, FEHP L% RS,
FEEN FFREREREE S OIER PRS2 VILBIELT 5 2 LN DO TEETLHZ LY,
11.1.3 EEGMKREE BER)

PLLERD | MERERIERAE . A e AP ek MR RS bbb s Z ERnb 5,
.14 FFRE. B (OWFbHERH)

RS, MREOEERIFEERS bOND ZENRH 5.
11.1.5 BExR (BHEAH)

BUWIETR, FE IR, EHSEORERNSH bbbz, KEEEO EARED bz GaIc
G AL, EURLEETTO 2 &,
11.1.6 B, BRER (Wb 1R

SyRIME, BEEL, Bl B WRMEORMIER)Y & b bil, BRERICEDL Z L6 H D, [8.3,
8.4, 15.1.1 &H]
1117 tEREmARE (BZ )

PP, B, KBS Mk ORF I A7 ey ERESERS L b EA I EE 2 F ik
L. WERAEEZITY 2 &,
11.1.8 SHEREE (HEAH)
11.1.9 BHEEE WEAP)

FEEN, FoREI, YE CK BA-. SR, MEOE®), ERkiEE. BIT#E., AMEKOENERH 5
NG E T E LTI L, RGEL Kofia, FPREFREOBYIRAE LT Z &, ETo,
IA T UREE) BRI TRALNDZ ERH 5,

TNV aWiek e hall e

(2) Z Dt DEIEFA
11.2 Z0tnEIEA
REER B 3L 1~ 3%A i 19 A i BAEA DA

OB MR 0 FEOWRRESIRR, [OAE, |, R, R R SRR HOR
(10.4% ) . 5H E|IRE, HdME, |E, AR, EEEL, |KOBRE, MR
(11.8%) . AHRJAE, |#, 5> FLIERET . SHRLTE. OB AR
AR (27. 9%) BEE . VIR R R EE) T,

<

Fx
4

R e

ZIN

TEARZE, BEITHE),
hAEE R, R |
VARV —, RN,
RO D F o, RS
2 BXARVETENE ., R
MRS, = 73§
1B, &

BT T F—E
HE), BEIR, <
A AYEE TR
B VEREE

iR

B, AR

T IRAIEST . IRZ
O FEIE, ZRIIE

I R ER KD Zafi, o kR
BRRZ Ve L, i

PR, A B

1k
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10.

11.

BN, (9 L ER B
P—— DB QT ER. &
TaER i
NS, (L, TR, [EAZK., F,. BEREIEARR, OER, 18
Wiflae Hse. Bl DA, PIEIE, hE 2
7%, WEH, EE
[ ALP 141 PSR R
BEREZS . R R o BEIR
- . SRS | BRI B
WIR - A R B, A
PR
SMHEAZE (30.2%) . |&UVE K, %k, S| &, Ak
I WENEEEENE . L AUH |, WEEEL. A
DPRAE 2= A T
R R ORE  |[BERRIR
e FeRES, £ HOFEE. BEE., B~V RSB,
Rz BB, S 2 BRI, ERER| M
Yy
R WA JBIE. R, e | SEEE. DURR. D
FEEEE, BEEE KT
R Hi Bl £
U, FE KE(mMAF NY Z Y'Y RS, 5. K|S0 X D AME
Z D E HEAR, MadR. OREEHE|TRAE, PUESEAIREE R (RS RMGSE)
i i

ARRERRICRIZTZE

REI LTV

BERS

13. BERE
13.1 fEIR

13.2 A&

NEOTHREREICBNT, LRXFTEH LE—IZ 156~140g IR L7263 % 0 | fEIR, Bk,
WEEVE, BV~ VO T, FERINHE R OVEIER SRS I TV 5,

AHNTMIBATIC L VREARETH V. FH L TV AIERORREIIS U TR ENT O 364 &
BTAZ L, [16.6.2 5]

BRAEDODEE
L _F T & LEE 250mg + B 500mg [FATE ] :

4. BBRLDEE
141 EFIRFEEDEE

PTP CAE DAL PTP > — MMV H L TR X 5 &E4T 52 &, PTP & — FORAEKIZ &
0. BB BB IR U, ISR R O U CHERR AR % O EE 7o & 0HE 2 DF 3
TAHILEND D,

L RFTHvHXZLARTAm vy 7 50% [BIE)]
REI LTV
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12. ZDMOEE

(D ERRFEAICE D IER

15.1 ERERERAICE D 1B

15. 1.1 ¥ESCEM SNT-AF 2 G HEEOT CTANAKICEBIT D, T, FthEE% % 55
L L7z 199 O Z 2R REEREBROMRGHRERICE W T, BRASE L CHEEK ORI O U R
7, FLCAMAEDIRAFETT 7 B AREE & il U TR 2 155 < (BUTAABEIRFIERE - 0. 43%,
7T B AREE 2 0.24%) . FLCADAEORARETIX, 77 BRBEE 1000 AH72D 1.9 AZW
CHE SN (9%EHEXM] : 0.6-3.9), F7o, TANABREOY T I V—7Tlx, 77 HREE
EHER1000 ABHT20 2.4 A WEFE I TS, [8.3, 8.4, 11.1.6 &M]

15.1.2 SME AR A TAMNABE 1208 il x5 & L= 7 7 & Rk BREGRRBR O BEA AT 128\ ) T
FEREMIRIEATENE R O HEF SR (WM, W, &Y. R, W& BENIE, #1955, [H8)
RZEE, WU, EENRZ . SRk, R, MRE, ARRETE) OFBUERIIAKIRET 13. 3%,
TTRAREET6.20CTH o7, RIS, SMENNERTANAUBRE (4~16 5%) 198 B34l Lz
77 2 AR REEARRER 23 1T 5 YA FEFRORBLRIIAAIE T 37. 6%, 77 EAREET 18.6% T
HoT,

Fo, AENNETANABE (4~16 7%) 98 Bz x4 & U= iRmisae &k O TENC 3§ 5 2
ZRd 5 77 B AR REEARRBRICIB N T, SENRBRFTH L, 77 B AR L i L T’
BHFTE) O BEAL S RIB X7z,

(2) EEGRABRIZE D < 1B#R
BIE STV
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JERRPREABR B9 4 1EH

AR

(1) AR
VL S FEEICEE T 25 | OHEM

(2) REVEEEHB
AR L

(3) E D> FEEHER
REERR L

HEaER

(1) BER S B
AR L

(2) RIS H R
LR L

OF U=t
MR L

(4) %A R
MR L

(5) EEFREE AR
MR L
VI 6. (5) it DIEBHR

(6) BT RIA MR ER
MR L

(D Z DA H BN
AR L
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10.

EEMFEICEAYT HEEB

HE X5

o H D LRF T LEE 250mg [BIIG) VAyE V=P S
LARFZ X AEE500mg [BATE) LT R SR LD
LRFTELARTA vy T 50% THR) AGEEELY
) EE-EMEOMLFEIZLVERTLZ &

By : VRF TS A % L7

B
R 347

BEIRETDRTE
SRR

kW EDFEE
FRE STV R

EEMITEM

BEMERLTAR AY

<THoLEY :AY

ZOMOBEITEM : FY
CLRFTFTEHXALARTA vy T 50% THIR] ZMASNDBEHEI L E ZFEED T~
CURFTEZLEE NI4T THE] ZIRAHSNABEIAL ZEBED S~
(XL 2. Z DO BEEH | DIESR

Fl—M% - R

[Al—R3 38« A —/4 77 §E 250mg « HE 500mg, KT 4 v v 7 50%, midiE 500mg

Fl % . Tx=RrAfY, BARN=ELEL, 7B tF ) oA, ZaFEBEXA,
USSP, HARYF U, PETVo PROTERY XY H Y

EEREFEAH
YR L

V=1 R,

HERFTARBFABRVEARES. EMEENBFEAH. BRTHIKFAR

ongs BUEIRTEARRAEH B KRR FAfh A AEN R A H WRFEBHARHEH A

LR F TR L

o50mg (W4 30300AMX00384000

LRF T L L E
500mg [BHIA)

LRFTEL LT A

. : 30300AMX00386000
Ty 7 50% [BE]

202148 H 16 H 30300AMX00385000 2021412 H 10 H 2021412 A 10 H

MEERIFREMN, RERUVAEEEENFOFABRUVEOAE

A% LR

BEERR. BIEERARFEABRUVEOAR

AR ANA
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11. BEEHR

PAROASA

12, IRHRHIRICE T S 1FH
AN, HEEIIC T 2 HIILED bR THAN,

13. {¥Ea—FK
W4, kR N A
. IS o — R (Y] 2—R) VAT Kfla— R
L~ 7 & X LEE 250
H;);;:f 7 b me 1139010F1130 1139010F1130 128811701 622881101
[}
L~ 7 & X LEE 500
H;);;:f 7 b me 1139010F2136 1139010F2136 128812401 622881201
[}
LRFSEHLRTA
N N 1139010R1110 1139010R1110 128813101 622881301
w7 50% (BTG

14, RER#GHT LOER
RANT, BHMI EO%RERSLTH D,
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XI.

1.

SR

51 F3CER

1)
2)

3)
4)
5)
6)
7)

8)
9)
10)

11)
12)
13)

14)

15)

16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)

27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)

Ty K<y« )< 3EE > F 12 BEIIENL : 2013
The use of stems in the selection of International Nonproprietary Names(INN) for
pharmaceutical substances 2018 (Stem Book 2018) (World Health Organization)
RPN J )5+ European Pharmacopoeia 10.0 Volumelll
KIEFKSRJ7 : U.S. Pharmacopeia National Formulary 2019: UPS42-NF37
LARF T LGE 250mg [HR ) OREMEICET 286 OndaEk) [D002852]
LARF T & & LGE 260mg TR ] OZEMEICE T 2 &k (a2 T 5 AR fFSM:) [D002881]
LARF T & LGE 250mg [BR) OLEVEICET 286 (PTP @2 K O T @AEIZ 61T 5 A FiiR AT
24) [D002882]
LT T & & LGE500mg THIR) OZEMICET 2k (ndEdER) [D002853]
LT Z & & LEE 500mg [BATR ] OZEVEICE T 2 &R (a2 2 AR (75F) [D002883]
LT T Z LGE 500mg TBATR] OLZEMICET 2R (PTP @l U7 03z 1T 5 A HEk
f#5:1F) [D002884]
LARFF & & LEE 500mg TBITE | OZZEMICEET 2 &6 (0F1#% 12 361T 2 BHIRAESE) [D002892]
VLRFTEILRTAvmy 7 50% [BG) OREMICET 28R (daER) [D002845]
LRFTEHHLRTA v my T 50% TBiR) OwEMICET 28R (Bl 285/ k7
/%) [D002890]
VARFTHZLRNTAvmy T 50% TR OZERICET &R (T @I T 245 iRk
172:1F) [D002889]
LRF T2 LRNTAvmy 7 50%IBTG] Ot & 0% O EMICET 2 &k
[D002869]
LT T LGE 260mg THVG) O HRER (EW5rESENE) (2B 2 &8 [D002850]
LARTF T & & LEE 500mg THVR] OB HEER (B FrESENE) 2B 2%k [D002851]
LRF TSN RTA vy 7 50% 8RO HEER (%70 [R5 12 B89 2 B EHD002844]
A =TT T8, FIA4vmy 7 JilEE 20154 2 F 20 AR, HAWREE
A—r T8 20007 A 23 HAGR, CTD2.7.6
=TTk, R7A4 a7 201345 H 31 A/KGE, CTD2.7.6
A =778, R4 vy g{EEE 2016 42 7 29 H/AGE, CTD2.7.6
IAARFI— fth : TADANIIE 2012 ; 29 : 441-454
A —4 7 TEE 2010 4E 7 A 23 AR, FERSEE
A =07 T8, oA my 7 SiREHE 2016 42 2 7 29 HARR, HAWREE
AN FATE R E > 2T A <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2024/8/20 7 7 & R)
Noyer M, et al. : Eur J Pharmacol. 1995 ; 286 : 137-146 (PMID:8605950)
Lynch B A, et al. : Proc Nat Acad Sci U.S.A. 2004 ; 101 : 9861-9866 (PMID:15210974)
Lukyanetz E A, et al. : Epilepsia. 2002 ; 43 : 9-18 (PMID:11879381)
Pisani A, et al. : Epilepsia. 2004 ; 45 : 719-728 (PMID:15230693)
Rigo J M, et al. : Br J Pharmacol. 2002 ; 136 : 659-672 (PMID:12086975)
Margineanu D G, et al. : Pharmacol Res. 2000 ; 42 : 281-285 (PMID : 10987984)
Kaminski R M, et al. : Neuropharmacology. 2008 ; 54 : 715-720 (PMID:18207204)
Klitgaard H, et al. : Eur J Pharmacol. 1998 ; 353 : 191-206 (PMID:9726649)
Gower A J, et al. : Epilepsy Res. 1995 ; 22 : 207-213 (PMID:8991787)
Gower A J, et al. : Eur J Pharmacol. 1992 ; 222 : 193-203 (PMID:1451732)
Léscher W, et al. : J Pharmacol Exp Ther. 1998 ; 284 : 474-479 (PMID:9454787)
Lamberty Y, et al. : Epilepsy Behav. 2000 ; 1 : 333-342 (PMID:12609164)
Hanon E, et al. : Seizure. 2001 ; 10 : 287-293 (PMID:11466025)
A =777 SIEERE - 201445 7 H 4 AAGE, CTD2.7.6
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41) L RF T Z LEE500mg [BIIR] OAWFHIRIEMERBRICE T 5 &£ [D002849]

42) VRFFZELXLRTA Ty T 50% [HIG] AW FRREEREICE T 288 [D002843]
43) Browne T R, et al. : J Clin Pharmacol. 2000 ; 40 : 590-595 (PMID:10868309)
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KERAT S 8 USE IN SPECIFIC POPULATIONS

(20244E3 ) 8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women
exposed to antiepileptic drugs (AEDs), including KEPPRA, during pregnancy. Encourage
women who are taking KEPPRA 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

Prolonged experience with KEPPRA in pregnant women has not identified a drug—associated
risk of major birth defects or miscarriage, based on published literature, which
includes data from pregnancy registries and reflects experience over two decades. In
animal studies, levetiracetam produced developmental toxicity (increased embryofetal
and offspring mortality, increased incidences of fetal structural abnormalities

decreased embryofetal and offspring growth, neurobehavioral alterations in offspring)
at doses similar to human therapeutic doses.

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

Clinical Considerations
Levetiracetam blood levels may decrease during pregnancy
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Physiological changes during pregnancy may affect levetiracetam concentration.
Decrease in levetiracetam plasma concentrations has been observed during pregnancy.
This decrease is more pronounced during the third trimester. Dose adjustments may be
necessary to maintain clinical response

Data

Human Data

While available studies cannot definitively establish the absence of risk, data from
the published literature and pregnancy registries have not established an association
with levetiracetam use during pregnancy and major birth defects or miscarriage

Animal Data

When levetiracetam (0, 400, 1200, or 3600 mg/kg/day) was administered orally to
pregnant rats during the period of organogenesis, reduced fetal weights and increased
incidence of fetal skeletal variations were observed at the highest dose tested. There
was no evidence of maternal toxicity. The no—effect dose for adverse effects on
embryofetal developmental in rats (1200 mg/kg/day) is approximately 4 times the maximum
recommended human dose (MRHD) of 3000 mg on a body surface area (mg/m’) basis

Oral administration of levetiracetam (0, 200, 600, or 1800 mg/kg/day) to pregnant
rabbits during the period of organogenesis resulted in increased embryofetal mortality
and incidence of fetal skeletal variations at the mid and high dose and decreased fetal
weights and increased incidence of fetal malformations at the high dose, which was
associated with maternal toxicity. The no—effect dose for adverse effects on
embryofetal development in rabbits (200 mg/kg/day) is approximately equivalent to the
MRHD on a mg/m? basis

Oral administration of levetiracetam (0, 70, 350, or 1800 mg/kg/day) to female rats
throughout pregnancy and lactation led to an increased incidence of fetal skeletal
variations, reduced fetal body weight, and decreased growth in offspring at the mid
and high doses and increased pup mortality and neurobehavioral alterations in offspring
at the highest dose tested. There was no evidence of maternal toxicity. The no—effect
dose for adverse effects on pre—and postnatal development in rats (70 mg/kg/day) is
less than the MRHD on a mg/m® basis

Oral administration of levetiracetam to rats during the latter part of gestation and
throughout lactation produced no adverse developmental or maternal effects at doses
of up to 1800 mg/kg/day (6 times the MRHD on a mg/m® basis)

8.2 Lactation

Risk Summary

Levetiracetam is excreted in human milk. There are no data on the effects of KEPPRA
on the breastfed infant, or the effects on milk production.

The developmental and health benefits of breastfeeding should be considered along with
the mother’ s clinical need for KEPPRA and any potential adverse effects on the
breastfed infant from KEPPRA or from the underlying maternal condition.

F—A N7 VT DOBIA x|
(An Australian categorisation of risk of drug use in pregnancy) B3

https://www. tga. gov. au/products/medicines/find-information—about-medicine/prescribing-medicines—pregnancy—database
(2024/8/20 7 7 & )

2E . EOME

F—A+Z U T D45%¥ (The Australian categories for prescribing medicines in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful effects
on the human fetus having been observed. Studies in animals have shown evidence of an increased occurrence

of fetal damage, the significance of which is considered uncertain in humans
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(2024%-3H) 8.4 Pediatric Use

The safety and effectiveness of KEPPRA for the treatment of partial-onset seizures
in patients 1 month to 16 years of age have been established. The dosing recommendation
in these pediatric patients varies according to age group and is weight-based

The safety and effectiveness of KEPPRA as adjunctive therapy for the treatment of
myoclonic seizures in adolescents 12 years of age and older with juvenile myoclonic
epilepsy have been established.

The safety and effectiveness of KEPPRA as adjunctive therapy for the treatment of
primary generalized tonic—clonic seizures in pediatric patients 6 years of age and
older with idiopathic generalized epilepsy have been established

Safety and effectiveness for the treatment of partial-onset seizures in pediatric
patients below the age of 1 month; adjunctive therapy for the treatment of myoclonic
seizures in pediatric patients below the age of 12 years; and adjunctive therapy for
the treatment of primary generalized tonic—clonic seizures in pediatric patients below
the age of 6 years have not been established.

A 3-month, randomized, double-blind, placebo—controlled study was performed to assess
the neurocognitive and behavioral effects of KEPPRA as adjunctive therapy in 98 (KEPPRA
N=64, placebo N=34) pediatric patients, ages 4 to 16 years old, with partial seizures
that were inadequately controlled. The target dose was 60 mg/kg/day. Neurocognitive
effects were measured by the Leiter—R Attention and Memory (AM) Battery, which measures
various aspects of a child s memory and attention. Although no substantive differences
were observed between the placebo and drug treated groups in the median change from
baseline in this battery, the study was not adequate to assess formal statistical
non—inferiority of the drug and placebo. The Achenbach Child Behavior Checklist
(CBCL/6-18), a standardized validated tool used to assess a child’ s competencies and
behavioral/emotional problems, was also assessed in this study. An analysis of the
CBCL/6-18 indicated on average a worsening in KEPPRA-treated patients in aggressive
behavior, one of the eight syndrome scores.

Juvenile Animal Toxicity Data

Studies of levetiracetam in juvenile rats (dosed on postnatal days 4 through 52) and
dogs (dosed from postnatal weeks 3 through 7) at doses of up to 1800 mg/kg/day
(approximately 7 and 24 times, respectively, the maximum recommended pediatric dose
of 60 mg/kg/day on a mg/m® basis) did not demonstrate adverse effects on postnatal
development.
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