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60°C, Y bE Wt 5 A/ e 3 A
30°C. T5%RH Wt 5 A/ e 5 A 7 D R
10001ux (0657 >7) o 605 lux-hr
R, W 1) X v /B (#925H)

AR E - MR CERWED . WM, Bk

AR 2 L7 NE R (40°C, T5%RH, 6 » H) OFEER. L _F T % LEE 500mg THATG ] 1d3@
WOTHRE FIZBW T 3SHEMEZETHD Z ERHEH ST,
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L RFFEHZLARTA a7 50% (RG]

O 12
PRAFEAT RIFIZHE PRAFHIH ARG SR
40°C. 75%RH RY = F LR FRAIN) /A0 65 J BN

PRI E « PRI, FERBRBR, MIEERURR CBeE. Ot

@A

FMER) . MR, pH, &I

PRAFSRA: PRAFIERE PRAT AR AR R

60°C, WE/DPpE
B T A/ B 3h H

40°C, WHERD DX

30°C., 75%€RH et T A E/ Bk 6% 1

| EEEHEDOHITAN

10001ux (D657 >7) Ny 12075 lux hr
R I 1 X AR (K950 )

30°C. 75%RH 6% H

NTEHE/RY =F Vo B (HHRFIAD) 100g

10001ux (657>7) 1205 lux-hr

IREE, 7D X (%950H)

W H © PRk, SRR CHRWE) | i TR
TR A O TR (40°C, T5%RH, 6 » ) OFER, LARFTEHARTA vm T 50% (W]
B TEE OHSE FICBWC3EMLETH D Z &Nl SN,

7. SAEERVABEBEOREN
LRFTEHLRTA vy 7 50% (BRG]
ARF 0. 5g &K 50mL (VAR L 72 % O R EMRBRERIILLTO LB Tho7- 9,

VR OB
e N WS (WEHT )
. 0 1 4 24
- i EREEEE (%) 99. 30 99. 38 99. 30 99. 30
?z%f;bfgf% FAFHE (%) *) (100. 0) (100. 1) (100. 0) (100. 0)
MO T 548 é%?ﬁ% Bl | BeRL | Bkl

*1:19.0~22.0°C, 27.0~30.0%R.H. *2 : 298~3061ux

%3 LRF T2 LDEFERE (%)
=nffi O L _XF T X LOEE (%) /PHEROL_XFIT2X A0ERE (%) X100

8. #F L DEEEIL (MEIEHEIL)
MY BRI L
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B

<IRHZEEhC BT D[RS >

L R_F T & LEE 250mg THAIR] 19 -

[P FE IR DM ZR SRR A RT 42 (BF24E3 A 19 BAEEASKER 0319F 15 —

HCIE « BIRE 1) KON TE BN 58 0 ERRAI O EMFN R GRS A KT A2 (G243

H 19 B34S 0319 85 1 B —H % E - Bk 2)

ARER S KOG 1k

ARERBIK] 0 LRNF T Z LEE 250mg BT

FEAERLE] © LF T X LEE 500mg (BTG

BRI - AR EHEEBE (O RE)

FREBRE & 0 900mL

IR : 3740.5C

RERE : OpHl. 2 (A BEHRERE 11R)
@pH4. 0 (D 7= McIlvaine DFETER)
pH6. 8 (H Jmia HARERES 2 k)
@K

[R50 2y 50 [B#R

HERES : 12 Xy EL

K 2 CTORBRIRICBW T, 2X RVE 847 50 [A1#5C 30 43 AN ICHEYERIA & OGRBREUA) & 612

WHEN 85% 2 M TWDH LD ThH 7%, 7S KAYE 557 100 [BIEZOREBRITEK T HZ L L L

77
) E B vE
Ripik/ SBR ) H
B i (1) FHE S (2) % D=
@ pHl. 2 |[EEAERLA73 16 53 AT -4 85% LA E¥H

TEHERLA) O S =Y 85%LL Rz i
T5 &, ABREA O FHEHR L
15% D&M EE 25 078 12 15 118
IFT, Z25%0#HEEZ5 O
AN

+o5A

Sk | @ PHA O Ietmmamsl a8 15 4y DA T8 85% L1 1Vt

34y 50 Az @) pl6. 8 T B0, XL 15 BT D akBREdA| o
PV H SR YRR MR 0 S P HU TR £ 10%

@ K ORI H B,

BN
(&8N B2 580 EERIA O A FE R SRR T A T4 2] I2FESE 4 FORBR S il
Kl OEHZEEY ORI SEVE 24 Ui R, ARABRERA & EERAI R HZEENT., X CoORBRSEM CH
EHMEICHEA L, IWHEENE L, EMFENICRETH S LSk,
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BRIEOpHL. 2, {57 50 A5

ABRIE@pH4. 0, {57 50 [AliS

120 120
100 100 -
- 80 - - 80
H H
= 60 - = 60 -
40 - 40 -
20 20
0 C T T ! 0 O T T ]
0 5 10 15 0 5 10 15
B (%) B (%)
AR OpH6. 8, 1847 50 [AlHx RERE@AK, 1355 50 [BliS
120 120
100 - 100
- 80 - - 80 -
H H
= 60 - = 60 -
40 - 40 -
20 - 20 A
0 T T Y 0 T T Y
0 5 10 15 0 5 10 15
B (%) B (%)
@ HBEIH (LRF 5 & LEE 250mg TBIE))
O EAERIA| (LXF T & & A5 500mg [BATE])
n=12
l/_’*‘?‘itﬁéﬁ 250mg TERA] MDBAHEHICHITSREF N
(HEBRAR R UIZERF DO FHBTHEDLLE)
= L/_&‘?-E—lz@ L\fE 250mg THHR] DBAEEHICHITSRF N
(HEBRAR R UIZERF DO FHBTHEDLE)
ARER AT LR (%)
B o cppnos | FIERFAR B LA UL HIE
AEBRIE/ERE | R (V%5 %5 1§ 250ng (81 )| (V<% 545 45 500mg [ )
@D pH1.2 15 % 100. 3 101.0 SRS
SRR/ @ pH4. 0 15 % 100. 1 101. 8 A
4y 50 [ElE @ pH6. 8 15 % 99.5 98.9 A
@ 7 15 4y 100. 7 99. 1 A
(n=12)
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(GHAEREF| DA< D H )

RERSMF L _F T & LEE 250mg [BHE ] .
RERIE/ElHREr | BRBRIE | HIERE A il 2 DR (%) THEME (%) £S.0.
100.6. 101. 5. 101. 4. 100.4. 100, 6. 100.9.
H1. 2 15 4% <O Loy LA TR A TRO TR 100,30, 773 e
Or 0.7, 100.3, 9.7, 100.2, 9.1, 9.2 e
1004, 99.5. 99.8. 99.8. 9.7, 99, 1. 100.3
. H4. 0 15 4% POV T O IRE TR IR 100, 10, 588 e
S 2P 7] 100.7, 100.4, 1013, 100.2, 100.4 m
4y 50 [Al#E 98,2, 9.6, 1011, 96.9, 102.7, 100.9 .
H6. 8 15 4% v RO LA R AR AR 99.5+1.512 e
®r 771 8.6, 9.5, 9.0, 9.3, 9.8, B9 s
9.6, 100.3. 9.6, 100.0. 100.3, %.8
15 4y (Oh RO IRy U RO O 100. 7+1. 193 e
®© K 77| 1015, 102.2, 1017, 102.9, 100.4, 100.8 e

(n=12)
<IRHZEEhC BT DFERE >
L A_F T & LEE500mg (BTG 17 -
[ FEIRG O PR R T A RT7 A4 2] (B2 3 A 19 BA3EAFRETR 031958 1 5 —
HIE - B 1)
ARG RO T L
RER TR - BAREKR S WHREBRE (X RLE)
BRI B 900mL
IR © 37+0.5C
ARERE : OpHl. 2 (B REHRERS 1)
@pH4. 0 (D 7= McIlvaine DFEER)
@pH6. 8 (H Jma B 2 #R)
@k
[R50 55y 50 [Bl#R
AEREE 12 Xy B
L A TORBIKICB VT, 78 RVIEESY 50 [BI#5C 30 43 AP I EE HERIA] K OFRBR LA & 412 R
HISRMN 85% 2 iz CTWDH LD TH-T=%, 7N FAiEMESY 100 BlEzORBIIEK TS & L,

7
RBRE | o T
iyl =Nl HIE R
@ pHI. 2

FEAERIFN AN 16 43 IPNIT-Y) 85 % LA BRI 2356
BRERBLAIAS 15 73 AN ) 85% LA EIRH T A0y, U 16 4ri2 1 2 3B EAl o
AT HH SR DM HERLA O PR 2R = 15% OFEFRIC B 5,

N EVIE/ (@ pH4. 0
f@y0[EkE |3 pH6. 8
@ 7K

AR R

(B3R I AL D A ZFH R IR T A BT A > ) 1ZHDE 4 FORBREA: TR O f 268 D%
PIME 2 e Lok, ARG & RERAI O HZ 83, T~ TORBRSEM CHEEEICHEA L, #
HZEE AL L T % LIl S 47z,
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BRI OpHL. 2, 4y 50 [H#E

120

100 4

80

60 -

(S)BEH#

40

20

0 &

BRI @pH6. 8, 54y 50 [Hl#E

120

100 4

() BEH#
5 8 8

]
o

0 5

10

[ (43)

=}
o Q

5

10

[ (43)

PBRIE@pH4. 0, #8757 50 [RlHA

120

100 -

(R)BEH
5 8 8

N
o

o
Q

o

5 10
B (43)

ABRIE@IK, 1557 50 [mlS

120

(R)BE#
58 8 8 8

N
o

o
Q

o

5 10
B (43)

@ RKBREA (L_F T X LEE500mg TG

O AEHERIA] (A — /477 BE 500mg)

n=12
LAF St 45 LG 500mg MB381 OBHERICE T HHEMUME
(GAREFI R VRERA O FEH RO LR)
&£ LAFSEFLGES00mg TBR] OBHEEBICEHITSELIE
(GRERRFI R VIR ERF DO F B HED LB
LSS PHEITE R (%)
s y crpngs | TEREA AR PR HiE
PRI/l BRI (V%3545 bk soong [ )| (£ —% 7 5§ 500mg)
@ pHI. 2 15 53 101.0 100. 8 Ay
SNRVE/ @ pH4. 0 15 %y 101.8 99.3 SLgey
47 50 [alfis |3 pH6. 8 15 4y 98.9 99.9 ke
@ 7K 15 %y 99. 1 99.8 i
(n=12)

LRFFTHHZLARTA a7 50% [BAE]
(LI EIREL D AEMFRIZEMERBR T A R T4 )

HAE - BL 1)
BRI R O TT ik

ARBRTIE - AR —ialBRiE i

AR E - 900mL
IREE © 3720.5°C

_14_

(5F0 243 H 19 HATSEA 3SR 0319 26 15—

ABRiE (N Rvik)




ARBRIE - OpH1. 2 (A A B 1))
@pH4.0 (GHED7= McIlvaine DOFEMENR)
pH6. 8 (H A HIFERES 2 #7)
@7k
[EHEEC - 4547 50 AR
REREE 12 Xy 'L
L ETORBIEIZI N T, /S FVE 5 50 IR T 30 4y DAIPITIEERGH K OSBRI & 6 12
PR DN 85% i 2 TV D b D Th o722, /3 FIVik 4y 100 BERORBIIEIE S5 2 &

E L7,
) HLUE
R | st e R
@pH1.2 T YE 3 yAN)) - o/ > VR EL A
it @ oo |EIERLAIAS 15 5y LPNIZ T 85% L B 5 B
f5lEE (@ o g | PRI 15 Sy LINIC P 859 LL VRN 70, 33 16 53151 5 BB O
7 @Sk' ST H S S EEHE R O SRV 5 £ 15% ORFRIC 8 5,
RS F

[ 38=HGh D A AR IR A BT A > ) 1ZHDE 4 FOBREA: TR Of 268 D%
PR HIE LoRER, SBRERG &R ERGRI O HZEENE, TN ToORBREF THEAEICES L, &
HZEE VL L T % LIl S 4Tz,

AEREOpHL. 2, fE4) 50 A5

BRI @pH4. 0, 4y 50 [Alix

120

120
100 o B8 ) 100 —
80 80
B &
[ H
£ 60 ® 60
% %
R w0
20 20
od od .
0 10 15 0 5 10 15
B (43) BB (53)
AR BpH6. 8, 47 50 [AlHA ARBRIE@AK, 35 50 [A1#A
120 120
100 o 8 100 8 8
E 80 . "
§ 60 g 60
% %
o R
20 »
o¢ : ' ! od . . ,
0 5 10 15 o . o =
B (4) BERH (53)
@ HKBREA (LT TELRIA Ly T 50% [BRE])
O HEUERIE] (A —S7 7T KT A1y T 50%)

n=12

LRFSEZLFETA420yT50% 8358 OBHEEICH T HEL M
(FREREFI R MZERF| O FIBHEDLE)
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K LAFSEALFS420YT50% BR8] OBEEESHICHTH5EL M
(HEBREA R VREEF| O FIEHEDLE)

10. &5 - 2%

(M EAEIRELRS - 8%, NEI’EHRERSS
M E R L

(2) B%
(L RFF & X LEE 250mg THRTRD)
PTP &% 100 £ (10 &£ X 10)
ANZadE (R RV, FEEFIN) 300 §E
(L RFF & X LEE500mg THATR]D)
PTP ‘@3 100 $£ (10 &£ X 10)
ANZadE (R RV, HEEAIN) 500 §E
(LRFFEHLRTAm 7 10% TR
AN Ry (REEEAIAN)  100g

Q) FREE
LR

4) BREBDME

- BEICET H1ER

VAT T K LG 250mg TBAIR] - §iE 500mg THRYA)

ARERL IR HE (%)

ns e e | ANERE A BRI T U LA e

RERE/EER | AR WAg543A K y897 30 W )| (=575 K543/ 7 50%
@D pHI. 2 15 %% 102. 0 99. 2 o
2% RVE/ @ pH4. 0 15 %% 102. 8 98.9 o
g4y 50 [E]iE @ pH6. 8 15 %> 102. 4 100. 0 A
@ /K 15 %> 102. 4 99. 4 ey
(n=12)

PTP @3

/N7 0 <HLIRAIN >

PTPY— b : RV E =L, T I=T 4
vrae— RV FLr, TILI=A

N R R FeE Ly

o

AhLv:RVZFL v

R A N R = 3 = P
RyFr :RlxzFL v
ot Ry =F L
FYL R Fr ey
56 MK

LRFTEHZLRTAm vy 7 50% BG]
A L <HIGA A >

Rhv:RK)zFLv

Xy R TR

NyFr Rz F L

FYL R e

B MK
11. BRSNS EMER
R L
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12. ZDith
LRFTEELARTAay 7 50% BTG Ot ™
AFH 1g 129 27K 5mL K OY 50mL D43 el 1 IREE 1% D 43 HORRE S OV BEREIZ 35 1 D oy ke (O
#B) XL To®EY THoT,

ARFFTVLZLRT Ay 50% TAR] AracirmE], 1 BERI% o5 BeikE>

HBRIEH FFA R
YRfR 715
iz;ﬁu g H7-1) 73 HIRE ] 1 B D4y R RE
7KIE 7K 50mL 10 fb*! I LT S 2 b7 < L IEEEER D e
JKIE /K 5mL 20 fh*2 Sy LT B8 < TRERIEER O H 7

k1 AKIK 1g &2 100nL B —H—IZ8 A L, ZKEK 50mL 28N L, AEABAL, A —F L THRER LD B,
HRZRRLT- D5 < 3BT 2 £ TOR 2 HIE L,

*2 0 AHK 1g % 26ml B v FITHEA L, AKEK SmL AL, KEAKEAEL, AX—FT L CHRBELZZ L, M
KGRI DN 38T 2 £ CORRZHIE LT,

<URFITEZLRTAmy T 50% IR HEOKRT>
PRI AL SN BLFPE 1 FRFA) %

JKIiE 7K 50mL

JKIE 7K HmL
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NVZN
/a

EICEHd HIEH

e LR

-~
LN

X

OTANABEDRDRE (ZREERIEEFEZST)
OtDMTANAVETHRLGHNRNRBO NGV TANMBEORERMARAREEICHT 2 TAL

AEEDHREE

REX(IZRICEET 5FE

BIE STV

H

EZRURAE

(D AERUVAEDEDR

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

BN EE ., RAICIEL_NF I XL L LT HI000mg % 1 H2EICH3TTROKET S, &
B, ERICE Y 1 H 3000mg Z#E % 7o W VEIFH CEE BT A 08, MEIX 2 HEMU LOREE BT
T1HMAEE LTI1000mg L FFo1T79 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 L,

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 [BNZ/ 0 CHIFRAM L CROBET 5, 728, MERICEY 1 H 60mg/kg (N
TAvmy 7l LT 120mg/kg) Z % 72\ EEPH Tl BT 2 23, HEIT 2 WML EoEE
HIFTLIHHAEL LT 20mg/kg (FFA 21y 7L LT A40mg/kg) LLFFo1T79 2 &, 727210,
{RE 50kg LA EO/NETIE, sRAERCHE - HEZHWDZ &,

(2) RER VREDRTERE - 1]RIL

LB L

4. AERUVRAEICEHEYT HEE

1. A& - AEICEET FE
1.1 AA s ERRREIEISH L THEMT 2561203, Mo TANAIRL TS Z L, FREH

RIS D AANBAMER 5 T ORRRFBRIT I/ L TWh72uy,

1.2 BHRERE 2 AT DRARBE AR 2R ET 25613, TRIORTZVvT7F=220T7 7

AMEEBE L L TARKIORGERORGRIBAFAG T2 &, £/o, MRET 25T T DK
ANBETIE, Z7VT7F=27 V77 AEITNUT 1 BRAEIDNZ T, MigET 2 it L 7-1%
WCAKIOBINZEEZ1TS 2L, 2B, ZZTORLTWAHEROHEIZY I 2 b—2 g UFER
WZHESbOTHDLZ D, BEZLICEEICBE LN S, HIEROCHEZHAET5 2 &,
T, BMEREELZGTH/NIRFICOVTHLBHEEOREILIN U T, AFORGERLOE S
MiEzRE T 22 CEEICE ST 528, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 & ]
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7VvrF=r7Y e e
_. BHTH OB | iEENT#%
7777’f;z >80 >50-<80 >30-<50 <30 SN
(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] L[|
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 g cor L7 FUoEARNMETFLTEBY, ZJ LT 5=
7)77/xm#gfim% EOREZ B/ NI T RS Z LD, KV EHE
NHMET S &b, EE] f%%ﬁ%bﬁﬂ%%&&@%%%%ﬁ#ézkom31\
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)

BRI CTADA LI SN RIEEZE T 5 16 L EOBREEZXRLE LT, LXFTEHX A 1000
~2000mg/ H (1000mg/ H % &5 I RAEN A S 728555 1% 2000mg/ A IZHEE) XX 3000mg/ H (3§
TEOFIEZ D3 H v 59, 3000mg/ H ﬁ%ﬁﬁ)%mﬂ ICROEE L&, EEFMEEE CTh
% 1000~2000mg/ H BED Fe f&a M FH &2 31T 5 6 » HBIRIEEIEE OEIGIL, 73.8% (45/61 fi)

TdH -7z, 1000~2000mg/ H BED F &GN & T 1 AFEMIZEME L BRE DOEIE1T 59. 0% (36/61 i)
Thotz, Fiz. 3000mg/ BEEZIIT D 6 » AMBIEMLBEEOEIAIL 22.2% (2/9 61), 1 4%
VEWEBE OB 11. 1% (1/96]) Thorm 2,

BIERFEBISEE 1L 54. 9% (39/7T1 f5l) Th o7z, FEREIWEAITEIR 32. 4% (23/71 #1]) Th-o7,
<BEBFUL 17.1.1 L v#EEe>

QEWNFE /MR (A, PFREE)

L _F 5% & 1000mg/ H, 3000mg/ H R OV F TR %E 12 BERAORS EEEOH TANAIEE D
BrH) L7=a. TEFMGEE THh A2l 720 OEORIEREBIVRIITED LB THY ., 77
TAREEL LRXF T X2 LEE (1000 KT8 3000mg/H) NI v«%7ﬁ&A1mmyHﬁ@Wfﬁﬁ
PRI BENRD T (FHFR p<0. 001 W TN p=0. 006, F5-HEZ KT, BIZEHIFEIC
RIEEH LTl 72 0 O RAERIE A A 8 & T IR . 7rds. BREIC fém%vx
R Z—l— b (ldH7z 0 OEBIEREDBIEEIRM & T 50% 2L Lt L7 BF OFIE) 1T
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7T AREE13.8% (9/65 f5]) . 1000mg/ H FE 31. 3% (20/64 ) . 3000mg/ H & 28. 6% (18/63 fi)
Tholz 2,

&7 Oy FEAERE 7"5)@“{%??;#@“5
Lo a) ,—-:‘- =TI ?@Z&%C d
Pz %ég ;;E,LE Wb (%) [95% {2 4% ]
g . (p 1)
75 REE 65 2.73 | 2.67 6.11
18.8
1000mg/ H A% 64 3.58 | 2.25 19. 61 20. 9 [6.0, 29.9]
[10.2, 30.4] (p=0. 006)
3000mg/ H Bf 63 3.44 | 2.08 27. 72 (p<0. 001) 10, ?3 23' 6]
AR M OB A RS O [ 77— & 2331 > T B AEBIER
A

AT IS < b R

a
b
C
d) ®EBHEZEY. BEWMITIT 5B L2l &= 0 OO R AIFERIE Z L& L3 5 58T

)
)
)
)

B 1T M OVEEATR 3 FE] o0 BV S8 BB S 1% 1000mg/ H $5¢ 5-8E T 56. 9% (41/72 5]) . 3000mg/ H ¥ 5-
BET 54.9% (39/71 f) TH o7, E72EIEAIL 1000mg/ B FHRHET, BHIR 13.9% (10/72 #1)
FIHEES 8. 3% (6/72 i), V#EIMED E U 8.3% (6/72 f5]) . 3000mg/ A #% 5-H£ THEMR 9.9% (7/71
B) . SIHFAZ 8.5% (6/71 f), FHEMED EV5.6% (4/71f#]) Thol-,

<EFIRXL 17.1.2 L v ifizit >

QEWNFEIAHRER (A, PEHREE)
L A_FZ & H A 500mg/ H, 1000mg/H ., 2000mg/ H, 3000mg/H X7 7 &A% 12 WMRERE OIS (BE
FOFLCAMAIE DFER) L=5E . FHEEIMIC BT 285 0 H 7= v OE R IER %K
Wb (hdufi) 1X. FREN 12.92%., 18.00%., 11.11%. 31.67% KN 12.50% TV, FEEEE
EBE THDHL_F T8 X L 1000mg/ HEE, 3000mg/ HEEKL NT 72 AREED 3 B TOFHELIRIC
BIFHBEMEN S OB BT OFAFAERBAEADRIC, MEHFHRAREZITRD bR o Tz
(p=0. 067, Kruskal-Wallis fR7E), 728, KRBT D 50% LV AR X —L— MNE, 7T EBREE
11.6% (8/69 f5l) . 500mg/ A #¥ 19. 1% (13/68 fil) . 1000mg/ H #¥ 17.6% (12/68 f5l) . 2000mg/ A I
16.2% (11/68 fi), 3000mg/ H#E 33.3% (22/66 f5]) ToH-7= 2,
1 BT M ONEEATR 34 1) o0 BV P S8 B A S 1. 500mg/ B 4% 5-8F 60. 6% (43/71 f51]) . 1000mg/ F $% 5-#%
61.4% (43/70 i) . 2000mg/ H & 5-F£ 58. 6% (41/70 f5l) . 3000mg/ H # 5-8f 64. 3% (45/70 f5i]) T
Hotz, ERBEIWERIL 500mg/ H &% H5-RET, SIAER 14.1% (10/71 F) . FH19.9% (7/71 H)
FEWED F U 7.0% (5/71 1)) . IR 7. 0% (5/71 B1]) . 1000mg/ H % 5-#£ T, SMATES 18. 6% (13/70
) . fEHR 10. 0% (7/70 1) . 2000mg/ H #% 5-#E T, AR 17. 1% (12/70 ) . #IFBEZ 15. 7% (11/70
). P15 7. 1% (5/70 $) . 3000mg/ H #&5-RECENAEEZ 21. 4% (15/70 #1) . fEIR 17. 1% (12/70
B . AFHREREEAD 7.1% (5/70 ) TH o7z,

<EFIRX 17.1.3 L izt >

OENFEMAHRSE (N
BEF OB T AN AT T3 723 EMHIZN R 3G SN2 W R IEE2 B/ 25 4 kbl b 16 skl o/
IRTADIVEE T3 H 2R 5L LT, LRXFTEH A 40 T 60mg/kg/H (KE 50kg LI 2000
XX 3000mg/ H) % 1 B 2 [BINZ4 0 T 14 R AOBE BEFOFLTANAIE D) Lz L X,
TEFHMIEE T 2 BEHM 6 OB H 72 0 O FAEREI D RO AAE (95%(EHEX M) 1%,
43.21% (26.19%, 52.14%) Th V. FEIEHEE O 1R Lz,

Fo N TANABIE S5 BIC 14 LIRS LT 71 & A 20~60mg/kg/ H (R 50kg LA E1% 1000
~3000mg/ H) Z 1 H 2 BENZ4T TRk G LT- & X OO RIERBIILITD LB THho7- 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

i VR FIFEBUSE 13 58. 9% (43/73 ) Tdo o7z, EARBIEMIL, BIIE 42.5% (31/73 B) Th o7z,
<ETIRIL 17.1.5 KV #EgE >

(M DHLTADPAIE TN ENRD RN T ANABREDORERNRREIEICTT 2P TAD
AR & D)

OE B [F AR (A

WETF OPL T ADAFETH3 22 RBAEMHIZI RS D2 WERE R FEIEZ AT 5 16 L Lo TAD
JEBE 251 B (AR N A3l A Ede) k5 L LT LA_XF Tk Z 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@
HCHh 28000 OMEMABIERBIRDRITTRO LBV THY , 7T BREL
LARF T AREOM CHREFFRIRABEZENRD bz (p<0. 0001, £ 58 &K OE %K1, #1234
BT 2 b7 0 ORE NI ER S A 8 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) HHE
c) FEREKLOEZRN T, BIEBICEIT2# 572 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 . I EREED 3.2% (4/126 %) TH Tz,

<EFIRX 17.1.6 L Vit >

OHENFMAHRER (R)

BETF OPLC A AT T 72 BB ERHIZ R 35 D2 W RERNARIEZ AT 25 4 bl E 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 BEREOEE GEFOH TANAEKEOPH) Lk &, FEFHMBEE T
& HBIEHIE NS OB BH 72 D ORE AFIEREIRD RO IR (95%EWIXHE) X, 56.52%
(—15.74%, 98.18%) Toh -o7= %,

RIVEF R BIAERE X 38.5% (5/13 i) Th o7z, RITERIFMEINR 23. 1% (3/13 fi) . EHFEE 7. 7%
(/13 B, JEIR 7.7% (/13 ). FHI 7.7% (1/13 f5l) Thotz, F£io, BRMREMEET (F
ER) 1. DEXQTEE 7.7% (1/13#1) ThH-oiz,
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<BAIL 17.1.7 L V#EzE >

2) REMHER

(TADIBE D HIE (ZIRMESRAERIEE & L))
OEWNE #5305k
EIPNEE I/ TAH AR (ﬁi‘u\ DEFREE) %527 LB 151 et s LT, L_F T+ & A 1000
~3000mg/ H % 1 A 2 [ENCAY T TR ARG L7z & & DI FEEERIZLL T O LY Thof 2,
ﬁﬁ%_ﬁmbt%ﬁﬁmo%J6mﬂ%®%ﬁﬁéMKﬁmﬁ%_? Lﬁﬁﬁ%ﬁTbt@4
~36 # H T 16, 36~48 » A T 47 fl, 48 » HLAKET 28 f51),

6.00
() :fl%
o 500
%g 4.00
=
g_“* o
&% 300
Pl
°% 2.00
f =) o
U ] t—— 29 % a3
S

= 00 B 0 | ]

s U505 (103) (9%6) ; T8 (7

(122117030 5y (89) (g6 (85) (8L) (78) (77) (75) (50)
000 | ) ,

@ < ‘?’ % % ?\ Q’ ‘%‘» ';?s @s & 2 4@ ‘%‘ ‘i’* ?’ he ‘% <’«‘= o
ﬁ % b & /\m \ ’L\ ;,bl ’\ ,,JQ p.)’b njt: 5 Q It W R ;,)b‘
)@“ K o0 <o RN O S S S RIE gp @ &

A P

BITERZBISEE T 92. 1% (139/151 %) Toh o7, E7RBWEMITSIFEAS 55. 6% (84/151 f4), BH
I 24.5% (37/151 #41) . fEIR 22.5% (34/151 f5]) T o7,
<FEBFUSC 17.1.4 L v#Ee>

M DOHL T AN AIE T3 72N RDZ8D 72N T AN A BRE OREFARIEICK T2 TAD
AR & DR
OFE ket 5308k (AKX OVIR)
I B [ 36 IR AR L < I3/ NRIEINSE TARERR 22 58 1 SR EBR LR 2 MARER 2 20 R A4 0
7o E 20 WURRIZH I L7z HARNEBF 44 FlZzxtge & LT, N (16 5Ll |) TiEv_F7&
& I 1000~3000mg/ H. /NETIZL_F T & L 20~60mg/kg/ H  {RHE 50kg DL i 1000~3000mg/ H)
EREOKEE L L&, BMEMABIEREIIUTO LB Thotz 2 2,

1.4

()l
1.2

1.0

(43) (19)

08 €5)

0.6

(29)

(41 (38 E 22 19 1
04 (38) (22) (19) (12)

(5515 B8 3 R)

a5 7z 1) OuRiE R AT E B o R

\e) G ™ > \
N P S S,
o) o - 1 ¢ ; - ¢
%\Qgg@ @@" RN N A A S A S
&4 AR
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RIVE S BUARE X 38.6% (17/44 f5) Toh o7-, EREWEANIMAR 11. 4% (6/44 f5l) Toh o7,
F7o, BRRAEMEY EIEM) X, DEMQTIER 4.5% Q/46), 77=T7I /) hT A7
=7 —BHM2.3% (1/446)), 7TARTGIXUBT I N7 A7 27 —EHMN2.3% (1/44 ) .
C-RUSTEE EHIM 2. 3% (1/44 ) . REHEIN 2.3% (1/44 f5l) ThH -7z,
<EFIRX 17.1.8 L it >

(5) B - FAERIER
AR L

(6) JamEE A
1) ERARERE (—REARERE. FELARGERE. FRARBELERRE) . 8ERTERT
—AR—RRE. WERFTRERABROAE
EEER L
2) RRFHELTEBFENDARXIIER LI-HE - HEBROBE
YL

(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. BHORMN CEEBRT 52 L,

EEER

(

1) YEFRERGL - 1EFF
V&?ﬁt&A@\%@%@%&U££ﬁ4ﬁy?¥*w&m%ﬁtﬁwﬁ”K@ﬁ%%@VTf
A/NMETZ A 24 (SV28) & OFEA 2 N AL Ca? F v FLERLE 2 HIREPY Ca® O EEEmE] * |
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%
TEINHIVER & ORNCITMBERBO BND Z Enb, LRF T X AL SV2A OFEGS, FEVEMH1E

RAicwbELTnbbntEZLND ¥,
<EBFUSL 18.1 K V#ZEE >

(2) BT R T1T BHRERMAR

1) TADPAFIEICT HEH

WA V== TET AL THLIRRKEBITVNATT VEBRRKX T LT TV — Lk

HIFVWNAETT AR ETHE, TONRAMEWERZ RS 2otz Y B3, AFEESAEY Y RY 7

AN RFLUT RIS AR R 2 Ea e I A = oA S

DTy bW ARTAT = VBRI TANAT v b (GAERS) *9 | BEFMERE~D 2 %9 /2l

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

2) FrTADAIREMEIER
RZESINF > RY 7y MZBWT, Fu RU v A s Lz *,
<FETFINIL 18.3 KV #sFE>

3) AR I B F DM OEH

7 v b Morris KREEFRBRICB WO CRRAMSREICH B Z KIS T, n—¥—n1 v RRBRCITEEE

BEICHBE RIT S e h o723, £, PRIMEIRGEER 7 v MW TR ER 2R L2 ™,
<BAUSL 18.4 L v i#izie >

Q) fE AR IREFRE - FriuhrfE

M ER L

_24_



VI

EWEREICERT DIEH

A REDHR

(W AELEMNGIFRE
BRI L

Q) ERRFHBR THE 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, AR (1) IR RCHPD LT T~9 R Th o7 2,

(ug/mL)
1L
3 —o— 250mg
H —o— 500mg
| —0—1000mg
~ —— 1500mg
F —— 2000mg
= —— 3000mg
+ —=— 4000mg ™
% —+— 5000mg ™
N (N=6:F44{li£SD)
i
i-4
5% R¥
&1 BERBRSHEOEDPE/NZ A4
BHa Cmax tmax AUC, g, T
(mg) (ug/mL) (h) (pg-h/nL) (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 7.9%1.0
1000 29.7%9.3 0.8£0.6 288.9+34.0 7.9%1.0
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 8.6E1.0
5000 *) 115.1%£14.3 1.0£0.6 1363.3%+151.9 8.1£0.7

KRG 6 f, EIMEESD
Cmax : e ML HFIREE  tmax @ f s i AP R B B g
AUC : I 3R i B R HhfR T ImifE  t,, ¢ TH IS
) ENTEARINZAFO 1 A &R G8IT 3000mg TH D,
<HESIRX 16. 1.1 LV iisit >

OER S
fREFER AL _F T8 X AL LC 1A 1000mg XX 1500mg (£ 58 641) 2 1 0 217 AR&S
Lickx, &5 1HH (WEESEE) &7 HH (REEERSEE) o miEhREITIcR5%0 2~
3 WRFMIC Cmax 7R L, Z D% 8 FEMDOE NI CIR T L7z, F72, mAEPREIXRSE 3 A H
ITEFIRREICET D & HE S i 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

I fEESD

@SR 5 & 0BG o g
RN 25 Bl LT T &' & L 1500mg & 156 Zr LA s RN 5 X3 NG L s &, LT
TS LOEYBIENRT A —H T TO LB Thotz, ROFKGH & I LT, AEFIRNE S
RED Cmax 1349 1. 6 f5m <. AUC KONt IFFEBL L TW e, b, LT T8 X AROEGREOAEY
SFHIRHRITH 100% T - 72 19,

<FEFISC 16.1.1 K v #sie >

®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

2) AW [R) R
LARF T4 LEE 250mg B -

LARF T84 LEE 250mg TR (3.

<FEBFUSC 16.1.1 L 0>

(G R 5 1 TR R SRR 1 R

Av) (G243 A 19 AfF, SAESER 0319 % 1 5) ICHKSE, L_F T X L5 500mg [H
1R ZEEMERIAR L L b &, WIS L, AWriicEg s i ESnz 9, (TIV. 9 i)

DIEZM)

L AR_RF T X LEE500mg [HIR] -
L RFF 4 LEES00mg AR LA —7 7 78E500mg 2, 7 B AL — "—IEICL D ZNEh 1 6
(LRFFE & 5L LT 500mg) HEHERRA S TICHREERE NG L CiEd (S) -L_FT14
LIEEZHE L, G- EYEie T A —4% (AUC, Cmax) (ZOWT 90%(EHE X MIEIC THEHR
WraAT o 725 R, log (0.80) ~log (1.25) D#FANTH v | WFIOEDFHIFRISHEA R S iz v,
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i 30 1 e LF Ty A5500me [ iG]

e - g A =275 5500me

/I'IJ (Mean +S.D.. n=48)

\S.’ 20

1%

e

A 15

7 P

+ 10 H

s |

A 5 U R

i i( S—

E 0 S | I 1 “';_Hu A)r_‘k“‘}

012 4 8 12 A 36
IR i) (hr)

K1 500mg fetx SrFOmMIES (S) -LRF T2 LIREHS

£ 3 500mg SRR 5EQEYBE/ S A —4

HIENT A—H BEIINTG A —H
el AUC
¥ t Cmax Tmax T,
(pg e« hr/mL) (pg/mL) (hr) (hr)
L R_XF T H A
=+ =+ =+ =+
500mg 174 48 145.8+15. 11 20.89+4. 25 0.64+0.54 | 7.88=*0.55
A — 2 77 §E 500mg 48 147.2+14.85 19.86+5. 00 0.67+0.36 | 7.91=%0.56
Mean=S. D.

HIE TP EE 3 OV AUC,

Cmax SFD/ T A —HZ (%, PBRAE ORI, (RIEOTRIRAIEL - BFHE]SE OB S

R K> TRARDTREMEN D 5,

LRFFTEHXLARTA v YT 50% :

LRFTEHLARTA vy T 50% BHIG] &A= 77740 ay 7 50%%, 71 A4 —
—EICIDFENEN 1g (LRFTEvHX L E L T5E00mg) MK AR FICHARRROKE L CmiE
Ho(S) ~LR_F T X AREEZRTEL, SoNT-EYENRE T A —4 (AUC, Cmax) (22T 90%
FEHE R S TREEHENT 21T - 7245 5. log (0.80) ~1log (1.25) DO#EFANTH v . WHIDLEWS:

HIRIEME D R S 7z 2,
(ug/mL)
i 30 —o— LRFTEFAFTA 0y T50% [Wik]
W w4 T T ETA 2Ty 750%
T 25 (Mean +SD.. n=47)
S
<20
L
~ -
F 15
7
+ 10
57 T
A5 L \5\&\
&7 [
li 0 ‘ L L 1 L 1 \‘t}—_—'?}*—*—-—.‘)
012 4 8 12 24 36
I (hr)

B2 50% K540y TREROMmMES (S) -LAFI 2 LREHRE

_2 7_




F4 0% RS540y TREROEDPFE/NF A —4

HENRT A—H BENTA—H
R AUC C
e t max Tmax T,
(pg -« hr/ml) (ug/mL) (hr) (hr)
AT IS L FTIA
+ + + +
Cm o soo T, | AT | 144151964 | 2135519 | 0.460.21 | 7.78:0.66
A=7TTRIZAYE g | lnax19.02 | 20.71%24.56 | 0.49%0.23 | 7.77%0.70
v 7 50%
Mean=£S. D.

I3 A ONT AUC, Cmax D/ T A — 203, HBRE ORI, (KIEOTRIRIEL - B % OB S
TRCE > TR D RN D S,

3) /R
6~12FDO/NETAMABEICLRF T L AL LT 20mg/kg ZHERAOFE L X, LFT
& ADIMETEEITERG%IFE 2 BRI RS E 2R U, R 6 BRI T - 72 2V (U E A
F—H),

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 (ZHRAE R/ IME—FRKAE) . 24 6] (t,,: 23 f), FHfELESD
<FEBFUSC 16.1.2 L B>

Q) hEE
AR L

HEE - HREDEE
1) ﬁ%@ﬁlfﬁﬁ
TERERR A 12 B2, LT T ' X A 1500mg & ZEHEIF T BRBICHERE ARG Lz & & Z2ER & b
ART BB EERTIT tmnax 2549 1. 3 FEEER L. Cmax 1% 30%1E T L7223, AUC IZ[FI% CTH -7 2,
<BFUL 16.2.1 X v iizzg>

2) PFHIEDRE
O7=z=rAVr
T = b COBEAFERTHIC T b — /L TEARWERSFEAE T R M AL R E AR E
EHETDHRANTADPAVBRE 6 FletRIZ, V_XFTEHX A3000mg/HEFRAEG LIEE, 7==
M VDO MIEFRESCIKMBNIE T A — X BRI E ehol, 7= M HLR_RFTEH
LDOIRYENEEIC L RIS o722 UEAT —H),

<HEFIRIL 16.7.1 X Vit >

VeV %=1l NURVIN

fERERCN 16 il &2 RIS, ST aliEd U U AOEFIRETICEBNTLRF T84 L% 1500mg H

EiREOFG Lol N7l b U AILRF T X LAOEYEREICEE L KT I ool

LARF T X AL LT alEt B U AORYEREICEEE RIF SR o Y GNEAT—2),
<FBFIRX 16.7.2 X viizit>

O NBER (2 F =LA T IH— LR LR LT A R LILDEFH])

fREEERR N 2ot 18 il & 5f 2212, R BHESR (2 F =)L X TP A—/L 0. 03mg KOLAR /L7 A b

LV 0. 1omg DAAIZ 1 H 1E) ROLRFTEHX L% 1[0 500mgl H 21021 HEIERO#ESE L

7222 VRFITBLZAITF N R ST D=L RNV R VT A R LD ENEE T A —

B BE RIES oo T, BB OMb 7 a7r 27 v v RO R VE IR E

Hefs L. R OBHTR ORI HEE KIE S oo Tz, ROBIERIL, L_XF T & LOERYEREIC
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B T F K e inote 00 (SEAT—X).
<EUSC 16.7.3 XV #ERL >

@vITX
R A 1 flEstgic, 3%y (1H0.25mg % 1 H 1[E) FOL_FFEF A1 A 1000mgl
H2E7 HRRKEROERG L& LRFTEX MIV IV OEYBIE AT XA — 2 (B %
RIEShoT-, PIXT U LRF T H AOEYBNEEICHEE MES o729 GUEANT—
),

<FBFIRI 16.7.4 L v #EEL>

®ULTF Y
7' e UREHOEBRERER (INR) 2 BEEOFANICHERF T 5L 5, VA7 7 U v ofks
Z AR B2 T T DR 26 25812, UL 7 7 U v (2.5~7.5mg/H) KROL_F Tk #
2108 1000mgl H 2 [0 7 HEIKER ARG L&, LR_XF TR X NIULT 7 U BREICRE S
FKIEST, v bar B VBB LEEEZ T hoTe, UV T 7 U b LRF T X AOEKYEIHE
B RIES o727 WEANT—4),

<FBAFIX 16.7.5 X viizit >

(OFa=a= SN

fRERERY A 23 il 25t 4ilc, 7u_X%x T R (1[\500mg % 1 HA4E) ROL_XF5t 2 A1 [H 1000mg

1H2ME4 HREXKERAOKRLG LIz &, a3y RZLRF T8 X 20OEYEREICITEEL KT

SR o=, ERF uch LOBT DB 7 VT T A% 61% KT S22 GEAT—4),
<BFEIL 16.7.6 L VK>

(1) B4R A3k
TR L

(2) TR YRR B 7E
AR L

Q) HELEETEHH Y2
kel:0.08837+0. 00627 (hr!) (Mean=*SD) (§ 500mg. FEFEAA S FHERR DS (n=48))
0.08979+0. 00774 (hr™") (Mean=SD) (KT A > 1 v 7 50% . f&HEAL A 5B 7B AR O 5 (n=47))

WHYTFUR
LB L

B) e
AARNTADABEDO RS OSHNEIL, RHEMEZEYENEMIT OFER. 0.64L/kg L HEE S 41,
RN KA BAZITUVMIE & 72 o 72 9 SR EEBERR A 17 6l 2 R L_F T & Z L 1500mg % Hi[alF
WRNFEG Uiz & &, OAAEOEYER 41, 1L (0.56L/kg) TH Y, KN AKSEIZITVMETSH -
7L: 20)0
<BEB AU 16.3 XL Ve >

(6) Z Dt
AR L
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3. BfKH (REaL—LaV) @M

(1) A 753
AR L

QTG A=A EFHER
1) RHEZEEREAEAT
A BARANRONAENDEERAK DN TANVERE (VT F=0 7 0T T2 A 49,2~
256. 8mL/min) M HAFLNMEER L _F T X ARET — X &2 AW, REMERYEREMAT 21T
ST, FOFRER, BT ORHE 7 VT 5% (CL/F) (23t LT, KE, 3], CLy XOMERHTTA
DAEE RN T O AERE (V/F) ISk U CTIRER, JFAPT T A ASER OB OfEFDRRE  (fEHE
FRASUE T ADIERE) B ENICaEERRF L LTHEES 2 9,
NRNR (A~16 %) ROV (16~55 %) O TAMNABRENSELNZMER LXF T8 X A
WBETF — 22 AT, BEMRDERRMT 21T 7-, ZOFEE. CL/F (6 L TRE R OPFHPTT
PP V/FIT% L TR EDSHE 2 A BN OBRIICEROH L RT & L THES R, /I
IREOATAPABEDOMIEREYEELZS I 2L — g LR, NETADLABREIZ 10
~30mg/kg & 1 H 2 [A1#& 5 L 72RO mAE R EMIRE L, BN TAD A BT 500~1500mg 1 H 2 [A]
e LB e R L THIS L 20,

<EFIRX 16.1.3 LV H#gig >

4 . IR
MR L
5. 9%

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

(2) % — e AEEA P @B 1
MUERR L
<BE>
IVIL. 6. (5) it | DIAZIR

Q) EiA~DBITH
b MR ABATT 2 Z EBmE STV D, (VL 6. (6) FHLim] DB

) FEHRERA~DFBITH
M ER L

(5) T DDA~ DBITHE
DR L

(6) MITFELME R
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in vitro KN ex vivo ikBR 2 OfEFR. L R_XF T X LARONERBY TH S ucb L0657 D IMIE- A
FAEARIT, 109K TH D 9,
<BAUSL 16.3 L v #sit>

(i

(1) FEEBR L B UM BHZBX
[VIL 6. (2) fUHC B 59" 2Bk (CYP %) D4y M, 7755 OHZM

Q) RHICBEAET 5EF C(YPFHF) OnFiE. F5F

LARFZ & ML, T b7 a—2 P450 RAREIEEE TIRGE S ey, EERRBREIZT & b
7 REOBENAZRETHY . ZHICEVAERIND DT EMRHDO ucb LO57T (IR F
JAR) ThD, 7B, AHWICEEETEIE T A 59
invitro®BRICHB T, LARF Tt ALK WNuch LO57 1 CYP (3A3/4. 2A6. 209, 2C19. 2D6. 2E1
KON1A2) , UDP-Z V7 v U fRlifslEs (UGT1AL e OVNUGTIAG) KOATRF L e Fr o —BI2ktL
THEBEEHEZ RS 2hotz, £, STt NI UL VT a r BRIEEICHS B8 KT I/
Motz ™,

<BAUS 16.4 L v #zig >

Q) PEBBNRDEERVZDEE
LIFOWERDH D ™,
FFRIE@EIE N R A 2 T 72N 2 LIRS TN D,
(fERER N B Ve FEBUIERE 4 5] “C-L~F T & & L 500mg H[E#E AL (AEAT—5))

B REYDEEOEERVEMSL., FELSE
[VIL 6. (2) R#TCB 59 A% (CYP ) oS FHE., &5 OHEBW

Bt

RN (B 58 6 i) 12 L_F T X L 250~5000mg P A 2GR C HERR OG- Lm0
b 48 RFfH)#% £ COHEG- =K D R P HRIEER OB I R R & LT 56. 3~65. 3%, ucb L0O57
LLTI7.7~21.9% CdhH -7,

HMERERE R T 4 BN MC-LRTF T X A 500mg & HEIRE O£ Uiz & & 2059 B b 48 Refi 4
FCITEGED 92. 8% DHIHENIRF N D, 0. 1% B EH SR S iz, &5 48 FEfitk £ TOHK
G+ 5 R de R, R E LT 65.9%., ucb L0657 & LT 23.7% CTdhH -7,

L ARF T4 AOPRIIZITSRER IR Al K OVRAME FFILAS . uch LO57 (ZIdRERR Al & BEBhAY JRAH
BOWNEE L TNDE Y,

) ERNTERENTZAF O 1 B E #5813 3000mg Th 5,

<FBAUSKL 16.5 L v #sit >

S U RR—E2—IZBET 1EH

AR L
BITEICKHBREE

AFNTMAOBEHTIZ &V FREFRETH U | FEBL L TO DR OREFEIZIS U TR ST O ki 2 Z 8%
Z &, (TVIL 10, @ &4 5| DIESH)

10. RENEREFHILEE

(1) R & B
BRRRE DR DR D RAPIRE 265U, LARTF T 2 A HERN&RE LI L &, AniToesy
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VT T ATBEEEIER A (CLy @ >80mL/min/1. 73m?) & i LT, BEMEK TH (CLy : 50~
<80mL/min/1. 73m?) TI% 40%., TEEREK T (CLy: 30~<50mL/min/1. 73m%) T 52%., K TFH (CLy :
<30mL/min/1.73m*) TOI%K TN LIz, LRXFIFTEXZLOBI VT Z LRI VT F=2 207 TR
EHBEICHBE L, [7.2, 9.2.1, 9.8, 16.6.4 ZM]

R RE D FRE
SR RE T A —H EH (2353 HhAE HE
(N=6) (N=6) (N=6) (N=6)

CLy (mL/min/1.73m%) >80 50-<80 30-<50 <30
BhH 2 500mg 500mg 250mg 250mg
L _RF 544 A
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,, (pg*h/mL) 166 [16.5] 248 [16. 9] 169 [16.5] 212 [19. 1]
ty, (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]
CL; (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]
t,, (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)

ST EEME [CV (%) ], t,, K uch LOST O t,, (T HRAE (B M5 KA
CL/F: AT 7 VT Z7 02 Cly: 27 V77 A a) N=4
<EUSK 16.6. 1 L0 szt >

(2) MAREHT 2 %2 1 T D R B RE R R

MAEENT 2 52 1T T 2 KR HERERR = O R AR 12 LT 7 & & L 500mg % AT BHAR 44 RERATIC
HEROZEG Lz &, LRXF T2 X AOIEEHTRFOE I EEINIT 34. 7 FEI TH - 7223, BITHIZ
2.3 FERICEME LTme LRF T8 LKW uch LO57T OFBITIC L ABREDRITE . 81% K N-8T% T
bHoT- ™, [7.2, 9.2.2, 13.2 ]

HKYIHRE T A —F

L A_FT7EH L

ucb L057

Cmax (ug/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) —
AUCyyy (1 g = h/ml) 462 [10.5] 230 [7.8]
CL/F (mL/min/1. 73m% 10.9 (9.4-13.1) —

B AT AP —DBREDR (%) 81 [7.5] 87 [7.2]
MEEHT H OTE R (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
MmigENT 7 V7 7 A (mL/min) 115.4 [8.1] 122.9 [7.1]

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

tmax, t,,. CL/F, MEZEHT T O IARNTF JufE G/ ME -5 KD

(3) T AERR B

<FEBFUL 16.6.2 L 0 #EEE>

LK NSRS (Child—Pugh 5340 A L OV B) DR AFHEREIR TS LA_F T v & A2 HER AR E L
elEx LRFTRZLORY 7 VT T AE TR LN o, EE (Child-Pugh 73%C) @
JFHEREIR T CIX. 28 7 U 7 7 & ADMERRA OF 50% & 725 72 % NE AT —#), [7.3,9.3.1
Z ]
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11.

JFREREIR T3
HpHEhhe (EA 3PN Child-Pugh Child-Pugh Child-Pugh
RT A—H (N=5) SIFE A 2y JE B DHC
(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
L RFFHH A
Cmax (p 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) 234449 224425 262458 595+220
t,, (h) 7.6+1.0 7.6+0.7 8.7+1.5 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
SEEIfE £ SD
a) LARF T H AEEHOME
<FBTFUL 16.6.3 L v#xi>

(4) il

EEEICBITA L RNF S X LAOIEMEEEICONT, 7 LT F=2 7 VT 5 AN 30~T1nl/min O
WeBRE 16 B (FElp 61~88 1) Z kIS & U Calli L7-f . mlind Clrais s 2355 40%iEE L,

10~11 B[ & 22 o 72 2 50 (AME AT —4), [9.8, 16.6.1 ZH]

Z Dtk
MM E R L
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T2t ERLDIESF) CHYSIEHR

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

DEXIIHRICEET HEE L ETDER

RIESNTHRN

RZERUVREICEET HEE L TDEB
(V.4 R R ORI BT 5 R B0 52 L,

BELGEANIE L ZNDER

8. EELEAKRNEE

8.1 EHAPIZRBIT A2 BEEORM/RBER N LELGTILIZLY, fhﬂh%@@%%ﬂﬁfﬁﬂ
AEFEIRERH DN Z ENHDHDT, FEEFIETAHEEICE. D7 & 2 @M EM
T2 ICBET R EEEICITY 2L,

8.2 IRR., HEN - £H)) - KEEBRENEDOKRTFTHNEZ DI ENHLDT, RAEEHOEBEE
\ZIX H B E RS F@%#o%ﬁ@ﬁw_%$éﬁ&wi9& ThHI L,

8.3 Ly, S5EL, EEMR, BHE, WEBRESOKMIERAS Db, BEERICELIZELHD
DT, KA GHITEEOREBROREOEZFERSBIZE T2 L, [8.4, 11.1.6, 15.1.1
Z ]

8.4 HBE K OZE DFHEECHEEN, BRSO RHERIEELO ATREMEIZ D W TR 24T,
PRl & B I 2 I &9 KofEd 52 &, [8.3, 11.1.6, 15.1.1 ]

BRENDERZAILEEICHT HEE

() 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) el ERE

9.3 FrikRElEE RS

9.3.1 EEIHEEEEDHSEE (Child-Pugh 7% C)
[7.3. 16.6.3 ]
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M EEReZ= AT 5F
BREI LTV

(5) tE4T
9.5 1%
B AT L C WA ATREME D & A & EICiE, AT D X 570U 27 #Z 8 LI EO AN
falittz EE D LR S5 A ICORZEET5HZ &,
B MIBWT, IRFPICL XTI X LAOMHPRENMET LIZEORERHV, 5 3 MU X
A —HMICE <. R THIRATD 60% & 72> 7= & OFENRD 5,
- 7y MZBWTIHREBITHERZE D bt T\ b,
- B FEBRICBWTC, T FTIHEE hOBREE L FREM EORE CERER L OREOE
SV O, REEIE, WO TCRMMARD L, UHFTlE, b b~DIREFEED 4~5
15 DR CIRESE, B O L OEFTEOHEINNRFEO 5TV 5,

(6) 1=3.4m

9.6 IRELIF
R EOFRMER OMAREOREMELZR L, BILOMKGE IHIEEZRETT5 2 &,
b FNLHHPA~BAITTHZ RSN TWAS,

(DR

9.7 /hR
R AR RSO AR R 2t G & U2 BRRERBRIZE N - s & B30 LTy,

8) EEnE

9.8 BEE
JVTF= VT T UoAMEESB IR E, BEMRERE TR EEEICKGETHI L,
EE CITBHENMET L TWD Z ENZEW, [7.2, 16.6.1, 16.6.4 4]

MEEHR

() BRESEZTDER
REI LTV

Q) BtRER L FDER
BIE STV

Bl{EA
1. B¢

ROBWERR® BN Z LRHHOT, BEEHMATO, BENRD DNHEIIIRG
EHUET %7 LY RLEEITO 2 L,

(D EXLEIMER & DHER

1.1 EXLEIMEA
M1l hEERFKEESRAMAIE (Toxic Epidermal Necrolysis : TEN) . FE IS %4 IR ER 4iE % &%
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(Stevens—Johnson fE{EEE) (W30 BEEE AHY)

FEEN, ALBE, K - DA, O, IR, RFEM., DARFEORFERRD LN HEITIX
hHAZRIEL, MEREEZITO Z L,
11.1. 2 BXIMEBEREEIRE (B A

WIHELR & UCRIZ, BB A LI, TICHFERERS. U o HiER, BfmEkEn, 4FReekey
%, B CONERIBLE AL ERMEOEELMBEUERN H b DL ERnH D, ek, B R
AIVRAT A VA 6 (HIV-6) ZED T A VADFIEHALEZES Z L%, EGHIEER RS,
FE PR ESEOERDP R D 5 VLB LT 2 RNb OO THEETLZ &,
11.1.3 EEGMRES (BHERH)

LM ERJE D | DRI ERSE . B ek . R ERBD . MR bbb s Z ERd D,
11.1.4 T2, B (W ThsBEARR)

AR, HREOEERMEERL DO ZENH D,
11.1.5 BEX (BHEE AR

BWLUWETE, #E, B, WEEOERPH b)), FEREO EANBD ONHAI
AR L, EEIRAEEZITS 2 &,
11.1.6 EME., BRER (WFivd 1K)

Sy R, BEEL, BB, B WEBMEEORMERR S bbb, BRERKIZEDLZ b H 5D, [8.3,
8.4, 15.1.1 ]
11.1.7 tEERARRE (B AI)

e, BV, CK ER, MR ORP I A7 ey EAERNH LN GEAICIZRE 2P Ik
L., @EIRELZITH 2 &,
11.1.8 2UEEE (HERH)
11.1.9 BMERE (WHEAP)

FEEN AR, myE CK BF- AR, mEOZEH), EEEE. BT, QmEROEMERH S
ORIEGEICIEEGEZ R L, REHE, Kotk MREREOMEYRILEZITH 2 &, £,
IAT e UREEDEERECDIK IR ALDNLZ 0B 5,

(2) Z DHDEIEF
11.2 ZO D E/E A
N 3L I~ 3% 1A HE A
OE M o | EOCHUR. SO EW [k, . TR LR,
(10.4%) . 58 IR, SPRIHE, el Wi, EEBL. OB, i
(11.8%) . RIGE, |8, #7115 - R, SREAE. B AR,
R (27. 9%) R TR, RS T,
WARLE, WHATD, | BT 7 h—v
T e A R Y | i), v, T
UAF RV, R | W E,
PREpESD o AR i MR
BRI K
R, S= %
fe, HeE
i B I T, IR, R
5 FEAE. FORINE
SR EREOR P, P kD
i PR Z ML, L
BOSORD, i BR
NSRS s
R LEM O LR, B
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JE=
W R, T, |, . TR, IRk,
ifp D S ) PRI, 82
. Wk, fEi
BT ALD R e R
Wbk, BT RO R
) N N
iR - L R EEE, A
R
B (30.2%). A Lk, Ul BBMm. Ik
g VEESEPE . EAGE[R. IRk, A o7
oy Lo
RAFORE | RAR
i M. 7O, R, B B, I
2 5. S A RIS . FRER| MV
;fg
| . . R s . B
MR, B [
P i, EHATED £ 0
Rk, B, RE|I 10 7 U T U RS, 5. R R L 55
=i Wb S . P VI, BRI ()
i i

9. BRERBRERRICKITTEE

BIE STV

10. BERE

13. BEHE

13.1 FER
AEOTHIRGEHREICBNT, LRF T X L% —FEIZ 156~140g IRA L7=BInH 0 | IR, ik,
WM, B L~V O, FEUAME] & O RES s ST B,

13.2 g

AFNTMIBEITIC L VRETRETH Y . BB L TV AR OFEEIZS U THLEENT 0 3 & &
B35 L, [16.6.2 5]

1. ERLEDOEE
L _FF & AEE 250mg « £ 500mg [HAYVE] :

4. BBRLDEE
141 EFIRFEEDEE

PTP GlZEDIEANT PTP > — F 2LV L TR T2 X 988552 &, PTP > — FOFRERIZ &
0. BB EERE R L, ISR R 2 U CHERR AR % O EE 7o & 0HE 2 DF 3
TAHZEND D,

L RFTHHXZLARTAm vy 7 50% [BIE]
REI LTV

12. ZOOFEE
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() EREREEAIICE D 1B

15.1 ERERERAICE D 1B

15. 1.1 ¥EFh CEfE SNT-AFN 2 E LB O CTANAIKIZEBIT D, TN, FBERS 254
L L7z 199 OF 7 2R REEREBOMRGHRERICE W T, BRASELEOEEEK ORI O U R
7, FLCAMAEDIRAFETT 7 B AREE & e U TR 2 155 < (BUTAASEIRFIERE - 0. 43%,
7T RAREE0.24%)  FLCADAEDOBRARETIE, 77 B REEE 1000 AH72D 1.9 AZ W
EHE SN (9%EHEXM 1 0.6-3.9), £7o, TANABREOY T I V—7Tlx, 77 HREE
EHER1000 ABHT20 2.4 A WEFHEEINTWD, [8.3, 8.4, 11.1.6 &M]

15.1.2 SE AR AN TANABE 1208 il x5 & L= 7 7 & Rkt REGRRBR O OFA AT 23V T
FEREMIRIEATENE R O HEF SR (WBEME, W, &Y. R, E\IE. BENIE, #1955, [H8)
RZEE, WU, EENRZ . SR, R, MRE, ARKRETE) OFBLERIIAKIRE T 13. 3%,
TTRARHETE.20CThH o7, RIS, AMENNRTANAUBE (4~16 %) 198 flaxtge L Lz
77 2 AR SRR IZ 3 1T 5 YA FEFRORBLRIIAFIE T 37. 6%, 77 BARFET 18.6% T
HoT,

Fo. SAENNRTANAEBE (4~16 %) 98 Bz xtg & U iRaisne & O TENC 3§ 5 28k
Z R 5 77 £ AR BRI N T, SENRBRFTH L, 77 e ARHEE i L TH®
BHFTE) O BEAL D RIB X7z,

(2) EFEERRERERICE D < 1B#R
REI LTV
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JERRPREABR B9 4 1EH

I ER

(1) AR
VI S FEEICBE T 2T | OHEZM

(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
AR 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
L ARFZ X AEE500mg [BATE) AL T R SR L)
LRFTELARTA vy T 50% THR) AGEEELY
) EE-EMEOMLFEIZLVERTLZ &

By : VRF TS A Y L7

B
R 347

BEIRETDITE
SRR

kW EDFEE
FRE STV R0

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— R4 - RIS

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

M % K T7z=bhAr, IR EBE Y AT oA, Zaf BN,
JRAF L TR FU PETI—FROTE Y F HY

EEREFEAH
YR L

Y=t 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)

LRFTEH 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




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, BHHI EOBRERSLTH 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)

Ty K<y« X< BEE > 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 J5 : European Pharmacopoeia 10.0 Volumelll
KIEFKSRF7 : U.S. Pharmacopeia National Formulary 2019: UPS42-NF37
LARF T LGE 250mg [HR) OREMEICET 286 OndaEk) [D002852]
LARF T & LEE 250mg THATR) OLEVEICE T 2 &k (a2 i1 2 AR FESM:) [D002881]
LT T & LEE 250mg THVE] OZEMEICET 28R (PTP @25 K OV T al3EIZ86 1T 2 KR
24) [D002882]
LT T & & LGE500mg [HIR) OZEMICET 2k (ndEdER) [D002853]
LT Z &4 LEE 500mg THATR ] OZEVEICE T 2 &6 (a2 2 IR (75A) [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]
LRFITEHLRTAmy T 50% [BiR) OwEMICET 28R (Bl 2857
2/4) [D002890]
VRFTHZLRNTAvmy T 50% IR OZERICET &R (T w30 245k
f72&41) [D002889]
VRFTHZLRT A my T 50% G Oo#ltl X ORMEOZEMRICEY 5 &8k
[D002869]
LT T & 2 LGE 250mg THVG) OFHER (EW5rESENE) (2B 2 &8 [D002850]
LARFF8H LEES00mg TR OFEHRER (BRI (B3 2&k [D002851]
LRF TS L RTA vy 7 50%BiR O HEER (%70 [R5 12 B39 2 B EHD002844]
A= T T8, FIA4vmy 7 JilEE 20154 2 F 20 HKGR, HAWREE
A — T8 201047 H 23 HAGR, CTD2.7.6
A= 7 T8, K74 vmy 7 201345 H 31 AKGR, CTD2.7.6
A =778, FI7A vy 7 g{EEE 2016 42 7 29 H/AGE, CTD2.7.6
IAARFI— fth : TADANIIE 2012 ; 29 : 441-454
A =47 TEE 2010 4E 7 A 23 AR, FERSEE
A= 7 T8, NI4T my 7 ST 2016 42 2 H 29 AR, FAEWMES
HANSFATE R E > 2T A <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2023/7/12 77 & 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)
Loscher 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)
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39) Hanon E, et al. : Seizure. 2001 ; 10 : 287-293 (PMID:11466025)

40) A —/4 7T SRERE 2014 4E 7 A 4 A/KFR, CTD2.7.6
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KEWRA SCE 8 USE IN SPECIFIC POPULATIONS

(202049 H) 8.1 Pregnancy

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 preghancy 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.

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.
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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.

A=A NZ7 VT O53HR x|
(An Australian categorisation of risk of drug use in pregnancy) B3

https://www. tga. gov. au/products/medicines/find-information—about-medicine/prescribing—med
icines—pregnancy—database (2023/7/12 7 7 & X)

2% PO

A=A KZ VT D5FE (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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(2020429 H ) 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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