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V. BEICEEI HIEHE

1. BEEXIEHR
O—BMICEORENATERVERICE TS, TROARISHT 5LAFS 8 LAROUKOK
BRA
- TADABBEOBARIE (ZRESRIEREEZED)
DR TADAETHEEHRIBD SNENTADNABEDBEMKHEEICHT BHTA
MAZEE DR
OTAMNAEHIRE

2. PEEXIIHRICEET HEE

5. %8k - HRICEHET HEE
(TAMAERRE
BWAA RTA 0 V%BEL L, KRORENEY LMW S BFICRETL2 L,

3. RERURAE

() AZERUVHAEDMEER
(—HHICROBEATELVEBICETSLAFS 42 AROK OREBEE)
LRFSEZLOROKBENSAFICUYEZ B5E -

BE, LXTFIXAROBELERT | HHAEROESEEICT, 1 RIE%E 15 00 TRl
ARNEEE-T 5,

LRF S22 LOBRAOAREICRIEARFEZRET 54 -

A aEE ., ATV R_RF T X AL LT1H1000mg &2 1 H 2B, 1[EIEE 15 50507
TRIEFFIRNE 535,

INR SEE ., 4L EO/NRIZIZLAR_RF IS 2L LT 1 H 20mg/kg & 1 H 2 [ENTAT., 1 [EE
% 15 ) CARERIRNE 595, 7272 L, IRE 50kg LA Eo/RNRETIE, RN &R CHE - B
BEHWD Z L,
WTFROHAIZBNTH, ERICEVEETEECE 52, 1| Axm&G5ELR O EFETLITO
LRV ETHZ L,

B BRATIE T B E & 5513 3000mg 28 2 72\ 2 & & L, #Eld 2 L EoMEE 51
T1HAEE L T1000mg LL 2179,

INB AU Eo/NETIR D BREESEIT 60mg/kg 222 b &L, BEIT 2 BB ED
Mgz &I T1 HHESE LT 20mg/kg LA F$217 5, 7272 L, {KH 50kg LL ED/NRTIE, BA
CRICEEEEHNSZ &,

(TAMAETEIRE
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M ER L
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LOTHDHZ END, FRETLICEBEICBILE LN, HIEKOHEZHRTGITLZ L, £,
SRR E 2 AT 5/ NEREIZ OV TH BHREORE IR U T, AR O 58 &K O 5-[HkE %
MET DR CEEICKRET S &, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 ]

P R I R STy
LT T=e7 Y >80 >50-<80 | >30-<50 <30 pzyiip | im b i
7 7 2 (mL/min) ARRE | OMFHE
1000~ 1000~ 500~ 500~ 500~
1 B ha
3000mg |  2000mg 1500mg 1000ng 1000ng
‘ 1 [ 500mg | 1 [ 500mg | 1 [ 250mg | 1 6] 250mg | 1 5] 500
R o [7] 500mg | 1 [A] 500mg | 1 [A] 250mg | 1 [A] 250mg | 1 [F] 500mg 250mg
1H2@ | 1A2@ | 1H2@ | 1H2E | 1H1ME
.. 1 [ 1500mg | 1 5] 1000mg | 1 [ 750mg | 1[5 500mg | L[] 1000
B 71 1500mg | 121 1000mg | 1 121 750mg | 1 [2] 500mg | 1151 1000mg | o
12 | 1A2@ | 1268 | 1H2E | 1H1MH

a) CTADAEEIRREZERL

7.3 EEOMEREDHHHBETIX, FFIRTOZ LT FUEAMEFLTBY, ZLT7F=
7 VT T AED S TILBREREORE 21/ T 2 R H L 2 LD, LV IEKAE
NHBMET D EEbIC, HEIUERZBE LA HELROCHEZFG TS L, [9.3.1,
16.6.3 /]
(—EHICROBSATELVNEZICE TS LAFS 42 AROZFOREBEE)

1.4 ARHFZREFAREICT L THERT 254812, ol TANAEKENRT S Z &, REM
RIFEVEIT R D AFN M G- T O FFRBRITE N L T,

1.5 SUHERIRNEE G SR OB HICE 0 B2 B0 085 O kR O &Z, SEEIRNE S
ERIC T AHERERERERET S Z L,

1.6 ROBENARRIZZR T2 AT L R_RF T Z AR A/ANCE V2 52 L, BN
DEFERBRICB T, 5 BRLL O SHEEAIRN & G513 5806 LT,

5. BRERALIE

(WERERT—2 /1Ny ir—o

BREERR L

<fii & >

FREREB DO LUARTF T v & DEFHANL, VAT T8 7 A0 RAZ —RRICRE TER20WIEEOR
BRI LTI 2 Z &2 AR S Nz,

ZD, FFERLOGIRT — 2 3y r—03, BHERA 2 RICEIRN IR G GRS o3
VB g 2 i U 72 A BRIRERER | I ONE T A A B 25 RICHIRN IR G- o 2 el 2 EH A &
L= BRI &2 JITHE S TR D . AR VNEDOWFIZE N TS, FRA G-I O A 201
Al A 32 H B9 & U7z BRRERBR 13320 S TuhZuy,

(2) BB IBAARR
LB L

Q) AE RIGIERHER
M ER L

(4) HREEAHIEAER
1) B3R ER
(CAdb BB OISR (CRIEEBRIEELZET))
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OENE TAHRRBR (B 0&) SR FI~DY) v & 2 3 5R)
W FEEH T D 16 LA EOTAMAEE 16 flERRIC, LXF T 4H A 1000~3000mg/ H %
OGS 15 4RSS IRNE S 4 B, 1 H2ED) IC80 Bz b &, RAORGRKE O
TERIRN B G-RRZE1T 5 1 B &2 0 O RAERIEL O H 9l (55 1 D900 — 55 3 PUSAL L) 1.
0.59 (0.04-1.12) [EI&Tr0.38 (0.00-1.00) [ETd -7z 19,
RIVERZEBUSEE 13 18. 8% (3/16 f5) T 7=, RIEMIL. TEFHBALRAE 6. 3% (1/16 1) . &L
PPN 6.3% (1/16 ) . VESHERALAERR 6. 3% (1/16 f) TH o7z,

<EFIRX 17.1.1 Xk viEse >

QEWNFEIAHRER (A, HARRE)

I TADNA L SN BOREZHT TS 16 U FLOoBRELRIRE LT, LXFFEHZ A

1000~2000mg/ H (1000mg/ H % $¢ 5-FHIZFAED 7 & AL T= 555 1% 2000mg/ HIZHI &) XX 3000mg/

H BIEOAEIZ 0053, 3000mg/ HIZHRHIMIHG) 2 BHANC TRO#KS Lic & & M

HE T D 1000~2000mg/ A BED &M &ICHBIT 5 6 » HRIEMEEBEEOEIAIX. 73.8%

(45/61 f4) T > 72, 1000~2000mg/ H #f D Fe #&F A H & T o 1 HFEAETH B E DEIG 13 59. 0%

(36/61 fiil) Toh-o7z, F7=. 3000mg/ HEEIZEIT 5 6 » AMBIEHREZEOEIEIT 22.2% (2/9

Bi) . 1 EMBENEKEEOESGIT 1L 1% (1/96]) THho7=,

RIERFE B 1X 54. 9% (39/71 f4) Th 7o, EREWERITER 32.4% (23/71f]) Th o7z,
<EFIRX 17.1.2 L visze >

QEWNE I /MAHRER (BN, PFHEE)

L A_FZ & & A 1000mg/ H, 3000mg/ H K ONT TR %Z 12 HEROES EEFEOHTANAIEK L
OFFH) Li=%a. TEHMEEE TH L H 720 O RIERIEDRITTROL B THY |
TITRREEL LARF T X LR (1000 &Y 3000mg/ H) WONZ L_F-F & Z A 1000mg/ H D ]
THFFRRA BENRD bt (R E4 p<0. 001 M TNT p=0. 006, #HHEZ K. BIZHIM
BT DR LTl 572 0 O RAERIE A R & L 5 o). B, SRS
% 50% L AR F—L— b (Hd7= Y OFHSFIEEED BRI & T 50%2L Rk Lz i
DENE) 1%, 7T BAREE 13.8% (9/65 f4i]), 1000mg/ H#E 31. 3% (20/64 ). 3000mg/ H & 28. 6%
(18/63 f5l) TdH -7z 12,

W& 720 OERSYFEAER L Y 7T RERCHT D
. 1 Wb o 9
(6 ﬁ% ;;[g B () oS ]
! ! (p &)
75 R R 65 2.73 | 2.67 6. 11
18. 8
1000mg/ H B 64 3.58 | 2.25 | 19.61 20.9 (6.0, 29.9]
[10.2, 30.4] (p=0. 006)
3000mg/ [ 63 3.44 | 2.08 | 27.72 (p<0. 001) [10.3?‘23.6]
a) BN KOGt O @5 — & 231 o T B FEFI %L

b) 1 RfE

o) XPEALREE F I LS < bR

d) #HREA R, BRI 1T 2 A Lol b7 0 O R ER & e & & 5 45y
o

1A B R K OVERAT RS o0 B VE F S BRAAE 1T 1000me/ A £ 58T 56.9% (41/72 f5]) . 3000mg/ B #&
S5/ 54.9% (39/71H) THo7-, TRBEIERIZ 1000mg/ H & 58T, fHIR 13. 9% (10/72 ) .
HHEEDE 8. 3% (6/72 51]) . ¥FEhME D F > 8. 3% (6/72 1) . 3000mg/ A $5-#F THEIR 9. 9% (7/71 ) .

_12_



EIRBEZ 8. 5% (6/71 f5]) . THEMWED F\5.6% (4/71 ) Th -7,
<BEBAEIL 17.1.3 L v#git>

@EWNFEIAHERER (A, PFHRE)

L ARFZ 4L 500mg/ H, 1000mg/ H, 2000mg/ H, 3000mg/H K 7' Z &A% 12 B O #&S
BEFEOILTANAE L OO LGS, sHMIEIIC T 2B 6 OB & 72 O 533
TEEIBOE % (FPf) 13, 24 12.92%, 18.00%, 11.11%, 31.67% &% TN 12.50%9CTH V. =
ZEHMIEE TH 2 LAF F & H L 1000mg/ HRE, 3000mg/ HHE KR O Z EARFED 3 FEH TORHM
Mz F T 2BEHM DO O & 72 ) O3 FAEEEIRDFIT HFH PR BEEITRD b
M7= (p=0. 067, Kruskal-Wallis F2iE), 728, KEECEBIT A 50%L AR X —L— NI, 7T
B AREE 11. 6% (8/69 i), 500mg/ HEE 19. 1% (13/68 41) . 1000mg/ H&f 17. 6% (12/68 1), 2000mg/
HRE16.2% (11/68 f51]) . 3000mg/ HFE 33.3% (22/66 ) T o722,
B P S OV BT ] D BV I 8 B S 1, 500mg/ R #¢ 58 60. 6% (43/71 f4i) . 1000mg/ H #% 5-
BE61.4% (43/70 f511) . 2000mg/ A £ 5-#f 58. 6% (41/70 51]) . 3000mg/ H £ 5-8 64. 3% (45/70 Hi))
Thotz, EREIWEMAIT 500mg/ A 586, SHEEZ 14. 1% (10/71 ) . FHi 9. 9% (7/71 ) .
FEIED EV7.0% (5/71 1), R 7. 0% (5/71 1), 1000mg/ H £ 5-# T, SMATHZ 18. 6% (13/70
) . fEHR 10. 0% (7/70 ), 2000mg/ H $&5-HET, fHAR 17. 1% (12/70 B) . SAHEESE 15. 7% (11/70
fi) . P45 7. 1% (5/70 ). 3000mg/ H $¢5-Hf T mIAFAZ 21. 4% (15/70 ), MR 17. 1% (12/70
B) . GFPEREDRA 7. 1% (5/70 ) To o7,

<EBFIRX 17.1.4 XL visse >

M DHLT AN AT RBENED SRR T A ABE OREMREIEICHT 55 TAD
AR E OOFRREE)
G EBILE S AR (BRA)
BETF OPL T AN AT TH o 72 BRI R 035 D 2 Vs ERMARBIEEZ AT 2 16 i EOTA
WA 251 Bl (AEARN 43 Bla&Ete) x5l LT, L_XF T8 X A 1000 4 L < 1Z 3000mg/ H
(1000mg/ A b 5-Z2Bta L, #5 8 M £ TITRIENA LNIZHEIT 2 #HEME T 1000mg/ B §
- 3000mg/ A I E) X7 7R % 28 HEKRAOHKE BEFOH TAMAEKEOHH) Liz&
&, FEFMAEEB CTHHEEMM NS0 H 7= ) OREFAFBIEREI D RIITEO LB TH
0. TTRREEL LT T2 X AHOM THEHENZRABEZDSRD bt/ (p<0.0001, #HEE &
OE %K. BIEWEICRT 285 72 v OREFRFEEREE 85 L 32 L8 2,

B T- 0 OME RS 75 REEE D3
gk B | | [9PMEMR
wE | o (D (p fi#)
7°5'IZZRE¥ 109 0. 83 0. 65 19. 64 56. 13
. — N [44. 02, 68. 24 ]
L R_RF T H LEE 117 0. 89 0.16 76. 98 (p<0. 0001)

a) Full Analysis Set

b) HLAE

c) HEBEROEZHE T, BIERHEICRB T2 8H7- 0 ORERRIER S ZLEE L T 55
rHi

BIVE AR BISERE X 23.8% (30/126 i) T o7z, ERENWEAIZMER 2. 4% (3/126 #i) TH-oT=,
F o, ERERARAMEEE EIER) X RPERAYE 7. 1% (9/126 1) | i/ MREED 4. 0% (5/126
) . AFHEREED 3. 2% (4/126 ) TdH o 7=,

<EFIRX 17.1.7 L viszge >

OHEMFEIAHRE ()
BEAFDOHT Ad AFET 4 72 VB R MG B L2 W BRIERMEIEZ A3 % 4 3L 16 R
_13_



WO/NRTAMABE B2 E LT, LT TEH A 40 T 60mg/kg/H (K 50kg DLk
1% 2000 X3 3000mg/ H) % 24 MR AL BEFOMTANARLE DG Lics &, FERF
E B CTh 2B D O\ H 7= 0 O E I MERIEIR D O Fgufl (95%(F X M) |
56.52% (=15.74%, 98.18%) Td -7z 'Y,
RIVE S8 BB EE 13 38. 6% (5/13 i]) T o 7o, BIWEHNIMEAR 23. 1% (3/13 i) | e ®hfz % 7. 7% (1/13
), 89 7. 7% (1/134510) . FHI7.7% (1/13 %) Thot-, /-, BERBREMERY BIER) X
DER QT HER 7. 7% (1/13 ) Th o1z,

<EFIRX 17.1.8 L vi#sse >

2) TR
(CAMNABEOIHGRIE (ZRMESBRACEIEL 5 T0))
OE W& #HIfkee & 5-505k
EW%HNM%%%%U\ﬁ%%&)%%TLt%%MﬂW%ﬂ%ELT L _F T & A 1000
~3000mg/ H % 1 B 2[ENZH T TREAKG L2 & 2 O BIERKIZLLTO LB THo72 1419,
$ﬁﬁﬁ§Mbk%&%@o%umﬁ%%@%#ﬁéﬂtﬁﬁﬁ% CRAT UARBRZ KT Lz
(24~36 » HT 16, 36~48 % HT47 H, 48 % AL T 28 ),

.00
[ )%
g 500
T
x=
Ei‘é 4,00
£
82 300
=T
nE
g
=B 200 .
EE 4 4| f20 ' O
q e —— ]I ]
Loo TSI ;
Rl 2 100 196) 5\ 189) (o 185) (81) (7D (77 iy (S0 \T _T [
0.00 S S
.9.‘} \\aka}xa\__ﬁ.\‘%‘{\‘\\‘h@Q\{'\Q\'{'\{'\“"”ﬁ\
A S O ¢ﬂ
ﬁ*ﬁ RN i o S o

iR

BIVEF R EIAERE 13 92. 1% (139/151 f) Tdh-7-, T2REIWEMIZ&ENEEEZ 55. 6% (84/151 f51]) . ¥&
Ji5 24. 5% (37/151 f81) . fEHR 22.5% (34/151 f§]) ToH -7~
<BFUL 17.1.5 L v#EEn>

QEWNFEMAHFER (/)

BETFDOHL T A AEETH o 72 BB R DG DR O IEE AT 5 4 Ll b 16 AR O
INEBTAMNABE 3HI 5L LT L_XF T A 40 Xk 60mg/ke/H (A 50kg LA 1% 2000
% 3000mg/ H) A 1 H 2 ENZ4TT 14 @R AL BEFEOHITANALIELE D) Lk
., TEIMEEE Th 2B 5 OB B 72 0 OS5y F RIS R TS (95%(F 8 X M)
%, 43.21% (26.19%, 52.14%) TdH V. FAEHE OB 1R LTz,

T, NRTANARE S5 FIIC 14 BLES LT T X L 20~60mg/kg/ H ({KE 50kg LLEIX
1000~3000mg/ H) % 1 H 2 BIZ/T Tt 5 L7z & O EIERIEITILL T LB Tho
7= 19,

_14_



®)

Lob A

—_—
o

(73

(73)

(1 Pg e, 300 ATeL)
=

M 1= D o REER PRl

23 (sq) (53) (29) (14)

——

RN RN EERS SREEYS S#sRY #RG RS
(148 1H~3+H 3-6+H 6~9+F G~12+0 12~15+H

BIVER R BAEE T 58. 9% (43/73 fl) TH - 7=, E2EIEMIL., IR 42. 5% (31/73 i) THH 7=,
<FBEBFUL 17.1.6 L vt >

(MDOPFLTANDAIETHRRNENBD LN T A A BEORER BT 2P TAN
AR & DR
QR Mfkke iz 53k (A K OVNR)
] B[] 26 MLAH BB U < 13/ INREN S IAEEER 2 58 T S EIRS 3[R 235 AR AR 2 2 A +00
Oi=oFeh 20 BLABEIZHFIE L7 BARNESE 4 flaestsg s LT, A (16 Ll E) Tl T
7+t # 2 1000~3000mg/ H, /NETIXL_F T &L A 20~60mg/kg/H (R 50kg LA EIE 1000~
3000mg/ H) Z#EO#LE Lz & & MEMARBERKIZLLTO LB Thof 17,

1.4

§ Lg |t 1)
s
%E Lo
EE €k 1191
att&" 0.8 T :
g [
o e - :
gﬂ K @y 138 3
@E 0.4 1 N {3a8) T (221 (1 f12)
sg ) i
o (6]
o] 0.2
m |
0.0 ; e ; —
o AR i A e ki e AR ™ i o i
*ﬁ A {"-'-' .‘}J’-‘" P L (A R )
& f : S R A I A
" PR

RIVEHI S BUAE R 1X 38. 6% (17/44 B)) Th o7z, FAREIWEHITEIR 11. 4% (5/44 #) Th o7z,
Fo, BAMEEREE EWEMH) X, OEXQTEER 4.5% (2/4441), 77=7I/ TR
72T —FBHNIN2.3%(1/44 f5])) . T ARG X UBT I ) N T AT =T —BHEN 2. 3% (1/44 #51) |
C-PSMEER N 2. 3% (1/44 1)) . AREEHGN 2. 3% (1/44 ) Th o7z,

<BFWX 17.1.9 X vifzig>

BE - AR
MR L
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(6) SR AafE F
1) ERARERE (—RERRERE. HFEEARGRAE. FRARELKRARE) . RERTRT
—AR—RAE. HERTRERAEBROAR
R L

2) RBEHLELTERFENDARXIEERL-AE - ABOME
AR ANA

) Z ot
MR L
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VI.

\

EEHE(ICEY DIEHE

EEZHICEEH DELEMRITLEYRE

Tr= Yy, AARNTEEY, S Falr YA, suaFBEA8, V=3I R, e AFLA,
HARLF o PETw—FROTERY X
HE  BEO® LGOI - DIREFIL, BHORMIELSRT L2 L,

EEER

(

1) YEFRERGL - 1EFF
LARF T X AT, BRESHEREOTEE A A F ¥ F LB LARLR Y iRk Rko v+~
ZNETZ AU 20 (SV2A) & DFES 1920 NI Ca¥ F v RLFHE 2V, HIFAPY Ca Bk 22 |
GABA e O/ ¥ AMEBMEBIICK .27 0 27 U v 7 LEOIH] 2, s om R 22 [F b
O] 2 722 ERMER ST D, SV2A KT DRSS HNE & ST ADABME T MBI 5%
TEINHIVER & ORNCITMBERBO BND Z Enb, LRF T X AL SV2A OFEGS, FEVEMH1E

RAicwbELTnbbntEZLND ¥,

<EBUL 18.1 K v #ksFe >

(2) TR T1T BHRERMAR

1) TADPAFIEICT HEH

WA 7 Y == TET AL THLIRREBTVNAET VR ORRXCF LT T — i

FITOVNAET VR ETIE, TONAMBIER ZRE 20 o7 2 B3, ARESAEY Y KU 7

VIR E XU FLUT RIS AFR U RY SR O Eah e T A = Uik E

DTy b ANTAT = VBRI TANAT v b (GAERS) 7, BEFMERIE~DT 2% /2l

EFAE, BFMEE KB LT TANABET VICB W T, BIEMHEER 2~ LT,
<BFUSL 18.2 kRt >

2) BUT A ARIENER
REELAEF > R 7Ty MTBWT, F2 RY 7B Lz ™,
<ETIRL 18.3 kv #AFE>

3) AR IR 5 F DD EH
7w h® Morris KEKEEHERIZB W CTREMEREICEE L KIFS T n—F—o v FRBR CILES)
REREICH B A RIS o7 P, F£72. TRIMEIARGEE T » MW THBSMIAR#EEN 2R L
7~ %0,

<B WL 18.4 X vzt >

Q) 1ERRIREFRT - FrithFra

LB L
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VI. EYEREICEAY SEB

1. MPREDOHR

(W AELEMNGIFRE
BRI L

Q) FERABR CTHREIN-MPRE
1) HE#REH R OXERS
fERERR AN LT T & A 1500mg & 15 3 CRBLERE IR S LN B 218 4. 5 A R KE A

RN E L2 X, LRF T X LADOEYBNEE T A —Z U TFDO LB Tholz 2%,

BRI EATIES 252 g5
IXTA—H (N=16) (N=16)
Coox (1 g/mL) 108.7 [17.5] 109.0 [17.3]
toe () 0.25 (0.25-0.25) 0.25 (0.25-0.25)
AUC, 1y, (g * h/mL) — 390.8 [10.0]
AUCy .. (ug-h/mL) 437.3 [11.7] —
t,, (h) 7.21 [11.9] —
CL (L/h) @ 3.43 [11.7] 3.84 [10. 0]

RMTFEIME [CV (0) ] o, VE P RAE (/MR KA

a) EBEHE TILCL,
Cmax : %%EEP/%E 1:max .

AUC - 1 H S B — R R R o A

CL: &5 7 V7 J A

5 5 . R
£ 1 5

2) RIHFEFIRAI$ G- & % 0 45250 bk

<FEFUL

16.1.1 X izt >

RN 25 B2 L XF T ' & A 1500mg & 15 R A E RN 5 X3 05 Lz L&, LT
T X LDOIEMBNEERNT A—FIILLTDO LB Thoto, ROKGEL LT, AEHIRNE S
BED Cop 1359 1.6 fi5m <0 AUC TNt (FFALL L TN, 2B, LRF T X AROEKGREOEY

SRR AR 1005 TH o722,

FE e SRR EIR 4 5 & 05 STy b

INTA—H (N=25) (N=25) (90%(= X [H])
Coox (1 g/mL) 97.0 [27.6] 58.9 [37.0] 1.64 (1.47-1.83)
AUC,, (pg=*h/mL) 472.3 [15. 4] 487.4 [15.9] 0.97 (0.95-0.99)
the () 0.25 (0.17-0.27) 0.75 (0.50-3.00) —
t,, (h) 7.11 [11.7] 7.23 [12.7] -
AP [V (0) )0 ty,, TIEHRAE (Bo/ MBS R AE)
a) I EIRA R G /RE A R

<FETIRIL 16.1.1 X0zl >

(3) hEE
BRI L
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) BE - HAROEE
D BEORE
BB L

2) PFHZEORE
<D7I:wvﬁ/(ﬁmﬁwaﬁﬁé%%%&%)
T = b A OBBNER TSI T b a—L T E R WA FEAE T R E R oR B S 1
%ﬁ#éﬁkfﬁﬁh$%6m%ﬁ% I, LRF T X A3000mg/ HEHEE LIZEE, 7=
A > DIIEFRESCEYENEE T A — X T BE RIE S hoTc, 7= b VL R_F TR H
L DY ENREIZ B2 MIE S 2o 72 23 WMEANT —4),

<EFIRX 16.7.1 X vi#sic>

(OVavi2r =1 al WAV Jub:l b SIbRTN 7453 =)

fEFERR N 16 il 2 5812, »~Sv 7 afigh b 7 AOEFIREFIZB W TLRF T X A% 1500mg H

FEREOFG Lzt s, A7 afiEt b U AILARTF T2 LAOEYENREIZEE LY RIE IR Tz,

LRFTHLE AL VT alE)l b U AOEYEIREICEEE RIESehoe ) GMEAT —4#),
<EBFIRX 16.7.2 X vi#sic>

O OB (ZF =NV AN T VA= LRV R LT A R LAOAHRD) (BAFNZBIT %6k
FiAE)
R N 2otk 18 Bl & X521, RGBTSR (=T =LA R T U4 —/1 0. 03mg K ONL AR /L7 A |
LV 0. 15mg DEHIZ 1 H 1) ROV _FFEv& A% 1A 500mgl B 2F 21 ARKEROKS L
L& LRFITIVHANITTF = AVTRANT A —VELR VT AN LILOIRYEHRE R T A —
PN RIES oo, FHEREOMP 7 1 7 A7 v 2 R OEEE R AV E R E KR E T
Hele L, R OBHTIR O EE L RIE S R0 oT-, BOBHTEIL, LT T & LADIEYENREIC
WEERIFE S o7 2% GEANT—4),

<EFIRX 16.7.3 L v i#zic >

@vaxvr (ROANZET 5 RBRERG)
R A 11 s, 3%y (1H0.25mg % 1 B 1) FOL_FFE4 A1 [E 1000mgl
H2E7 AMKEROBRS LIS LRXF T X LIV IR U ORYBIRE T A — & (TR %
FIEE R ote, VAXF T U HLARF TV AORYBBICEE L KT S o725 GMEAT —
&)O

<EBFIRX 16.7.4 L vi#sit>

®@Ui7 7Yy (BOANZKT 2R
7o b oo B R OEBERER (INR) 2 BAREOFHNICHER T2 L9, Y77 U rofkh
TR SZ T T DR 26 B 25t 51c, UL 7 7 U v (2.5~7.5mg/H) ML _FFEH
2 1[E 1000mgl H 2 [\ 7 HEAKERAOEG Lzl & LRXFITEX NIV T 7 U VREICHES
RIEET, 7o ba BV G ELZ TR hotz, VLT 7 U b LARF T X A0 YHEhRE
(CHBE RIES eho 2 EANT—4),

<EFIRX 16.7.5 L v i#zzE >

®7r_Xxy N (BOANCRIT DR

fat ek N 23 il A Rt4lc, P e xR (1[E500mg 2 1 H4[E) ROL_FF+ % A1 [E 1000mgl

H2E4 BRRKEROKRSG LZEE, 702y FIELA_F T4 AORYENEEIZ TR E L2 KT S

Tpipodzi’, G uch L0657 O 2 U T T2 A& 61NK F S &2 P GMEAT—4),
<EFIRX 16.7.6 L vzt >
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3.

4.

5.

(1) A 753
AR L

(2) AR E TE 28
LR

Q) HKREEH
AR L

DHoIVTFTZUR
fRFER NI LT 77X A 1500mg & HELRFE RN G L7 028 7 VT 7 2 2AOFE)EIL
0.87mL/min/kg T - 7= %,
<BAFUSL 16.5 KV #sit>

5) HmAE
R AIZ LT T L 1500mg & HL[ELAE RN G- L7z & & O3 MAFEO FHEIL 35. 8L
(0.54L/kg) THV 2 RNKKSEICITVVETH > 72,
<EFIRL 16.3 LV #&RFE>

(6) ZDith
BARWAAA

B&EH (REaL—ay) @

(1) fBH Fk
LB L

QD NNFG A= EBHER

FHEM BB REMRNT (B DA R T 5 3BREGE)
IR (A~167%) KON (16~555%) O TCAMNABRENGELONTZMIFER L XTF T & LREET
— X & AWT, RHEMERMBN R 21T - 72, ZORHE., CL/F 128 L TRER A TANA
HOV/FICH L CTREMSHRFANICH BN SBROICEROH DK T & LTHEE S -, DNEED
MANTANPABEDOMIETE DL I 2L — gy LR, NETADLABREIZ 10~
30mg/kg # 1 H 2 [ 5 L7z B MRS BRIE 1L, A CTAMABIEIZ 500~1500mgl H 2 [A]#
HUEBRERRRE RIS,

<EFHX 16.1.2 X viigig>

IR AR
P L 720 (RAIRAE O 72 )

VXiil

(1) M & — fx BE P9 @ id
MR L
UTFOWENRD D,
<HE> (Fvb)
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LARFZEH 5 (20, 40, 80mg/kg) % 7 v MIGWENEH-% Ok & MERERR (CSF) H o L_F
T X AREE, BRI EREIC B L,

EREN# 5%, LT T8 & AFMiER L OV CSF I B, Mk 2 @im3 25 2 &8
R INT,

(2) % — A AEREFT BB
A2V AP
<HE>
VI 6. (5) #iF) OESM

(3) LA~ OB
E R ABATT B C L AR S AT B,
VL6, (6) $ZELAR) DB

() BB~ DB T
B L

(5) T DD~ DBITHE
TR L

(6) MIREBHEEE
in vitro O ex vivo B 1V OFER, L R_XF T X AROERHH TH S uch LO57 DIfffE A
FEREARIT, 10K TH B 2,
<EFIRIL 16.3 LV #5EL>

e

(1) FCHERAL R UM BHR R
VIL 6. (2) {RBHCEES-T AlEE (CYP2) O4y1fE. HH5=E|] OEBR,

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

LARFFT'HX AL, FF b7 m—24 P450 RGHEEE CIIE sy, EERMRHRKIZT &' b
7 X REOEZWIKGETHY . 2L VAR SIS OIZERGHEHD ucb LO5T (IR F
JAR) ThD, 7B, AHICRI 2RI A 29
invitroB®BRICHBWT, LRF Tt ALK WNuch LO57 1 CYP (3A3/4. 2A6. 209, 2C19. 2D6. 2E1
KON 1A2) . UDP-2 L7 o U letinfs g (UGTIAL e OVUGTIAG) RUTRF S R R T —HITkt L
THEBEEHZ RS 2hotz, £, ST afEt NI A0 VT a BIEEIC S B8 KT I
Motz W,

<EFIRL 16.4 LV #&RFE>

Q) FEBBNRDEERVZDEE
LIFOWERDHD ™,
FFRIELEE A R 2 52 1T 720 2 E RIS T 5,
(BEFER A B RS MC-L_F T & Z L 500mg HEIRE N#E) GMEANT —)

@) KEYDOELEDHRRVEEL., FAELE
(VIL6. (2) fRHHCBIG T 2EER (CYP %) o4 R, 58] OEEM
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7. HE

TR (%58 6 ) I2L_FF & X A 250~5000mg P & 28R BEHRR O G L7 & X 12
5. 48 FEfH]# £ COHE G- 'K D IR P HEIER O L EIL, REAR L LT 56. 3~65. 3%, ucb L057
ELTIT.T~2L. 9% CThH -7z, SE AR A BN 4 Hill2 “C-L_F T & X L 500mg % E[ARE &5
L7z & x 200 Brh A8 WEfilf4 £ TICHE 58D 92. 8hDHEREM R A5, 0. 1% #1515 [EIN S 7
Too 5 A8 ]t & COH G- RT3t 2 IR AP IE REIER L LT 65. 9%, ucb LO57 & LT 23. 7%
Thole, LARF T EF AOHPMHITITRERIR A1 L OPRMAE FFRIAY, ucb LOST [ZIT-RERIK Al &
REBNAO IR ANy WA B B- LT % 2,
) EWNTHERSN-AKIO 1 HEEEE 1T 3000mg Th 5,

<BFUSL 16.5 LD #Rii>

8. FZUARKR—E—IZEHT 515
BN -3V

9. BWFIZCLKAKRESRE
ABENIMEBENTIZ L VBREFAGETH D, BH L CWOBIERORE )G U TR SN O Eii 2 ZE 35
L,
[VIL. 10. @& 5] OTHESMR

10. BEDEREZEI HEE
(1) /NETAPAEE
INRTANABE G496 % 1w H~458A0m 17 1, 4~16 Al 32 #1]) 7> HUEE L 72 i
FLARFTEH ARET =X EHNT, LXFTEH A 15 EETHERIRNE 5% O KD ENRE 2 I
FLiz, VT TBX AFEROMBFEFR LT T2 AREIL, L _XFT2HAROFER LR
ETholz, £z, LRXF T & AORMEMIEMEREMIT OSSR, 287 V7 7 ATk L TERE
K OB SRR | A SRR IS x U CRE DA E B D RIICER O H DR 1 & L THE
EEn® GEAT—4),
<EFIRX 16.1.2 X vi#sie >

(2) BHEREREEERSE (RAANCI T 2R BRAH)

BB ORI DB D AERE 2RI, LT I X A HEROKRE LI &, AniTos
U7 T A TBEMAEETERE (CLy @ >80mL/min/1. 73m?) & Hese LT, IR T#H (CLy : 50~
<80mL/min/1. 73m?) TI% 40%, &K FH (CLy: 30~<50mL/min/1. 73m?) T 52%, BEEK F#E (CLy
<30mL/min/1. 73m*) T 61%{K F L7=,

VARFTELLDE I VT TV AZ I VT F=0 7 U T T A EFEICHBLE 9, [7.2,9.2. 1,
9.8, 16.6.4 ]
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RS RE DR
FEMENRE N T X — X EH B MR BT
(N=6) (N=6) (N=6) (N=6)
CLar >80 50-<80 30-<50 <30
(mL/min/1. 73m%) -
&h55 500mg 500mg 250mg 250mg
LRFFEH A
Coox (1 g/mL) 21.9 (31.2) 15.5 (25.3) 10.8 (24.3) 9.2 (30.4)
to., (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,, (ug+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
(ol /min/1. 73u%) 51.5 (7.8) 30.9 (14.6) 24.6 (15.0) 20.3 (20.9)
CL, .
(ol /min/1. 73u%) 31.6 (28.5) ¥ | 15.3 (22.3) 9.7 (23.4) 6.0 (53.6)
uch L057
Coox_(u g/mL) 0.36 (9.4) 0.75 (25.8) 0.57 (26.0) 1.06 (29.3)
R 5.0 8.0 12.0 24. 0
e (2.0-8.0) (6.0-12.0) (8.0-12.0) (12.0-24. 0)
AUC,, (ug+h/mL) 5.9 (9.7) 22.6 (45.9) 18.7 (53.4) 57.8 (57.3)
(s () 12. 4 19.0 20.3 26.8
(11.3-15.3) (17.3-19.9) (19.7-23.6) (17.2-33.3)

AT [CV () Tyt L TN uch LOBT Ot 1Z P94l (B IME— e KA
CL/F: AT ORF 7 VT I A ClL: 77U T T2 a) N=4
<BFUL 16.6.1 X vzt >

(3) MIEENT % TV D RMIBEHERFARE (RBOANIBIT 23 B
MAREHT %5 1T T D KB HERERR O s AGEBRE 12 L_TF T & & 2 500mg & B HT B AR 44 KREE AT
ICHERO#E Lzl &, LT 78X AOIEEHTRFOTEI-HIENT 34. 7 Kl Th o 7223, &7
Hd 2.3 BERICATRGE L2 L RXF T8 HZ LK uch LO57T OFBHTIC L HBEDRITE L. 81%K% W
1% Td-7- ", [7.2, 9.2.2, 13.2 BH]

YR T A —X

L _RFTE8H L

ucb L057

Cpox (1 g/mL)

18.7 (8.1)

8.84 (7.0)

ty (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) —
HAT TAPF—DREDHE (%) 81 (7.5) 87 (7.2)
HEFEHT H O I3 (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
MigEHr 27 V7 7 > A (mL/min) 115.4 (8.1) 122.9 (7.1)

N=6, #&fF25MH [CV (%) ]

tuaes Tron CL/FL IMLIEZEAT HH OS2 0  T Hp g il (e /IMiE— e K A1)
<BFUL 16.6.2 X v #sEn>

(4) JTHaers

FBRFE ROANCIB T 2R

BERE K NP AESE (Child-Pugh 437 A KO B) ORANFEREIR TEIC LT T2 A2 B O &S
LIzt & VRF T X LR VT 7 AZE TR G h - T, B (Child-Pugh 73% C)
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DORFFEREIR T H Cld, 287 V7 7 2 ABERMA DK 50% L e o7 19 GHEAT —4), [7.3,

9.3.1 %]
JTHEREAR
B2y R Child-Pugh Child-Pugh Child-Pugh
IRT A=K (N=5) STHH A 57#H B ST C
(N=5) (N=6) (N=5)

CLer _ ‘ 93.1+13.8 120.8+11.9 99.6+13.2 63.5+13.5
(mL/min/1. 73m%) #
LRFFEH AN
Coox (1 g/mL) 23.1+1.2 23.6+4.9 24.7+3.3 24.1+3.8
toe (D) 0.8+0.3 0.6+0.2 0.5+0.0 1.6+1.5
AUC (p g+ h/mL) 234+49 224+25 262+58 595220
t,, (h) 7.6+1.0 7.6+0.7 8.7*1.5 18.4+7.2
CL/F _ ‘ 63.4+9.7 62.5+8.7 55.4+10.5 29.2+13.5
(mL/min/1. 73m?)
A E +SD

a) LRF T X AEEHOM
<FEBFUSL 16.6.3 L v#Ei>

(5) miE (BROFNBT 2 RBRAE)
EEICBITALRF T X AOEWEREIZONWT, Z LT F=227 U T T AN 30~Tlnl/min
DOYERE 16 5] (FElin 61~88 mk) Z B E U TRl L7725 5R, Ml CIEi A= 234 40% it
L., 10~11 B & 7p o7 290 (SMEINT—4), [9.8, 16.6.1 &MH]
<EFIRX 16.6.4 X v i#sie >

1. Z0ih

A LR
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Y X OB ETH L
BEDER

(2) BHHERE

9.2 BHRElEEESE
9.2.1 EA

[7.2,

9.3 Hﬂ% REEE &
9.3.1 EEMH

T2t ERLDIESF) CHYSIEHR

T

S.Q

ERNBEFTDER

EINTWRN
2 *X

b2 X

SARBEZNDERA
2. 2=

b2 o]

(ROBEICITHRELEBEWNWI E)
AREIORY T E T U R UFFER 5 Uil

B DBEREIED & %
PREX (I RICEEET 5FE L ZFNDIEH
(V. 2. $hHE UE%

I RICEETAEE] 23R+ A&
ERUVBEICEEST HFEEZDER

(V.4 JHEROHBICEET 2EE] 223KT52 L
BELERBITE L FDERH

8. EELERMIE
8.1 H

8.2 IR

B2 BEEOEMAFBELR D LEGTIRICE Y, TANARIEORE I TAN
NEFRIRENRH LN Z ENHHDT, LRXF T X 20EEEZPIETHEAICIE, D7l
EH 2L ENT TR A IZ

IET S SEEICITH) 2 L
BT - £ 77 - KohESRE

(213 B B E O E R

8.3 Gfilait, AL, AR,

HFORTHEZIDZENHDLOT, ARG TO-BE
fEbR 7zt O B O BIBICIEF S ERVWE I EETH 2 &,
DT, AFFEG T ITEAE DOIRGE
Z ]

BAE  WEEMALEORMIERNDL Sbh., BREENICESLZ b HD

ENORREDE b A FEEIRBIET 52 L, [8.4, 11.1.6, 15.1.1
8.4 HE K OE OFHEFIZHENE, BRSO RAERFEE O TREMEIC DWW Tt 2170,
AN & B IEEE D A9 K O fial . [8.3, 11.1.6, 15.1. 1 &H]

B

ZHEIHBEICHT IR

() BHHE - MEEZFDOHIEE
FRE STV R

.—-—.
EER

M

EEEDHIESE
16. 6.1 &=/ ]

9.2.2 MHEBMEZITTLWSLRYBHAEEEDHLEE
.2, 16.6.2 BA]

755

pEERE

SBAE
BEEEDHHEE (Child-Pugh 5
16.6. 3 ]

748 C)
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M EEReZ= AT 5F
BREI LTV

(5) 1E47

9.5 1147

9.5. 1 lm IR L CWARREM O H A LI, LT X572V A7 #ZE LIBR LEOHFL
PENERMEE BB D SRS DB A oS5 L,

b MZBWT, HRPICVRFITEY AOMPBENMEFT LIZEOHRENHY, H 3 MU AR
& —HIRNT 2 < . e R THIRETO 60% & 72 o 7= & DWERH 5,

7y MZBWTREBITENRD b T 5,

- EERICBWT, Ty FTIEE hORER L FIFE L EOBRGE TEAR L R K OMRE OB
FLE OB, RERIE, WO REINNED b, VXTI, b P ~DIRERED 4~5 %D
IR CIMESE, B RE OBEINEOCFEOBEMARD 5TV 5,

9.5.2 AFI% G Ui tlimi o A L= RICH W T, Fi RIEMBEREERE R S Dbl s 2 &N
H5D,

(6) =217

9.6 R7LIR
TR EOBRIER ORAREZEOARMELBE L, RALOMKG IITIE 2G5 2 &,
t I A~BATT S Z LB mE STV D,

(DR

9.7 NRZ
IRHAREIR, AR, 2. 4 RO RIS 3 2 EWERERER IS LT ey, £% 1
A LLE 16 3R COENEBRRBRIIROFNR 5N D,

(8) En#&

9.8 BEE
JVTF= VT T UoAMEESB IR E, BEMRERE T AR EEEICKETHI L,
EE CITBHEMET L TWD Z &NV, [7.2, 16.6.1, 16.6.4 4]

MEEHR

() BREZEZTDIER
REI LTV

Q) BtRER L FDER
BIE STV

Bl

1. &8lEFA
ROBWERARH LN ZENHDHDOT, BIELTHIATV, REDBO ONIZHGEITITRE
I 57 EWEY R LE 2T O 2 L,
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(D EXGEIMER & HER

1.1 EXLEIMEA
111 hFEMREIBRFERMAA (Toxic Epidermal Necrolysis : TEN) . FK 5 #h IR BR 4E 1% 3%

(Stevens—Johnson FEf&EE) (V3741 & AHE AH)

FEEN, RLBE, JKHE - "D A, Z 98, IR, IRFEm, DNRFEORFENRD bNHEITIX
hHAZRIEL, MEREEZITO Z &,
11.1. 2 FERIEBBUEEIERE (BEARP)

FIHER & LTHIE, BENL O, EICHFRERERE. U o HEIEIR, BmEkEEn, ek
%, BALY VORERHBIE 2 ) BREOEERBEIERA S bbs Z b b, 7., B b
AIRZATA LA 6 (HHV-6) FED T A NV ADFIEMALZED) Z ENL L, GG LIS,
FEN, FRSREREESOERPER D D VBT T2 2 "B OTHEETLZ LY,
11.1.3 EEGMRES (BHERH)

PLERI D SERERIERAE, A MERD . Bk /MBI RS bbb Z Enbh 5,
11.1.4 £, L (W Th b HERR)

AR, HREOEERMEENRLLDONDZ LMD D,
11.1.5 SR (BEEARH)

WLUWETR, B RR., WBEEOERPD by, FEEREO EFENED ONTHEIC
AL, EEIRAE AT S 2 &,
11.1.6 EMH, BERER (T vd 1%4H)

Sy, BEEL, R, B BRSO MIERR S bbb, BEREKIZELZZ L b H D, [8. 3,
8.4, 15.1.1 ]
11.1.7 HEERARRE (B RI)

PR, AR, CK B MR ORF I A7 ey ER%ERL L b Sa kb2 ik
L. WYR0AEZITH &,
11.1.8 2UEEE (HERH)
11.1.9 BMAEIEE BEARH)

FEEN AR, myE CK BR- BAR, mEOZEH), EEEE. BT, QmEROEMERH S
OIIEGEICIEEGEZ I L, REHE, Kotk MREREOMEYRILEZITI Z &, £,
AT UREMD BRI FRALINDL I ENH D,
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(2) ZDHDEIER

11.2 2Dt DEI1ER

IR\ B 3L L 1~ 3%A i 19 A i BT

OB M D F WU, KA E, L s, R | LIRE, BUE
(10.4% ) . A JA|iE, SME, R|\E, DR, EENRE. |0 g, ik
(11.8%) . ARHAE, |%, #1255 FOIEREE, SRR, FEEEL ARREE

B (27. 9%) VN =R R E R L

TEARZE, R TE, By 7 h—F8

i ppfee R hFEE) R, R0 | [E#), IR, T

VAFRY—, KRB, | ADAHTE, 58

IRALPED F U, MR RE |3 1 e

o2 BGRVEGHRE ., Kt

JRPEREE, = 75

1B, %
0 B, R T, IRk, IRT
D FENE, ZERIE
I W ER B i, kD
i R Z MR, s
M. A EREL
I, A EREgE >
o DER QT ER, &
JE
M. R, T, |, HE. BA|EIERER, DE%R,
Hibas BB, HEL, AON|TER, 5 PIRERR, o JE 2%
g6, WEnk, fEE
JF Nk ALP 80 e B
e, SRR v R
o . PERG M PR A i B5 4 |
R - 2R PR B, A
PR e
SIAEAZ (30.2%), |KUE A, WMk, S|EHm, gk
e MEMEEEA R, E5GE R, WHBER, 4 > 7
DRAE 2= A T
R RO | RACRIR
L5 FERGo. % D FRIE, (BLBAE, B~V SIBALBE, M
R #®5., SE AL WK, I
Y
e SRS JEHE. AR, AR |SEEE. DUBOR. A5 H
FEAR A, PEHTR KT
JER Hg EILRET =N

fEORE, FE RE|fMH b Y 7Y v REEIE, B, RIS & D504
W PRSI AR N, odE . OREEHE TRAE, PURREAIR LYY (BOERESE)
HE. TEFTEALAESE, (N Pl
TR RO AR

Z DA,
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10.

11.

12.

RRRERRICRITTHE

”““éhxn\ﬁb\

BERS

13. BEHE

13.1 FER
SEDOTFIRBHREICIBNT, LRXF T X2 LE—FEZ 15~140g IR L7=61236 0 | HEIR, k.
WM, Bk L~V OIRT, FEIRANE] & OV S s ST D,

13.2 g

AANTMFGENTIC L VEBREATRETH V| FH L TV DIEROREEIZIG U TS o Fht % 5
ET5Z &, [16.6.2 %]

EALEDZFE

14 BHLDFE

141 EXFRAEBOIE

14.1.1 A& 1 [ E& (500~1500mg) % 100mL OAEFEHER, AU v 7 iR XL 5% 7 R
PRSI CART 52 &, /NETIE, A TOMRRIREL HLICHRNKEDOHELBET 5 Z
Lo (7.1 2]

14.1.2 &, #enIcEHATLZ L,

14.1.3 7%, W@Xi%ﬁ$ CHEW BRSO DG AIIER LN b,

ZTOMDIEE

(D ERREEAICE D IER

15.1 BRERERIZE D B

15. 1.1 ¥EFh CEfE SNT-AFN 2 GBI CTANAIKIZEBIT D, TAMA, FBERS 255
& L7z 199 O 7 7 R REEIRER ORGHRERICB W T, BRSELACHBEEMORER D U X
I, FLCADARDIRABETT 78 ARREL i LTI 2 5@ < (BUCTANASEIRARE : 0. 43%,
T TR AREE0.24%)  FLCADAEORARETIE, 77 B RBEE 1000 AH72D 1.9 AZ N
EHE SN (9%EHEXM 1 0.6-3.9), £7o, TANABREOY T I V—7Tlx, 77 HREE
EHER1000 ABHT20 2.4 A WEFEINTWD, [8.3, 8.4, 11.1.6 &M]

15.1.2 SMEARRA CTAMA RIS 1208 il & k5 & LT= 77 & Rt REGRRBR O OF S AT 1238 ) T
IR IEITENVESR O HFG (BB, Wk, &0, R, mIuk, BEJE, Bo o, 1§58
RZEE, WU, EENRZ . SR, R, MRE, ARRETE) OFBUERIIAKIRET 13. 3%,
TITRREET6.20CTH -7, RIS, SMENNRTANABE (4~16 %) 198 flzxtg L Liz
77 ' AR xRS AR RER 23 1T D YA E R R ORBLRIIAKIRE T 37. 6%, 77 EHREET 18.6% T
HoT,

T2, HAENNETANABRE (4~16 7%) 98 Bz x5 & Ui mnbsRe & O TENC 69 5 8
Z R 5 77 £ AR REEARRBRICIB N T, SEMNRBRFTH L, 77 AR i L TH®
BHFTE) O AL RIB X7z,

(D# SERERERIZE D < 1E%R
BREI LTV
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JERRPREABR B9 4 1EH

AR

(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
LT L

OF U=t
MR L

(4) %A R
MR L

(5) EEFREE AR
AR L
VI 6. (5) #Fhst) DIEZM

(6) BT RIA MR ER
MR L

(D Z DA H BN
AR L
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10.

11.

12.

EEMFEICEAYT HEEB

MRHIX 57

B LT T H L ATHEFRHE 500mg THITR)

VUYSE AV SR

) EE-EMEORGEICLVENTL L

B : L_RF T H A

A sh AR
FANMAR : 3 4F

BEIRETDRTE
HIRIRTF

BARSAYA

Bk EDFE
FRE STV R0

BERITEM
BEELBTA K A
<TVvoLBY : f

Z DA BF T LR -

F—% - A%

Bl —p3E . f —4 75 4E 250mg * 500mg. KT A4 >0 v 7 50%. AEETE 500mg

R . 7= hA 2, INANREBE N7 afhh ) ohA Z7arERA V=3I K, 7o

NPFEL HARF o FEFZ— RO TE R F®

ERREFAH
LRk L

HERFTARRBFABRVERRES., EMEENBFEAH. BRTHIKFAR

i o AR e AR A H EGREE MM EEVENGEAEA B RFEBIARAEH B
L A_F T H DT
W% 500mg (B4 | 202148 A 16 A 30300AMX00387000 | 2021412 A 10 A | 2021 4F 12 H 10 A

HOER FRRREIE — A AR A - 2023488 A 30 H (BHI LT ZEE  (pH FAEALEN))

MEXIIREM, AZRVEEZRENEFEOFEABRVUZOARE
e - ShE, k- HEO— AR AR (GFf547H 19 B
TNRE « ZhE. HEE - HE~DOTANAERIREDIBN

BEERRE. BIEBERAXRFAERVEZORE

ARV

BEAEHME

AR ANA

REARGRICEAY 517

AFNZE, BEIRIEE$ D HIRITED S TUVuy,
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13.

14.

LEa—FK

iongd

JEAE T3 B AR A s

A, = —

HOT (9 #T) &5

Lt 7 MR

IR EHE S = — R Y] =2—F) VAT AHa— R
LARF T4 LA
1139402A2048 1139402A2048 128814801 622881401
#E 500mg A
RIRFWBTLDER

ARANE,

I EOB%IEEIRMTH 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)
41)
42)

Ty K=« )< o 3EECE> 512 il B)IIE)E : 2013

The use of stems in the selection of International Nonproprietary Names(INN) for
pharmaceutical substances 2018 (Stem Book 2018) (World Health Organization)
European Pharmacopoeia 10.0 Volumelll
U.S. Pharmacopeia National Formulary 2019: UPS42-NF37

LARF T & b piEEE 500mg TG OZEMEICET 286 (REIRAFRER) [D002847]
LT T & & L RiERE 500mg THIVR ) OZZEMEICET 288 (IndEkE) [D002859]
LT T 2 L diiERE 500mg BTG OLEMICET 2GR (FF7AF v I 7 7B %
K FEORAFSRAT) [D002879]

LATF T8 2 LS EHE 500mg TBATA ] @ pH ZZBhEABRIZRE 9% &k [D002880]
TAMATEIRITA BT A 2 2018 B

JELA S il - ERARRSHREEEL 2014 ; 17 @ 413-422
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P NES /N 8 USE IN SPECIFIC POPULATIONS
(2024 43 H) 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
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defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,
respectively. The background risk of major birth defects and miscarriagefor 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.

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 of fspring 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

SKEOHATSCE - KEPPRA https://www. accessdata. fda. gov/scripts/cder/daf/ (202488 A 26 H 7T 7 & R)
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F—A LT YT D5

(An Australian categorisation of risk of drug use in pregnancy)

2% S EOME

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.

https://www. tga. gov. au/products/medicines/find—information—about-medicine/prescribing-medicine
s—pregnancy—database (20244E8 H 26 H7 7 & &)
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(2024 23 A) 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 years to 16 years, 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
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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.

SKEOHATSCE - KEPPRA https://www. accessdata. fda. gov/scripts/cder/daf/ (2024488 A 26 H 7T 7 & R)
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