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LRFSEALFS542AY T 50%BEI)
Levetiracetam Tablets / Dry Syrup

BER : T4 Aa—T ¢ T BE

ﬁ'] i KoA4vmy 7 Roa4vmy

VUSE 48 ST

RAEORMES ) EE—EAEORTGEICIVFENTLZ L

BE 250mg : 1 88 L XF T X L 250mg EF
#& 500mg : 1 58 L_XF T X L 500mg &H
RIA4smy 7 1ghL_FT& & L 500mg &H
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o
s
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HNERFTRBAEA A | WEBEAR : 20214 8H 16 H
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I. BEICEYTSEE

1. FAROEE
AHNEZ, VRFTvX LAEHHEY ETHHTANAKITH S,

[LRF T H L5E250mg THET ), [LR_"FTEX AEES00mg THET|| KO TLR_"FFTEH
ARTZAmy 7 50% THET]] 1L, HELKRASHENZBERD & UTHBZEmH L, FELED
BT IE AR E, REMRER, AR A FE 6 L, 2021 45 8 H 16 A IZ/KGE A HfS, 2021
12 A 10 BIZIRFEABALA Lz, GERF 112125 (CEA26 4 11 A 21 H) (2R SEARHEE)

2. HAROEBRENFYE

(1) KFNE, v R_FTEZ LB ETHHTANARTEH D,

(2) ERZFEWERE LT, hatER R EgmHfiEE (Toxic Epidermal Necrolysis : TEN) . 5z & k5 IR HRSE
fft (Stevens-Johnson JEMERE) (W3 b BEEEAR) | FEAIMEBBUEEGERE BEEEARB), EEZ M
WREEE (BEEAP) . TR, T (WFRSBEEARR) R EEARP) B, aRe (»
T 1%A0) . R RARE BEEERI), SRS EER) ., EEEE EERH) 2
wWhEIhTW5s,

(fvir. 8. &AIMEH) OHEZSM)

3. HR0HAFEMEYE
<V ARF TE X AEE 250mg/500mg THIET. ] >
(1) LT oi@sttom Ea2BE LR K O TH 5,
- BEAIME I 4. AR BEE L —V—MF LT,
- 500mg OEEANTEIRRZ AL, 7 v AHIF & Uiz, FEEORE T4, a8, BEEOMHBEN T
%,
« PTP v — MIpkn4 ., BEE RESERLE,
*PTP > — h?D GS1 22— NI 1 88T L IcFR LT,
- EEERE TR A . EHHIR, RER S AT L2V Y ¥ /& Th D,
(2) 200 BED T AR H 5,
< NI R MVIEF v IS RTRE R RN R 7 L& Th 5.

URNFITEILRNTA vy T 50% [HIEL] >
(1) UFoRAEOR EZ2EEL-RATH S,
CFEOEREIZ DD, T AT — A EFR AR,
CEFERELTA P ERY =T L= N—=R NI — I F T L—N—E LT\ 5,
(2) BREFCTOTa XL 7O % ZE LT,
(3) 737K MUEF X » T ATRE 22 R 7~/ & TH B,

4, EEFEFERAICEAL CTRAMT NS

B E IR 2 &4,

B A ko0 | GA Pov, B
RMP il (1. 6. RMP O % | OIESMH)
BINO Y 27 gMEiGE & LT |
ERR STV B &R
Bl HHEET A K71 b
R - o> B8 7 S TE G fe




5. RE&HRUTME - A EOHBER
(1) RB&H

S ) 2 BB A RO b, WO BT S T L,

(2) #E - FHLOFRBEEE
AR ANA

6. RMP O#IE
EX&HURHVEERHEE (RMP) OHE
REHRHER
[EXELGREShEURY] [(EXLBENYRY] (EXLFRIHH]
- WBENE - BEBUELR - SBkEIS: - BERRERRE A ~ OIS
- BREATE) - ARG - EhESE A R < INRT A OEGIFEIEIC
- MEE PR R S ARIE (Toxic |« HAWRIEDEK GBI DL AN | &4 2 HARIE DO Z 2

Epidermal Necrolysis : TEN) .
B & Rk B AR JE 0 B (Stevens
Johnson JEMEHE)

« AL UL SE e

- MRS QRLILEREE, HE5E
BIERSE, B ERPE, 4F R ER
BAE, /OB SE)

AR - R

- R

« AR R ARE

- A EE

- EMERERRE

EMECBY SR ER

CEFEE T IR T L RGO A

*NRTA DA BE OSSR 3 2 BARIE DA 1

| ERRICHES S LR O 72D OIEH)

| ERICHES KU R 7 /MDD T2 8 DiE E)

EXRTEEERIEOHRE ) R /MEREIOBRE
BEOEELREMHEHRTER BEDY R RIMEER

HFEHAT, SCHR « S22 b O E R E i 55 O
WAL - Tesd - T2 L. £ b DR RIZED
SLREMREBRR L, Fhiid 5,

AT SCE R OBEMERE M T A FIZ L0 it
K OVEBWAE 21T 2,

EMOEEGTESHEESRTE EBMD YR RIMETEED

L L
EHEICET SRE - HABROHEOHME

L




I. &WICEYTSHER

1. R34
(1) M4
LARF T4 AEE250mg [HET
LARFZ & H L5E500mg [HI[ET
LRFTEXLRTA Y7 50% [HET]
(2) *4
Levetiracetam Tablets

Levetiracetam Dry Syrup

(3) AMDOHBE
— 4 L0
2. —j&4

(1) M& (WwAE)
L RFZEH A (JAN)
(2) #4 (WaE)
Levetiracetam (JAN)
(3) RT L (stem)
v Tk & LRMHERECCESE © -racetam

3. EEXANETRERX
oA

4. HFRRUDFE
42 : CsH14N2O2
SSFE: 170.21

5. {24 (WM& XEEXE
(2.5)-2-(2-Oxopyrrolidine-1-y)butyramide (IUPAC)

6. {BERA. fla. BE.
ez L

5&S



. H¥MES BT SHER

1. EFEMNEE
(1) %M - K
HE~RIKAROBMETH D,
(2) BfEHE
KICBD TIEITLT L, AFX ) — VKO H ) —)b (99.5) IZETTL, 7= )L, TEFH
YRR 2-Ta N ) = UIRREITRT K, MR KRRV T A =T UIEITIZS K ~F AT
EEA LT R,
(3) WiEtE
MR L
(4) B (RR). R, BRER
MR L
(5) BRIGEBEMTEH
MR L
(6) REREY
MR L
(7) ZODERRIEE
e [al %y —76~—82" (BiAMIZHE L7-H D 0.5g, /K, 25mL, 100mm)

2. AMESORMERTISH T BRER
AR L

3. AT OREREERE,. EEE
(1) FesdstBRys
RN A7 B VHIE
BALA Y 7 AEEANEIC L VR ATV, RO AT ML E LRF T8 5 MMEREYE DAY R L
ZHET D L&, MBFBDANT FVIEFR—KED & Z AIZFEEROTRE DRI 278D 5,
(2) E&IE
Wik v~ 777 4—
s« SN R R
B A : U U KED Y 7 A, K, KBS D 7 AEK, 7' b= kU VRIK
BEIEB: 7T h=FU L



V. RAICEIYSIEE

1. #Ifg
(1) #HRORH

BER| . 74N ba—TF 4 T EE
FoAfvmy7: NIy
(2) BADOHNERUHER

e L ARFF & LEE250mg [HIET ) L RFF & LEES500mg [HIET )
. HMAY OFAEDO 7 4L bha—T
alhiA EMIBED T 4L —F 4 T %ﬁ i ! o
v TEE
= H g )
I S Al g’ S?'Q
I — E—
HEE (mm) 12.9%6.1 16.5X7.8
EX (mm) 4.6 5.7
BE (mg) 275 545
NN TN LRFF5EHA 250 HET LRFF5EHA 500 HET
k54 LRFTEXALARTA Ty 50% HEL)]
p-ilpiA R4 uav?
(SRR ESTN ERERNY & A =READ) 75 A ES 1A
(3) #EAHla—F
(Mv. 1. (2) WAIOHME KL OPER ] OEBR)

(4) RFEOYE

(TV. 6. BFNOEFESLMETICBIT HLEM] OHEBMR)

(5) Tt
M E R L

2. HFIOHER

(1) ARG (EERD) OFERUVFMNA

Wk 7e4

L AT T2 LGE 250mg [HET

LT T8 LEE 500mg [HET

G

188 L_FF5EH L 250mg

188 L_FF5&HA 500mg

AN

REMAKTAB, 7 aAH Ao —RF
M oA BEFRRRF O LELOD—
AL TINANBATTINT U LR
JE=ATva—v Gt ale®) .
b4, ~ 73—/ 4000, ¥/
7. HB2ETINI= AL —F, B
RyPal=4y

REMAKT A8, 7o AR Ao —RF
M)A BERaxv o rtirn—
AL TINAVBEATTINFT MY T A R
=T va—n Eo0at) .
b4, ~Z7aa—/L 4000, # /L
7. WEZT"WEE, arFousny




5= LXFTELXLRNTA Ty 7 50% [AET]

HEESS g L_FFEZL 500mg

- D-~vr=hr—b, TEZAT—L (-7 == VLT7 7= EW), £ Raxs 7
e e — R RERKT AR, FE

(2) BREEORE
B R L

(3) B#E
B R L

3. BRtERRADHERRUVERE

PR

4. Al
FARANA

5. BAT DHREIED % S XMW

B R L

6. REDFBEHRTICETIREKRD

(1) TR

RERFE IR : 2019/12/16~2020/6/30

OULR_RFZEH LEE250mg THET)  IERER  40°C - 75%RH [Icfadipme (PTP @ik) ]
RERTE B =B PRTFIIE
<k > &5 BR hA Iy 14 A 3 »H 6 % H
Rk n=3 LEVE250T1-1
<HoEMED 7 L2 |LEVE250T1-2 WA BNy HWE E
a—F 4V TEE> LEVE250T1-3
S 3 LEVE250T1-1
(ﬁfﬁﬁ%dgiw) LEVE250T1-2 RS e e A
LEVE250T1-3
P LEVE250T1-1
ﬂ%ﬁf;Hif) LEVE250T1-2 P i i A
: LEVE250T1-3
K5 (%) n=3 LEVE250T1-1| 0.21~0.24 0.20~0.21 0.24~0.28 0.23~0.25
CLE%IT > LEVE250T1-2| 0.20~0.23 0.18~0.21 0.23~0.26 0.21~0.23
LEVE250T1-3| 0.18~0.24 0.18~0.22 0.22~0.23 0.22~0.24
RN (%) n=3 LEVE250T1-1| 1.32~2.85 1.70~2.73
(& Efm 223 5R) LEVE250T1-2| 1.70~2.18 — — 1.24~1.84
<15.0%LL T > LEVE250T1-3| 1.63~2.61 0.76~2.59
VS (%) n=18 LEVE250T1-1| 98.4~102.0 98.8~101.8 99.8~102.4 97.6~102.0
<154y, 85%LLES LEVE250T1-2| 99.2~104.2 98.7~103.6 99.9~102.7 98.9~102.5
LEVE250T1-3| 97.6~102.3 98.8~101.8 99.7~103.9 98.9~103.0
SE (%) % n=3 LEVE250T1-1| 99.91~100.35 | 99.06~100.20 | 99.57~101.23 | 99.05~ 99.83
< 95.0~105.0% > LEVE250T1-2| 100.14~100.37 | 99.70~ 99.82 | 99.50~100.44 | 99.55~100.02
LEVE250T1-3| 99.62~101.50 | 98.42~100.06 | 100.21~100.44 | 99.76~ 99.79

¥1:RRTH 2.0 DL_FTEH AL : 0.30%LL T, ZERUSOME 2 OERZRHE : 0.10%LL T, RERWE : 0.40%LL T
K2 FRRIIHT2EAR (%)

— A BRR




OVURF T v H LEE250mg [HIET

NnaERER - 40°C -

75%RH [ifdald&igRe (N7 adf) |

BRI H =EVAN PRATIAH]
<k > H5 BR AR 15 H 3 »H 6 1A
Rk n=3 LEVE250T1-1
<HoEMED 7 VA |LEVE250T1-2 e BNy HWE E
a—F 4 TEE> LEVE250T1-3
S B LEVE250T1-1
(ﬁ;ﬁ%ﬁiﬁ&rim LEVE250T1-2 RS EReS e TRey
LEVE250T1-3
o et LEVE250T1-1
ﬁ%iﬁimzjg) LEVE250T1-2 WA BNy HWE Biey
: LEVE250T1-3
Ko (%) n=3 LEVE250T1-1| 0.21~0.24 0.21~0.22 0.27~0.31 0.27~0.31
CLE%MT S LEVE250T1-2| 0.20~0.23 0.20~0.21 0.27~0.31 0.21~0.29
‘ LEVE250T1-3| 0.18~0.24 0.19~0.21 0.27~0.28 0.24~0.29
BRI —E (%) n=3 LEVE250T1-1| 1.32~2.85 2.64~3.14
(& Efm 2= R) LEVE250T1-2| 1.70~2.18 — — 1.89~2.73
<15.0%LLF > LEVE250T1-3| 1.63~2.61 1.65~2.11
X LEVE250T1-1| 98.4~102.0 98.8~102.1 98.7~102.5 99.4~102.8
ﬁgjf (;/;1/0&11 LEVE250T1-2| 99.2~104.2 99.3~101.6 99.1~102.7 99.1~102.4
X LEVE250T1-3| 97.6~102.3 98.3~101.2 99.5~101.8 99.5~101.9
SE (%) % n=3 LEVE250T1-1| 99.91~100.35 | 99.39~102.60 | 100.10~100.47 | 98.90~ 99.76
< 95.0~105.0% > LEVE250T1-2| 100.14~100.37 | 99.85~101.99 | 99.83~100.60 | 99.47~100.42
: : LEVE250T1-3| 99.62~101.50 | 100.13~101.38 | 99.87~100.98 | 99.16~100.36

1 : RRT#92.0 O L~_F F& 5 L : 0.30%LL F, 72 3RS O fE 4 OREZIWE : 0.10%LL T, FIEFWE : 0.40%LL |
2 RARICHT A (%)

: AR E i

AERIEHEHIM - 2019/12/16~2020/7/1
OLR_FF¥H LEE500mg [HET

R 40°C - 75%RH [k mEEpiE (PTP @) ]

BRI H 7y k PRATIAH]
< B > H5 BR A IRE 1% H 3 »H 6 1A
PER n=3 LEVE500T1-1
<FADOFFAN Y OFEME O |LEVE500T1-2 Bk Bk Bk A
7 4 ha—7 478> |LEVE500T1-3
L LEVE500T1-1
( foE?A;_i )  |LEVES00T1-2 e Ra Ra) e
LEVE500T1-3
HEERER (HPLC) LEVE500T1-1
n=3 LEVE500T1-2 WA BNy HWE E
<H1> LEVE500T1-3
LEVE500T1-1| 0.16~0.18 0.15~0.17 0.25~0.29 0.14~0.15
K%y (%) n=3
CLE%MT S LEVE500T1-2| 0.17~0.19 0.14~0.15 0.22~0.23 0.13~0.14
LEVE500T1-3 0.14 0.12~0.13 0.19~0.20 0.12~0.14
R —E (%) n=3 LEVE500T1-1| 1.60~2.20 1.24~2.01
(E &R AR 5) LEVE500T1-2| 1.12~1.48 — — 1.39~2.04
<15.0%LLF > LEVE500T1-3| 0.86~1.96 0.88~1.75
X LEVE500T1-1| 98.8~103.9 97.9~104.8 99.2~102.5 96.7~103.0
fl”u?i\(g% unﬁf LEVE500T1-2| 98.3~102.5 98.7~102.0 98.9~101.4 97.0~100.8
LEVE500T1-3| 99.2~102.0 98.1~101.2 99.4~101.5 96.9~101.1
SF (%) %2 n=3 LEVE500T1-1| 99.78~100.55 | 99.44~101.87 | 99.27~100.14 | 99.18~99.40
95,0~ 105.0% > LEVE500T1-2| 99.72~100.43 | 100.24~101.72 | 99.88~100.47 | 99.60~99.81
LEVE500T1-3| 99.76~ 99.93 | 99.65~100.78 | 99.52~100.53 | 99.08~99.75

1 : RRTH 2.0 DL_XFFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFFEFDE : 0.10%LL T, BIEZWHE : 0.40%LL T
X2 RARRIIKHTLIEEE (%)

VL NE Sy ]




OLR_FF¥H LEE500mg [HET

nEEER  40°C - 75%RH

[ Elpie (N7 a4 ]

HERIEH =R TRA7 I
< B > H5 BR A RE 15 H 3 »H 6 » H
PR n=3 LEVE500T1-1
<EADOFFA Y OFEME O |LEVE500T1-2 Bk Bk Bk A
7 4 ha—7 478> |LEVE500T1-3
. LEVE500T1-1
PR n=3 . . . .
, LEVE500T1-2 Bk Bl blikey Bk
RARRASZ W) evEB00T1-3
fiEERER (HPLC) LEVE500T1-1
n=3 LEVE500T1-2 A A A Sk
<H1> LEVE500T1-3
LEVE500T1-1| 0.16~0.18 0.15~0.18 0.22~0.23 0.22~0.23
K%y (%) n=3
CLE%ULT > LEVE500T1-2| 0.17~0.19 0.15~0.16 0.21~0.23 0.21~0.25
LEVE500T1-3 0.14 0.16 0.22~0.24 0.20~0.21
BRI (%) n=3 LEVE500T1-1| 1.60~2.20 1.94~2.78
(E &R A=A 5) LEVE500T1-2| 1.12~1.48 — — 1.36~1.58
<15.0%LLF > LEVE500T1-3| 0.86~1.96 0.96~1.82
e (o LEVE500T1-1| 98.8~103.9 100.0~102.1 99.0~103.4 97.2~101.9
ﬁgjf (8/;1/0&15; LEVE500T1-2| 98.3~102.5 99.0~102.4 | 100.2~102.1 98.0~102.1
LEVE500T1-3| 99.2~102.0 99.3~104.0 99.5~102.3 97.2~102.3
SE (%) * n=3 LEVE500T1-1| 99.78~100.55 | 100.02~100.23 | 100.00~100.83 | 99.15~ 99.96
< 95.0~105.0% > LEVE500T1-2| 99.72~100.43 | 100.54~100.72 | 100.00~100.70 | 99.26~100.29
LEVE500T1-3| 99.76~ 99.93 | 100.23~101.05 | 99.41~100.54 | 99.16~100.44

1 : RRTH 2.0 D L_FFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFFEFHE : 0.10%LL T, BIEZEWHE : 0.40%LL T
X2 RARRICKHTLIEEE (%)

— B RS E

FERFEREHIRT © 2019/12/2~2020/6/9

OULRFTEXLRTA 7 50% [AET)

IR 40°C - T5%RH  [Fcf& ot

ABRIE H =N PRI IR
<JHHE > B BR G IRE 1% A 3 » H 6 » H
PER n=3 LEVE50DS1-1
<pBE~HEEReo LEVE50DS1-2 A A A A
K STk > LEVE50DS1-3
Wk n=s LEVE50DS1-1
< P > LEVE50DS1-2 | o FIcEE | P nichadE | bhcadm | b PFichaE
LEVE50DS1-3
- _ LEVE50DS1-1
( ﬁfﬁﬁlj’j?& ;_:: ) LEVE50DS1-2 e Ra Ra Ra
LEVE50DS1-3
oH n=3 LEVE50DS1-1 | 5.39~5.41 5.26~5.27 5.20~5.24 4.81~4.93
CA0~B 8> LEVE50DS1-2 | 5.39~5.42 5.26~5.28 5.17~5.29 5.02~5.08
LEVE50DS1-3| 5.37~5.42 5.29~5.30 5.24~5.31 5.04~5.07
P LEVE50DS1-1
m’ifjimi Eg) LEVE50DS1-2 W SR SRy SRy
: LEVE50DS1-3
K (%) n=3 LEVE50DS1-1| 0.13~0.14 0.09~0.10 0.09~0.10 0.12~0.13
COB%UT > LEVE50DS1-2 | 0.09~0.14 0.10 0.08 0.10~0.11
LEVE50DS1-3| 0.12~0.13 0.09~0.10 0.08 0.11
SF (%) %2 n=3 LEVE50DS1-1 | 98.32~ 99.80 | 99.42~99.92 | 99.64~ 99.90 | 98.65~99.34
©95.0~105.0% > LEVE50DS1-2 | 98.23~100.13| 99.26~99.82 | 99.94~100.09| 99.15~99.58
LEVE50DS1-3 | 99.35~100.23| 99.26~99.47 |100.02~100.28| 98.59~99.34

*1
X2

RRT #92.0 DL _XF T & Ak : 0.30%LL T, ELSAOMFE ~ OFEEWE : 0.10%LL T, BEEDE : 0.40%LL T
FREIZHTHEHEEE (%)




(2) &R OZEN

FRARVERK « BRILA 2 BRI - THoEl L7,
OUAF I X LE600mg [AET) 5%l 40C GEDE, KA %)
RERIE H = LRATHA
<k > &5 BA AT 1% A 2 % A 3 7 A
. DT (VA | HWEOEDT 4 VA | EODT 4 VD | HWEBED T 4V
PR n=3 LEVE500T1-2 . . . .
MR o e P2 I P I P I P
MR (HPLC) N A N N
=3 <Ko> LEVE500T1-2 WA Bk A WA
K5y (%) n=3
LEVE500T1-2 17~0.1 .33~0. .31~0. .35~0.4
LB%LIT> VE500 0.17~0.19 0.33~0.36 0.31~0.36 0.35~0.40
R L =1
wiitE o \8 LEVE500T1-2 | 95.9~102.1 98.2~102.5 97.7~102.6 97.8~102.6
<15 %y, 85%LL >
a8 (%) ¥ n=3
AR (%) . LEVE500T1-2 | 99.72~100.43 | 98.37~98.86 | 98.91~99.24 | 96.75~97.80

<95.0~105.0% >

&EBE) R/E %
GES—) (%)
<15.0%LL >

n=1

LEVE500T1-2

5.11

X1 HOAOEBRAYOKABDO 7 4 Vv ba—TF ¢ T hE
%2 : RRTH 2.0 D LR_XFFE& X AL : 0.30%LL T, ZEFLLISNOE 2 OFFEFDE : 0.10%LL T, BIEZWHE : 0.40%LLF

X3 RARRICKHTLI2EEE (%)
— B RS

OLRF T LEES00mg [HIET] 5l 25°C - T5%RH G, Bk
AERTEH =R FRA7HAR
<JHHE> &H 5 BH AR 1R 1% H 2 % A 35 H
. LD T 4NV | OO T 4L | EEDOT 4| HEEOT 4L
PERFL n=3 LEVE500T1-2 E@, MM %@% 4/\‘ Eé, MM Eé, MM
aA—FT 4 T | A =T 4T a =T 4 T | a—T 4 T
MiERE (HPLC) N . . .
- /N %A\ AN AN
e3 <x2> LEVE500T1-2 A A A A
K45y (%) n=3
LEVE500T1-2 .17~0.1 .85~0. .85~0. .91~0.
< LB%ULIT> VE500 0.17~0.19 0.85~0.90 0.85~0.95 0.91~0.95
YA =18
{ﬁ“uf@ n\ LEVE500T1-2 | 95.9~102.1 98.5~103.2 96.6~101.7 97.4~101.9
<154y, 85%LL >
it (6) . LEVE500T1-2 | 99.72~100.43 | 98.87~100.41 | 97.88~99.62 | 98.09~99.58

<95.0~1056.0% >

(BB RFIE—E
(EFaEH—M) (%)
<15.0%LL >

n=1

LEVE500T1-2

5.11

X1 BHBOEBAYOKABO T 4 Vv ha—TF 4 VT EE

%2 : RRT % 2.0 DL X_F T X L : 0.30%LL T, ZFLLS O %« OFEZFWE

K3 RREIIHTLEAER (%)
—  ABRORZE M

1 0.10%LL T, REZWE : 0.40%LL T




OUAF T4 L 500mg [HIET) %] BEERE 120 5 Lx-hr [D65 Yl (K 1600Lx), ¥ v —1L
B ik
AERTEH =BV FRIR S 5
<JHAE > T (Rl 60 75 Lx-hr 120 J7 Lx-hr
. D7 (N D7 (N D7 NN
PERFL n=3 LEVE500T1-2 ﬁé, WM ﬁé, WM ﬁé, WM
a—7 4 T HE a—7 4 T HE a—7 4 VT HE
MR (HPLC) o A A o A
e3 <x2> LEVE500T1-2 WA Sk A
AN 9%, =
xar ")\ n=3 LEVE500T1-2 0.17~0.19 0.70~0.71 0.70~0.72
<1.5%LLF >
R n=\18 LEVE500T1-2 95.9~102.1 98.0~102.5 97.0~101.9
<154y, 85%LL >
G (%) 3 n=3
LEVE500T1-2 .712~100.4 .65~99.1 .15~99.22
~ 95.0~105.0% > VE500 99.7 00.43 98.65~99.19 98.75~99
(BBl BHE—E
a1 (%) n=1 LEVE500T1-2 5.11 — —
<15.0%LL >

XK1 HOOFERAY OBHEO 7 4 Vv ha—TF 4 THE
%2 : RRTH 2.0 D LR_XFZE X AfE : 0.30%LL T, ZEFLLISNOME 2 OFFEFDE : 0.10%LL T, BIEEZWHE : 0.40%LLF

%3 FTRICHT 5 EHE (%)

— R BRR

(3) BoILRIEOLENE

BRI : 2021/9/9~2021/12/16

OURF T H LEE250mg [HIET

EEAE 40°C D, KRR

HRERE A =RV PRATHIR

<Kirg > T BRAf I 2 i 1% A 2 % A 34 A

MRk n=10 HOOHEME | FaORAN | HaOofEAK | HaofEME | a0z
<FEOFBHEFEDO T 4V A FPO755 |OT7 4N A | DT 4N | DT 4N | DT 4| DT 4 )3

a—7 4 T HE> —T AT =T AT =T AT | =T AV T8 | —T 4 T EE

% = —

(fiffﬁ:; N FPO755 | e e e e i+
e (%) \n:6 FP0755 | 99.5~101.4 | 101.1~102.3 | 99.7~101.9 |101.0~103.6 | 101.3~103.5
<154y, 85%LL k>
R (%) *2n=3 FPOT55 99.49~ 98.23~ 99.33~ 98.64~ 98.15~
<95.0~105.0% > 99.91 99.71 100.49 99.95 99.98

(B51H) FP0755 101~132 90~124 111~131 109~125 109~133

W (N) n=10

1 : RRTH 2.0 D L_FFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFFEFHE : 0.10%LL T, BIEZEWHE : 0.40%LL T

X2 RARRICKHTI2EEE (%)

10




OURFTEH AE250mg THET) ok 25°C - 75%RH G, Bk
ABRIE H =R PRAFHIR
<k > T ekl 238 1% A 2 % A 34 A
T4V ba— | T4 ba— | T4 ) ba— | T 4 ) La—
FEAR =10 st %jyﬁ‘@i %j‘/ﬁ‘@i %j‘/ﬁ‘@i %j‘/ﬁ‘@f
<HEOOWAFOT 4 n | FPOTB5 |07 g n= | 77 oA T R A T Ry
ﬁf_i?iﬁﬁi D g | BTN | b | b | TN
3 ‘ B L B L7 B L7 B L7
HEEER n=3 . . . . .
FPO755 & & & o =
(HPLC) <1> @m @m :@m Pl lﬁu
Vet (%) n=6
FP 5~101.4 .9~102. 100.0~102.2 |1 101.3~102.3 | 100.0~102.
a0y Lo 0755 | 99.5~101.4 | 97.9~102.9 | 100.0~102.2 | 101.3~102.3 | 100.0~102.5
&Rk (%) *2n=3 rporss | 9949~ 99.62~ 100.05~ 99.69~ 98.32~
<95.0~105.0% > 99.91 100.06 101.33 100.40 99.22
(&)
FP0755 101~132 84~101 98~111 93~106 101~115
fEE (N) n=10

1 : RRTH 2.0 DL_FFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFFEFDE : 0.10%LL T, BIEZWHE : 0.40%LL T

X2 RARRIIKHTLEEE (%)

OLR_F T4 LEE250meg [HIET] MHEARE

U —LET v TEY]

SR - BB E 120 5 Lix-hr [D65 &R (#9 1600Lx) .

AR H =B Fang Ot
< HiK > R BH #h 30 5 Lx-hr 60 7 Lx-hr 120 5 Lx-hr
R n=10 HFEOKAEO 7 | 74V ba—F 4 | T4V LaA—F 4 | T4V ha—F 4
<EFEOHMED T 115 FPO755 | 4 /vba—T 4 v | 7 OFERDT | 7 OFanbT| v IroFanbd
a—7 4 T EE> 7 B A NIESER B e MR LT MR E LT
fliEEER n=3 . . . .
FP0755 = = & ik
(HPLC) <> @m @m @m Pl
i (%) n=6
FP .5~101.4 100.6~103. .9~101. 101.4~102.4
<154y, 85%LLL> 0755 99.5~10 00.6~103.9 98.9~101.6 0 0
N " FP0755 99.49~99.91 98.49~100.70 98.60~99.46 98.10~98.80
<95.0~105.0% >
(ZE1MH)
FP0755 101~132 96~115 99~111 100~111
fEE (N) n=10

1 : RRTH 2.0 DLR_FFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFFEFHE : 0.10%LL T, BIEZWHE : 0.40%LLF

%2 FTRICHT 5 EHE (%)

11




BRI : 2021/8/24~2021/12/2

OUARFTEH AEES00mg [HET

IEpldL 40°C [, KBRS

HERTEH =N FRAT 1R
<K% > &H 5 BH AR IRE 2 i 1% H 2 5 H 3 »H
PESR =10 HEODEFRAN | HOOERRA | HAOBRRA | EAOERRA | HEAOEHRA
- DOFEMFED | D OKMED | OFEHED | V OFEMED | Y OFFHFEO
%/ﬂ 7 Z
<7ﬁ4ﬁ;z):f};4@jﬂf/>@ T20KI3 TuNAa—| T b a—| T o ha— | T4 ba—| T o ba—
e FAVIEE | TAVIEE | TSt | Tav O | TSk
HUERER n=3 N N N A A
(HPLC) <31> T20K13 Sk A A B A
mHE (%) n=6
<154y, 85%LLES T20K13 | 99.7~102.6 | 100.4~103.5 | 100.0~102.6 | 101.4~1083.3 | 100.5~102.4
PL=N P —_
&8 (%) *2n=3 98.40~ 99.31~
T20K1 .02~99. .50~98. .719~99.71
© 95.0~105.0% 0K13 |99.02~99.68 | 97.50~98.93 100.12 98.79~99.7 100,04
(BE4H)
T20K13 119~132 120~147 118~151 113~142 122~141
HE (N) n=10

%1 : RRTH 2.0 DL R_XFFEX AL : 0.30%LL T, EFLUSNOME 4« OFEFEWE : 0.10%LL T, REZWE : 0.40%LL T

X2 RRBIKT B EAE (%)

OURFFTEH AES00mg [HET) fadk 25°C - 75%RH [EE, Bk
AERTEH 7k LRAF 3]
< B> 5 BR A 2 1% A 2 % A 3% A
PESE n=10 HEOERRA | HEOBERA | EAaOEFA | HAaOERA | HaoERRA
- D OFEMIED | D OFHEO | W OFHED | Y MO | b OFEMED
B B
<7ﬁﬁ;z):fiﬂ7j @jﬁ;ifj) T20K13 Ty bha— |74 bha— | T4 bha— | T4 ) bha— | T 4 ba—
i s FAVIEE | TAVIEE | TAVIEE | Tav I8 | Tav T8
FiERBR n=3 . . . . .
(HPLC) <>:<1> T20K13 pLCT N i = LGN ﬁu ﬁu
EHME (%) n=6
B T20K13 | 99.7~102.6 | 99.8~102.1 | 101.6~103.7 | 100.5~103.3 | 101.2~103.3
a8 (%) *2n=3 98.82~ 99.80~ 99.65~ 98.06~
<95.0~105.0% > T20K13 | 99.02~99.68 101.24 100.45 100.09 100.57
(5%E1H)
B (N) n=10 T20K13 119~132 99~118 92~113 96~113 96~114

¥1: RRTH 2.0 DLR_FFEX AL : 0.30%LL T, ZEFLLISNOE 2 OFFEFH'E : 0.10%LL T, BIEZWHE : 0.40%LL T

X2 RARRICKHTLI2EEE (%)

OLARF T4 LEE 500mg [HET

Vr—LET v TEY]

AL SR - BRGE 120 5 Lx-hr [D65 G (B 1600Lx) .

AERTE B =R g
<M > FH BHAG I 30 7 Lx-hr 60 & Lx-hr 120 & Lx-hr
Mk n=10 HOOERRAY O | BEOEDOEFEAY O | EEDOEREAY O | HEDERRAY O
<HEOEFRAY OFEREO | T20K13 |FHBEO T 4 VA | FERIBEO T 4 VA | FERIBEO 7 4 VA | FERED T 4 LA
TANDDT—T 4 T EE> a—T 4 UUEE | =T AT | a—T 4 TR | a—T 4 T
HEERER n=3 . . . .
(HPLC) <>:<1> T20K13 i = i = i = ﬁu
EHME (%) n=6
<154y, 85%LLES T20K13 99.7~102.6 100.9~103.9 100.1~103.4 99.9~102.7
@R (%) *n=3 T20K13 99.02~99.68 98.90~100.17 98.88~99.92 98.74~99.67
<95.0~105.0% > ’ : : ) ) ‘ ‘ ’
(&)
T20K13 119~132 108~121 104~116 103~120
HE (N) n=10

1 : RRTH 2.0 DLR_FFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFFEFDE : 0.10%LL T, BIEZWHE : 0.40%LL T

X2 RARRICKHTI2EEE (%)

12




BRI : 2021/8/24~2021/11/29

OULRFTHEHLARTA vy T 50% [HET] MaEE 40°C DL, KBRS
ABRIE H = PRAF IR
<% > &5 BH AR 1R 2 i 1% H 2 5 H 3 »H
PR n=10
<HAfB~MEARO | T20J09 =REXQY A EFERRY A [SREXPL A =REXQY A =REXQY A
By oR S 3ok >
f@%fi(ﬂig) T20J09 e o o e e
i (%) *2  n=3
T20J09 | 99.42~100.25 | 99.41~101.97 | 98.64~99.42 | 99.834~99.79 | 98.89~99.27
<95.0~105.0%>

%1 : RRTH 2.0 DLR_XFFEX AL : 0.30%LL T, EFLUSNOME 4« OFEFEWE : 0.10%LL T, REZWE : 0.40%LL T
X2 RARRIIKHTLIEEE (%)

OVRFTEHLZLRTA T 50% [HET] Ml

25°C - T5%RH [, BAA]

AERTE B =k PRAF IR
<JHHE> &H5 BH AR IR 2 i 1% A 25 H 35 A
PR n=10
<HAfB~MEAGRO | T20J09 SRENRY A EREENRY A SRERRY A SRENRY A SRENRY A
By R S ks >
figEERE (HPLC) o A N N o A N
<¥1> n=3 T20J09 Sk A WA Sk Sk
&8 (%) *2 n=3
T20J09 | 99.42~100.25 | 99.41~101.97 | 98.64~99.42 | 99.12~100.32 | 99.65~100.14
<95.0~105.0% >

1 : RRTH 2.0 DL_FFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFEFHE : 0.10%LL T, BIEEZWHE : 0.40%LLF
X2 RARRICKHTIEEE (%)

OURFFEHARTA vy T 50% THET) M@l

1600Lx), ¥ ¥ — L %7 v 7 TEH]

SRR - I 120 77 Lx-hr [D65 JEE (59

HERTE H =V KBRS &
<M > &R BH AG 30 & Lx-hr 60 /7 Lx-hr 120 5 Lx-hr
PR n=10
<HE~EEED | T20J09 ERENY A RN E1 . ok B Ok
R kL >
MEERER n=3
T2 e e A o
(HPLC) <31> 0J09 B i A B4
i (%) *2 n=3
T2 :42~100.2 .08~99.2 21~99.4 .09~100.74
~ 95.0~105.0% > 0J09 | 99 00.25 99.08~99.26 98.21~99.40 99.09~100.7

¥1: RRTH 2.0 DLXFFEX AL : 0.30%LL T, ZEFLLISNOME 2 OFFEFDE : 0.10%LL T, BIEEZWHE : 0.40%LL T
X2 RARRICKHTL2EEE (%)

13




7. REERVBREORER?
VRAE D2 ENE
<URFFZEEZLARTA YT B50% THET] >
RERTE © ARG 1000mg (L_F T X AL LT 500mg) % 50mL /KK CHAEME, R1FL, ST
IREf] CRBR 21T - 72,
PRI - |, ENBOET
AR E - SMELL E EER
HIERE L TRRE R, 24 FF[#TR

SRERFEHEHIR : 2021/9/8~2021/9/14
o v hEE : T20J09

AR IH H LIRS 24 Ry 2
Al n=1 HIINCAE LT HINCAE LT

R (%) ¥ n=1
<95.0~105.0% >
X FKREISHTL2EAE (%)

99.35 98.76

8. FlLNEESEL (MEILEMEIL)
M E R L

9. Bt
(1) WHRE®
<L ARFTEH LEE500mg [AET) >
HIEEIR L DY R SRR T A R T A VO —FWIEICOWT (ERk 2442 A 29 A
AFAT 0229 % 10 5)

BRI
EE - BARRTT  WHRERE S RWE
[RlER% K OB E © 50rpm (pH1.2, pH4.0, pH6.8, 7K). 100rpm (pH4.0)

(5 5]

- pH1.2 (50rpm) TiE, FEAERFI L OATITE HIZ 15 53 LANIC Y 85%LL Vs L7,

« pH4.0 (50rpm) Tix, f2 B OEIZ 42 L ETHH T,

- pH6.8 (50rpm) TiE, FEHERAIL OARGIT E HIZ 15 LN T 85%LL By L7z,

- K (BOrpm) TIE, BEYERIFIR OASIE E HIT 15 47 ANIC ) 85%LL BRI L=,

- pH4.0 (100rpm) 1Z, FIFRERIE D 50rpm O HHER T 30 /0 LINICEHERIA] ARG & I2F 85%
VI EBEH L7728, 100rpm OEHRAER 2 A0 L7,

LUb AL OV 8 2 AR B (1 — 7 777 §E 500mg) & Hik U7 R, 2T OB ICI W T T4
WA S VERRBR T A BT A > ) OHERBEITES L7,

14



(¥ tH Hfr )

BEHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 | e e |/100 ® —0
80 | _--A4 80 A=
- - - ’
60 | _- 4 60
40 I - ’_._ L ~F 514 LFE500mg 40 —e— | N F TTH L FF500mg
= & = — 4 7 S5§§500mg = & — f —/7 7 5§F500mg
O L' 1 1 1 O L' 1
0 5 10 15 0 20 30
BERE () BERE ()
BEHE (%) pHB6.8 (50rpm) BEHE (%) 7K (50rpm)

100 } 100 |
80 | 80 |
60 | 60 |
- -
40 o —e— L ~F g igsomg || 0 [ e T —e— L RF 54 L§500mg
20 - MAET) 20 _-" rBET]
— & — 1 —’7 7 3§500mg - - & — o« — 4 7 S§§500mg
O b 1 1 1 O b 1 1 1
0 5 10 15 0 5 10 15
BERE () BERE ()
(n=12)

URFFEZLRTAmy T 50% [HEL] >
IR D EN RV SR A BT A v EO—HREICS0T (TR 2442 F 29 A
EAEAS 0229 25 10 =)

e S
IEE - AARSRS  WHRBRE S RE
[FHRHCR ONRER IR - 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH5.0)

(s R ]

- pH1.2 (50rpm) T, FEHERF L OAKRNITE HIT

- pH5.0 (50rpm) Tl FEAERLKI N OURSHIE E BT 15 LA Y 85% 0L EiaH L7-,

- pH6.8 (50rpm) Tid, FEAERHFI K OA I E HIZ 15 Sy LANIC Y 85%LL s L7,

- K (BOrpm) TIE, HEYERIFIKL OASIE E HIC 15 47 ANIC ) 85%LL BIRH L=,

- pH5.0 (100rpm) 1%, [RIFERHE D 50rpm DOVEHFRER T 30 43 APITARAERLA . A0 & B I2 ) 85%
VI EBRH L7728, 100rpm OEHRAER 2 A0 L7,

15 43 LAPNIZ 1) 85% LA BsH L7z,

Vb, RiOWHEBZARERE (=7 7T R4 vm 7 50%) LI Lz, 2 ToRER

BIZRNT EERRIFEMRBRT A BT A ) OFELEITEE LT,
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(¥ tH Hfr )

EHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 + ™ - 100 L
80 80
60 - 60 -
40 — | NFISTERLEFSA Oy 750% 40 —— | NFIFERLFESA0O Y F750%
rHET] rHET]
20 -t = —TFSF340 750% 20 -t =AA—TFIF3720r 750%
0 L' L L L 0 L' L L L
0 5 10 15 0 5 10 15
B (53) B (53)
EHE (%) pHB.8 (50rpm) EHE (%) 7 (50rpm)
100 (A} -y 100 r
80 r 80 r
60 60 |
40 —— | NFIFERL S0y F750% 40 —— L NFITERLFES 0Oy 750%
rHET] TBEIL]
20 -t =AA—TFIF3720y 750% 20 -t =AA—TFIF3720y 750%
0 L" I I I 0 LI' I I I
0 5 10 15 0 5 10 15
B (53) B (53)
(n=12)

(2)

BN B2 D O R O A W A TR SRR 0

<UARF TR H LEE250mg [HET] >

LATF T v 2 A5E 250mg [ HIE T 13 T8RN 5 5% 0 ERRA O BRI R SRR T A N F A

vO(CERR 2442 A 29 H HEARAF 02295 10 5) | IS XF, LT T X LEE 500mg [HIET
ZorEuERlA L Uiz b & RHIEEENN AL LHE S, AR RE L R SN,

BRI AT

HEiE . HARIERST  EHRERE SRk
[al#nk K OVGRBRIE © 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH6.8)

[t ]

- pH1.2 (50rpm) Ti, EEHMERIFI R OAREIEE HIT 15 LN Y] 85%LL IR L7e, 70, &

FEELERF AR (15 53) (BT DA O« DI HERIT, RO PR R 15% DOHIH 2B 2 5 b O
23 12 fEH 1ELLT T, £25%DHIHZ B A 5 b DB RN T,

- pH5.0 (50rpm) Tidk, EEERFIL OAMILE HIT 16 GUUNICEY) 85%LL FiaH Lc, £72, &

LRI R (16 47) I8 T ARMOME 2 OEMHIT, KO FEEIRHNFEL15%DOHHEZHEZ 56D
A I2MHT 1 ELL T T, £25%DFMAEBZ 5 DONRNHoT-,

- pH6.8 (50rpm) T, EHERIKIN OAMITE HIT 15 LIS 85% L BIEH L=, £z, &

FELERF AL (15 43) 1281 DA O 2 DIRHRIL, A O FEEHRE1%OHH 25 H O
A3 12 fE T TEHLL R . £25%D#H A X 5 b DR IRh o7z,

+ K (50rpm) TiX, HEERFKOARMILE HIT 156 53 LANIZ Y 85%LL R L7z, F7-. Fokktt

BZREA (15 43) ISR 2 ARMOME A~ ORHZFRIT, RO VEEERHEE15%OHPEAEZE 2 5 O0n
128 1 ELLF T, =26%0FHEB Db DONRhoT,

- pH6.8 (100rpm) TiE, [ARBRIKD 50rpm DOIAEHAERT 30 /o LAPICERERIA] AL L b I2FY)

85%LL FIRH L7=72% . 100rpm DOV HRER 240 LT,
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Vb KO 2B 2R ERE] (LATF T2 L8 500mg THIET.)) LB LR, 2TOR
BRIBIZIR VT TE B2 28 1 BT RA O AW ER R SRR T A R A > ) OHERLEITEAS L
22 L n BEWFERICRSE L BT ST,

(Pt R AR)
BEHE (%) pH1.2 (50rpm) BEHE (%) pH5.0 (50rpm)
100 + 100 +
80 80
60 | 60 |
40 | 40 |
20 L —e— | NF SR LEPR50mg THETL] 20 | —e— | NF T H LFR250mg THETLY
o —a—lb’*aii't’QbqumOmg FEIEIIJ o & —ﬁ—IL/’*%?'t?iAiESOOmg FEIEIIJ
0 5 10 15 0 5 10 15
BERE () BERE ()
BEHE (%) pHB6.8 (50rpm) BEHE (%) 7K (50rpm)
100 | - 100
A - =
80 | / 80 |
60 | 60 |
40 + 40 -
20 | —e— | XF TR LEF250mg THET] 20 | —e— | XF TR LEF250mg THET]
o & -e- L ~NFSta A?FESOOmg FEIEIIJ 0 o - - L ~NFSta AfﬁSOOmg FEIEIIJ
0 5 10 15 0 5 10 15
BERE () BERE ()
(n=12)
10. B - A%

(1) FRMIRELGER - BF. NEIFRKRLER - AEICEHATLHER
Y L7
(2) aE
<ULARF T H L 250mg [HIET] >
100 &£ [10 &&x 10 ; PTP]
500 #E [10 £ X 50 ; PTP]
200 88 [T AF v 7R ML NT]
<UARFTEH LEES00mg [AET] >
100 #£ [10 $£X 10 ; PTP]
500 £ [10 £E X 50 ; PTP]
2008 [T AF v 7R v NT]
<URFTEHARTA vy T 50% HET] >
100g [T AF v 7R by, NT  FEAIAD ]
(3) PHEBE
L7

17



(4) BHROME

e PTP @k IR ke
PTP: RV e =1 - KV E=V R L R FL
LRFTHHLEE | TUBEETANL, TAI=ZULE [Fyv 7 R oLy
250mg [HEET] |[Emr—: 7 AI=UL - KRIFL M
BT 4 VA
PTP: RV, =L T 4 VL, TAI|R ML I ZF L
LARTF TS LGE | =T L E TR A N = =
500mg THET] |[Em—:7AI=0h - RIZFLHE
E7 4V A
L RTF TS A ARV RV FL
K4 8m 7 50% — R AR = il P
THEET) Wi U s T AT

1. BRI SINLEHME
MM ER e L

12. Z0fh
A% LRI L

18



V. ARICEYSEE

1. BREXIEHER
OTANAEE DR TN (CIRMEEBIL R &)
O DHFLT A AT 2B R 3F8 D B2V TAD A BEDOREMRFEIEITS T 25 TAn A
KL OO RRIE

2. EXEHRICEET HIE
RE STV

3. AERUVHE

(1) BERUVAEDOHES
<UL RF T84 AfE 250mg/500mg [HIET. ] >
RN EE L RACIELA_NF T X AL LTC1 H1000mg 2 1 H 2B TROKEGT 5, 2,
JEMRIZE U 1 B 3000mg % #8 % 72 Wi ClE BT 528, HElE 2 EAU EoRREEZHIT T 1
HH&E&E LT 1000mg LA R 2175 Z &,
N, 4L EO/NRIZIZLRF T X AL LT 1 H 20mglkg 2 1 H 2 BN TRED#
59%, 728, JERICEY 1 B 60mglkg % 2 722\ O EiPH ClEl BT 5 23, HEEIX 2 B Lo
MRz & 17T 1 AH&ESE LT 20mgkg AT o179 2 &, 7272 L, {KH 50kg LA LD/ TIE, ik
NERUAE - HEZHWS Z &,
<URFFTEHXLRTA 2y 50% HIEL] >
BN EE L, AL RFTEX AL LT T H 1000mg (K74 vy 7L 1L T2) #1H2
B0 CHFREfE L CTRROEET 5, 28, JERICEY 1 H 3000mg (RZ7 A4 >y 7 & LT 6g)
B Z R OHEIPH CE IR 52, MEIT 2 MU EoMREAZHITT1 AHEE LT 1000mg (R
TAvuy 7L T2) UTFT2ITHZ &,
NR G EE. 4 UL EO/NRIZIFLRF I X AL LT 1 H 20mglkg (KRTAvuvy 7 LT
40mg/kg) % 1 H 2 BN THIFEMR L TRAKRE T2, 2k, MERICEY 1 H 60mgkg (K7
Amy 7L LT 120mgkg) %82 72\WHEIPH Tl BT 525, HElE 2 8L EoREE &
T1HMAEELELT 20mgkg (RTA4 vy 7L LT 40mgkg) AFF2i79 2 &, 72720, (AE
50kg L EO/NRTIE, sRAERICHE - HEZHWS 2 &,

(2) RZERUVHAEORERE - B
MR L

4. RERUVRAEICEHEY SFRE

7T.RERUVAEICEET 5EE

74 ARF 2 REFAREECK L THEAT25412E, o TADAIEEIHT 5 2 &, mEMRIS
VRIS 69 2 ARFI B P 5- T OFERRBR I3 325E L TUV7auy,

7.2 BHEEEL AT HORANEZ AR E R G T H581E. TRICRTZ L7 F=2 0T 7R E
EHEL L TAAOREERORGMBEZHAETT 22 L, Fo, MKERT 22T TODAGEET
W, 2V T F=0 2 VT T UAEIZS U 1 HHEICIA T, MRENT % 325 L 72 % I A K OB 0
BHEEZITOZ L, B, TTTCTRLTWVWAOHELAUOCHEIZY I 2 b—2a VREERIZESCBDTH
L2, BEZLICEEICBE LN, MEAOHELZME T2 2L, £72. BREREL
BT H/PNRBFIZOWTHBEEEOREIZL U T, RAORGELOER GMIFREZ G572 SEE
WEETHZ L, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 =]
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IVTF = . MmEEHT
N Eimo |
7VT TR >80 >50-<80 >30-<50 <30 #“ AT
. BARREE
(mL/min) Jaihis
1000~ 1000~ 500~ 500~ 500~
1 HES &
3000mg 2000mg 1500mg 1000mg 1000mg
1 [7] 1 [7] 1 [A] 1 [A] 1 [H]
HE KRG 500mg 500mg 250mg 250mg 500mg 250mg
1 H 2] 1H 2] 1H 2[H 1H 2[H 1H1[H
1 [7] 1 [7] 1 [A] 1 [A] 1 [H]
5 E el 1500mg 1000mg 750mg 500mg 1000mg 500mg
1 H 2] 1H 2] 1H 2[H 1H 2[H 1H1[H
7.3 HEOHHEEREDH 2BF T, HikTOZ L7 FUEAMETFLTRBY, ZLT7F=27Y
7T AED G TR E O A/ Nl T S FTREE RN B D Z D KV IRHED G
THEL B, ERIDERZBILE LN MELOCHEZRET5 2 L, [9.3.1, 16.6.3 ]

5. ERPRAHE
(1) BRT—a21vy5—o
MMERR L
(2) EREREEHER
MG R R L
(3) AERGERFRAR
MR L
(4) BEEMEER
1) ENEREERR
<TALABREDESRE (CRELBRILRIEEZST) >
1711 EREMERR (A, BHEERE)
B CAMA E BT SN IEE /T 5 16 5Ll EOBEZXL L LT, LXF T & X A 1000
~2000mg/ H (1000mg/ B % B 5 IZRAEN A 5 754 1% 2000mg/ H IZHE &) T 3000mg/ B (5
TEOHIEIZ) 020 57, 3000mg/ HIZFRGIIHG) ZHANC TRAKE LzL &, FEFEHEE Th
% 1000~2000mg/ A BED B AKFEAM =238 5 6 » HFIRIEHKEE OEI AL, 73.8% (45/61 )
T 72, 1000~2000mg/ H FEDHALTHM & T 1 EMFBEIEW L EE OEIA1T 59.0% (36/61 i)
Tholc, £7-. 3000mg/ HEEIZI T D 6 » ARIFEIEHKEF OEIA I 22.2% (2/9 ), 1 F[F
TEWHLBEZ OEIAIT 11.1% (1/9#]) Th-o7o 9,
RBIWEHIZEBUSEE 1L 54.9% (39/71 ) Th -7-, FRENWEHITMNR 32.4% (23/71 ) ThH o7z,
17.1.2 ERE I/IEHEER (BA. StRAKRE)
L RFZ 4 A 1000mg/H, 3000mg/ B KON 7 AR %Z 12 HEE D& BEFEOFTADARKE
OHER) LA, FEFMHEE TH L H -0 OESFIERBRD RIZTRO LB THY, 7
TRRBEL LARF T H AR (1000 KT8 3000mg/ H) N L_F T & & A 1000mg/ HEEDOR T
MEFAR A BEPRO b (ENZH p<0.001 TN p=0.006, HE5#Ez KT BILHIHICE
DR LTl B 7 0 ORISR 2 IR B & T A UM, ek, SRS TS 50%
VAR Z—L— | (HoH7z 0 OFSRIEREDBIEEMIM & T 50%LL B L7z B3 oFlIE)
X, 7T BAREE 13.8% (9/65 f5]) . 1000mg/ H#f 31.3% (20/64 1), 3000mg/H i 28.6% (18/63
) TH-o7z 9,
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WHT= Y DHATIERE | 77 & RREATT 5 b 0
gD ) - 95%/15 HH X
P s | smmn o o) 959
(p fE)
SRR | 65 2.73 2.67 6.11
18.8
1000mg/A# | 64 3.58 2.95 19.61 20.9 (6.0, 29.9]
[10.2, 30.4] (p=0.008)
. (p<0.001) 23.0
3000mg/ 63 3.44 2.08 2772
me/ R #F [10.7, 33.6]

1) BRI R OGO 7 — % B3> TV D AERIEK

H2) HfE

1 3) SRR MBI LS < bR

T 4) BHREE R, BIERIIEICR T D6 50ZE i Lzl & 72 0 Oy BIERS A 25 8 L 9 535y
BT

H B ] M OVEIAE 290 R o0 I FF 36 BB 1 1000mg/ H #¢ 5-8 T 56.9% (41/72 51) . 3000mg/ H #¢5-
BET 54.9% (3971 4) Tdh -7, LEARFNWEMIZL 1000me/ H # 54T, BHIR 13.9% (10/72 #i), %
MHEEZ 8.3% (6/72 i) . F#ELED F U 8.3% (6/72 i), 3000mg/ H £ 5-#E CEAR 9.9% (7/71 1)
BHEES 8.5% (6/7T1 1), EIED £\ 5.6% (4/71 1) ThH -7,
17.1.3 ERNEMERR (BRA. SFRAERE)
L A_FF ¥ & 4 500mg/H. 1000mg/H . 2000mg/H. 3000mg/H K N7 F &R % 12 ME#E 0 # 5
BEFOHUC AR L OHM) Liche . FHEHMIZ T 2 BRI 6 O &H 7= v O %A
EEG 3R (hail) 12, 2T 12.92%, 18.00%., 11.11%. 31.67%K% 1 12.50% CTH 1, T
FHEEE Th D LT T H A 1000mg/ H &, 3000mg/ H B K OV 2 AREED 3 BER T O FFEAMh A R
(2B T D BEEHIH DD DM & 7= OFSFIEREGRD I, FEHFRRAEZIIRO bznolc
(p=0.067, Kruskal-Wallis &), 7235, KREZIIT D 50% L AR H—L— MNE, 77 EREE
11.6% (8/69 f]) . 500mg/H #¥ 19.1% (13/68 f5l) . 1000mg/ H #£ 17.6% (12/68 f5l) . 2000mg/ H #¥
16.2% (11/68 i), 3000mg/H £ 33.3% (22/66 f5l) ThH o7 7,
R R OV 49 R o0 BV F S BB 1%, 500mg/ H % 5. 60.6% (43/71 {51) . 1000mg/ A #¢5-
B 61.4% (43/70 f51) . 2000mg/ H £ 5-1f 58.6% (41/70 1) . 3000mg/ H £ 5-#f 64.3% (45/70 151
Tholo, FRBMEMIT 500mg/ A 5-HET, AIAEESK 14.1% (10/71 #1) . F#1 9.9% (7/71 f51])
FEIED 0 7.0% (5/71 451)  fEHR 7.0% (5/71 1), 1000mg/ H £ 5-8E T, SHEAZ 18.6% (13/70
#) . fEHR 10.0% (7/70 i) . 2000mg/ A ¢ 5-7C, EHR 17.1% (12/70 #1]) . #IAFAZ 15.7% (11/70
Bl) . 5 7.1% (5/70 #i1) . 3000mg/ H £ 5-#F CEMHSAS 21.4% (15/70 f) . fHIR 17.1% (12/70
B) . GFHEREED 7.1% (5170 #i]) TdHh-o1-,
<R TALMAETHIEHERBOOABEVWTALABEORERMAKREICHT IRTANMA
RLDprRARE>
17.1.6 EfRXRFEMARER (KA)
BEEDOHT A AIE T3 R BAEMHIN R G D WIRE R EEL G T2 16 Wl EOTAMN
A 251 Bl (AAN 43 BlzEte) Zx%E LT, LFT7& XA 1000 # L < 1% 3000mg/ H
(1000mg/ H 7 B 5.4 Bith L, #6458 # & TITHIEN A b -84 1% 2 HHFE T 1000mg/H 7>
3000mg/ HIZHi ) T 7 78R % 28 MR N#EES BEFOTHTANAIKEDOIFH) Lizs &,
FEFHIEE Th 2B O ORH 72 0 OMEFRIERERDRITTRO LB THY, 7
TR L LT T X AFOR TR A B ZENRD b/ (p<0.0001, #5-8E K OE % K
1. BIEHRICE T 2l H 72 0 OFRERFEIERE A LA & &3 5 L5500 9,
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S 7= 0 BRI PSR (R ) SRR L D)
5‘""{%1) N 95%%/)(
PR s | e | s (o) 959 T
(p &)
7T REE 109 0.83 0.65 19.64 56.13
. p — N [44.02, 68.24]
L RF T o LR 117 0.89 0.16 76.98 (p<0.0001)
7£ 1) Full Analysis Set
7E2) ARfE
T 3) R OE AR T BEEICE T 5 b7 0 O R ERE % 2 B b+ 5 25408
Sy4

RIVE I BUBEE 1X 23.8% (30/126 #il) Th oo, ERBIWEMIIMER 2.4% (3/126 f5l) Th o7,
Fo, ERBRRAEERT GEWER) X RPE BB 7.1% (9/126 1) . f/MrEdE 4.0% (5/126
) . AFPEREED 3.2% (4/126 ) TH 7=,

17.1.7 ERFEMBRR (NR)
BETFOPL T ADAFE T3 72 B EMHIZN RS DR WEREFRBEIEEZ AT 25 4 mll B 16 R
DO/NRTADPAVEBRE 13 Bl2xtgE LT, LRXF T H A 40 Xk 60mgkg/H ((KHE 50kg LI i
2000 X% 3000mg/ H) # 24 HWE#E AL BEFOMTANARL OHH) Lick &, FEFHHHE
HTdb 2B 6 Dl &7z ) OFRE I IERIEIRAD Z0 TRl (95%FHFIXH) 13, 56.52%

(-15.74%,98.18%) TH -7 9,
RIVE I BUSEEE 1T 38.5% (5/13 f5) Tdo - 7=, BIMEMHITMEIR 23.1% (3/13 1)) | EEFEIR 7.7% (1/13
B). BER 7.7% (/13 %), THI 7.7% (V13 4l) Thotz, 7o, WHRREMER @IEMH) |
DEMN QT IR 7.7% (113 ) Th-o7-,
2) REMHR

<TALABREDESRE (CRELBRILRIEEZST) >

17.1.4 ERRHREREER
FEINEE I/IFEEER (RN, @Fﬂ%‘ﬁ%ﬂa) T LIDRE 151 filaxtgel LT, LXFZEH A 1000
~3000mg/H % 1 H 2 [ENZ0 T CRROFEE Lz & OB IEREIZLLTO LB Y Th o7z 1012
AHBRICSI L T-ERE D 5 B 76 B3 D#FHE S AL kBRI BAT LARRBR A K T Lz (24
~36 # A T16l, 36~48 » HT4T7{l, 48 » ALK T 28 ),

6.00
[ ) flE
- R0 I — S ———S
o
g
S% 400
ﬂ:r
=
TE
8% 3,00
I.""':“.:: T
|
S
SE 200 et
ape e S ) ragy 220 (13
g-_ T R 1—_“_._-||——|‘—-__h_\__ T
1.00 TE 1:1[-15 .......................... i T T T T T —S =
(22117103 9B) o (89} (aey (85) (81D (TB) (7T 30y (50}
0.00 L
R S S N N NN T T R I R T I .
i ? v 4 " i ", " Y -'. “ o
o W 4T e e e S
o S R Y S S T I =
R



BIER BB X 92.1% (139/151 #) Th oz, E72EIWEAITRIHEESR 55.6% (84/151 i), HA
% 24.5% (37/151 #1) . fEIR 22.5% (34/151 f3) T -7=,

17.1.5 ERFEMBRR (NR)
BEAFOHLT A VIR T3 23 EBHIN R G D LR W A A T2 4 1% BL | 16 RO/
RTANAMEE 13025 RE LT, L_XFTEHX L 40 Xt 60mgkeg/H (IKE 50kg PL_EIE 2000
X% 3000mg/H) # 1 H 2 [ANZ43 1T T 14 MR DG GEHFEOTHLCTANAIKE OFFH) Lizb &,
FEFHIEE Th 2B O O b 72 0 O RBIEREED F O P RE (95%FFX M) 1%,
43.21% (26.19%. 52.14%) TH V. FAIEHE DR MR b iz,
Fio, NRTANAESE 55 Bl 14 BLIED L XF T X A 20~60mg/kg/H (K 50kg UL Eix
1000~3000mg/H) % 1 H 2 [BNZ/5 1 ThkRe e G- L7c & 2 O BIEREIILL FTo LB Th o7z

13)
o

20
) [ NN 15
181
= 16
H I
4 14
=y
=5 12
=l
=i 10
e —
g 12 - &
=g 6 -
J:ﬂ:l_: 4 (73] i
" ——{re5) , Er :
= , —25) (54 (53 4l29) J(14)
0 2
ﬁ@ \"5?} *:a"\\ bﬁ{"\ . il C,,& g b
1@'“ "ﬂ‘g o "15’ "1'¢' ¥ o
-Q._‘k@‘ .{:1"' A t\{!ﬂ »-\:\Q’ {"Eﬁ 5 ';‘
@ & ol + & o

RIVE S BUBEE 1L 58.9% (43/73 fil) Th o7z, FeBIEHIZ. BIIR 42.56% (B1/73 ffl) Th o7z,
Fio, BRMRAMRE EER) (X, ek 1.4% (173 #1) . BmEREH N 1.4% (1/73 #)
ThHoT,
<OMTADMAETHLEHRENBOHSNBZOTANAVEEOBRERARREEICHT IMTADA
REOpHRARE>
17.1.8 RHRGERERR (BARUMR)
[ BRI [A) 28 AR B L < V3VNREN S AR 2 52 7. UL EBRIEF S MAEFER 2 0 A+
7o 20 WLRICHIE L7z HARNBE 44 il xt4 & LT, A (16l L) TEL_F o7&
# 2 1000~3000mg/H ., /NETIZL_F T XA 20~60mg/kg/H ((AE 50kg LA EiE 1000~
3000mg/H) ##EAE Lz &, MERAFEIERBIILLTO LB Tholo 14 15,
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L4

1.2

B3 i )

LR R e Bl (e i
LMD e

1.0
L&
06 |

.4

bR

143)

[WE

[

gl il

BIVER S BIAEEE 1L 38.6% (17/44 B) Toho7-, ERBEIERIIMER 11.4% (5/44 f5l) THH7=, F

7o, BEARRAEMEEY BIER) 13,

DEM QT IER 4.5% (2/144 %), 779 =TI/ N7/ AT =

T —VHM 2.3% (1/44 ), T ANRTX BT I/ T A7 27— 2.3% (1/44 f5]), C-
FOSPEE AN 2.3% (1/44 1)) . (KEHIN 2.3% (1/44 #1) Tho7T=,

(5) A% - WEAKER
B R L
(6) AENER

1) ERARKRRE (—REARFERE. BECARRAE. EARRLEEHAZR). 8ER

—ARE. HERFTERERIBOANS
B R L

2) RBRFHELTREPEDOABTNIERME L I-HE -

AL

(7) £tk

AZM L7g
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VI. EMEBICEYTSEE

1. RBZFHICEEHSILEYMRITLEYE
Trx=h Ay, IARSEY L, N Tafgr ) oLs, JatrERLA V=PI R, ZFaAP LA,
TN F v, bET~w—h TERNIF
EE  BED D LB ORIEE « ZIRFIL, RFOBRNLEZSZRT L &,

2. XBEFER
(1) {ERERL - VEFFF
LRFFvH ML, SEZHEEROTERA T F ¥ R EITHEE LRVR 10 &R T
Z/NETE A EE 2A (SV2A) & OfES 1718 N B CazrF ¥ 1 /VEHE 19, MR Cazr o>l
20, GABA KOV U U AFBIEERICH T 527 0 A7 U v 7 BEOIH] 20, KA o @ 72 [F
HUL O] 2272 L3R STV D, SV2A ISR D5 G BN & S FE TANABET LTI IT
LRAMEMENER & ORICIZFHBENRD BN Z LN, LRF T H AL SV2A OFEAN, FIEM
HIERICES L TWD b EEZ LD 29,
(2) EDERMIT SRR
18.2 TAMAREIZXNT H1ER
A7 ) == T ET NV ThHLIREREBTOVNAET VREORRRCF LT N7 Y — Lk
FTOVINAET Ve ETE, TORAMGWER 2R S oz 2003 ARESRMY K v 7~
TR NUFLUTF RIS A F R T 22 ALY I =B E R DS
v b2 XA NF AT VBIEHERMTANAT v b (GAERS) 29, BEEMEFRIE~ D X 2072 & D
IFAE, BFEVEE IR LT CADABET BN T, BIEMHIER Z 7R Lz,
18.3 M TALARMEER
R ESHES > R 7Ty MZBWT, 2 RU IR ZMH L7z 20,
18.4 HhiIRMEIZHT 5T DD ER
Z w h® Morris AKEBEREBRICIHB O CRAMKIEICHE L RIFTET 2, o—¥—o v RREBR CIHIES)
BERBICR B A KT S Ipino 7z 29, £, PRIMEINREE S 7 » MW Tt EH 2R L7z
29)
(3) {ERAZRIENFA - FrubE
MUERR L

25



VI

1.

EVBEICEYSEE

iR EDHTS
(1) AERLAEMGOPRE
MU ERR L
(2) BREBRTHRBSA-OPRE
16.1.1 A
1) BE%S

fERERR I LT T # 2 250, 500, 1000, 1500, 2000, 3000, 4000 ™,

5000mg ' (F#5

6 4]) ZZEERFICHBROREG L&, T XTOHRLGEETLRFTX 2O MBEFRE SRS
BITIT 1R RC RS ME 2 s L, RS (te) (3REGEC»PD LT T~9 B TH » 7= 29,

Ha G ORYBIE/ T A —X

&E‘i Cmax tmax AUCO-48h t1/2
(mg) (u g/mL) (h) (r g+ h/mL) (h)
250 6.9+1.3 1.0+0.6 56.7t6.2 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 7.840.8

4000 ™ 114.1+11.0 0.9+0.6 1248.2+152.4 8.6+1.0

5000 ™ 115.1+14.3 1.0£0.6 1363.3+151.9 8.1+0.7

Kb 6 fl, FHEESD
Crax : %%Jﬁlqj(}i%ﬁ tmax :

AUC : ifn /PSR FE - e AR T iifd tae
E) BN CTERBEINZAAD 1 HixEEE5 213 3000mg TH D,

2) R#EEE

i e . P 8 R
TH A0

R A LT T AL LT 1R 1000mg XiE 1500mg (K 5E64]) 2 1 H 28 7 HF#
HLleEE, 5 1HE (FEEER) &7 HE (BEEEEGER) o RE Lo 55580 2
~3 FFFIZ Cmax 7R L, £ O%A) 8 R OTH R TR T L7e, £/, mEFREITREG 3 A H
WIXEHFIRBBICET 2 L HER S 7z 80,

S 2000mg/H (N=6) 3000mg/H (N=6)
HMENRE /N T A — — —
#E] % 5o & Rl G #E] % 5o & Rl G
Cmax (u 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
AUCo12n (g« h/mL) 191.3+26.7 318.3+63.2 253.7+30.3 445.6+56.9
tie (h) 8.0-1.4 8.3+0.9 7.5+0.7 7.7%£0.4
SEHJfE +SD

3) RERIRARELEOREDHER
TR 25 Bl L_TF & & L 1500mg % 15 /3 AR G- IR A& 5 L7 & &, LT

Tv 2 LDOIEPENRENT A —ZITLUTO LB Tholo, fRAHKGR L HERL T,

AR EIRP 5

BFOD Cmax (3K 1.6 5@ <. AUC KO tip (ZFBLL TW e, 2d8, VARF T X AR FGROA
W= R RT3 100% T d - 72 3,
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H A GO Y BE /N T A —F

o IR 5 P ST HE )
AR 7 A (N=25) (N=25) (90%{ZHEIX D)
Cmax (,ug/mL) 97.0 [27.6] 58.9 [37.0] 1.64 (1.47-1.83)
AUCo-t (ug- 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) —
tiz (h) 7.11 [11.7] 7.23 [12.7] —

SATPHME [CV (%) ] tmax IEHFRAE (/M- K AE)

1) ATEERN 5% 0

16.1.2 /MR

6~12 WD/NRTADPAVBREFICLRF T8 X L E LT 20mgkg #HEEROKG LIZEX, LRTFT
X LD MBEPIRE IR GZITE 2 R m A R L, WL 6 REfE] Th o7z 322 39 (4
EANT—4),

&5‘% Cmax tmax AUCO-24h tie
(mg/kg) (u g/mL) (h) (z g+ h/mL) (h)
20 25.818.6 2.3+1.2 22664 6.0+1.1

24 B (tiz : 23 %), FHEESD
16.1.3 BEMAEYSHERHT
A BARAROSEANDOHFERAK R CTANABE (ZVT7F=2 7 UT T2 A 492~
256.8mL/min) 75 LN MR L_F T X ARET — X & AW, RHEEM SR B RERENT 21T
ole, TOMER, Aoy s V75 A2 (CL/F) 2kt LT, K&, M5, CLer XOMMFHBLIT
PN BDNT O3 A RS (VIF) 2k L CTERE, IR CAD AR OBRRE O fEFDRRE  (f
FERR AU T ADAERE) DEHEICA B RN T & L THEE & 39,
AN (4~16 %) O (16~55 %) O TAMABEN L/ LRI MIEF L RF T4 A
BIET— 2 2T, RENRYEREMRIT 21T ->72, TOME, CL/F (Zx L THRE L OBRHHT
A3, VIF 12k L CRENFFHRICH BN SBRNICEROH 5/ 1 & L CTHEE Sz, /)
BEORATANABEOMEFEpEELZ I 21— 3 LERR, NETADABREZIZ 10
~30mg/kg # 1 H 2 [E#5 L72BRo PR EIL, BN TANAEEIZ 500~1500mg 1 H 2
Bl 5 LT B & Ak & Tl S duiz 89,
16.1.4 EYFHEF1EHER
<L ARFF¥H LEES00mg [HET] >
BIEIR L O EDZHRI SRR A BT A O IEIC O T (R 2442 A 29 B 3K
AHEAFE 0229 55 10 =)
LRF T LEES00mg [HET|] MO —4 78 500mg 2, 7 0o A4+— =LV Zh
Z18E (LARFZ7EX A E LT 500mg) MM ABIEICHE R O #L L ClifEf L~5 7
X NBEEEZREL, SONTEYERE T A —4% (AUC, Cmax) (22T 90%{3HE X %I
THEFHENT 21T - 7255 5. log (0.80) ~log (1.25) DOHIPANTH 0 . WD LW SRR Z M)
PR ATC 36,
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W T A —F

FIENT A =4

AUCo-30 Cmax Tmax tue
(n g+ hr/mL) (u g/mL) (hr) (hr)
L RXFT X LEE
7 & 130.2*t15.9 17.8+3.9 0.64=*0.26 8.160.77
500mg [HETL ]
A —/ 7§ 500mg 128.7-15.9 17.6+3.9 0.59+0.22 8.19+0.76

25

20

MBEE N ik D TR

(pg/mL)

(

1 885, Mean*S.D., n=28)

—@— LAFS 2 AL5E500mg [HETL]

A=A =4 7T Z§E500mg

18515, Mean=S.D., n=28

1 85 P R A I B HERS

B (hr)

MAEFIR I NT AUC, Cmax 50D/ A—Z (X, R OB REOBRIEIEL - R %D
REBEMICL > TR D REERD D,

SURFITEXLRTAvmy T 50% [HET] >

T % 126 3 5 0D A= ) S 1 ) A
AEEAIE 0229 F 10 &)

HER A A RTA DL EIZHOWNT CERL 2442 H 29 B 3K

LRFFTEZLARTA vy 50% HET] KOA =0 7T R4 a7 50%%, 7 2 A%
—R—EICEkEREN 1g (LARF T X AL LT 500mg) R A B HRRE O &5
LCIMSER L A_F T2 & NREZRAE L, G5 EYIRE T A —4% (AUC, Cmax) {22\
T 90%(5 X IR CTHERHIEIT 21T - 72 /55, log (0.80) ~log (1.25) DO#PANTH V| Wil
DA Z R RV ENE D TERE S 7z 39,

HMENRE R T A —H
HE/NT A—H BERTG A—H
AUCo-30 Cmax Tmax tue
(n g+ hr/mL) (u g/mL) (hr) (hr)
L _RFFEH A
. B 137.0%£17.9 19.2+4.2 0.49+0.20 | 8.29+0.79
KA my750% HIEL)
A= 7FIFT RKIT4va vy
50% 132.7£17.6 18.1+4.4 0.57+0.51 | 8.29+0.92
0

28

(1g #%45-, Mean*S.D., n=29)




tpgsmL)
25 1
@ LANFITEELETA Oy 750% THIEL]

A = TSZEFA 0y FE0%

]
==

1g#%5, Mean+S.D., n=29

—
o

MRSE S i 2 TR
=

[m]
™,

0 6 :'2 IIS 2'4 alo
B (hr)
1% H SE I HE R

MR NS AUC, Cmax 5 0/37 A — & (3, #ERE ORI ORI + IR 55 OBk
KL > TERRDLAREMEND D,

(3) HHEE
M ERR L
(4) BE - ffRAEOEE
16.71 2=k >
Tx= b COBANEETHFSICa Y o — L TE RV RMESUIRE AR RIEEZ AT DA
TADIEE 6 Bl RIC, LF T4 A 3000mg/HZHFHELS LIZLE, 7= b v OMiE
s I EE /T A — H B RIES R oT-, 7= b b LRF T ¥ X LOEYHRE
\CHBE RIE S oot 3D 38 (SMEANT—4),
16.7.2 /N)LTOEF FUD L
fEEERA 16 Bla %5z, A7 afg) MU U LAOEFIRETIZENTLF T8 H L% 1500mg
HEREOEE L&, STy ailth N U AT LRF T8 LAOEYENEICEZ KF I o
oo LRFTEHLZ AL VT BEET N U AOEYENRBICEEL RIS o7z 39 GNEANT —
2),
16.7.3 BOBIEE (TFZILIX S PF—ILRULR/ LT RX FLILOEED
R Ntk 18 Bl 2 x4, fENMEHESE (=F =L =X F T U4 —/L 0.08mg K NLAR /L7 A
FLL0.15mg OAFI%Z 1 H 1) ROL_XFFTEZ L% 1A 500mgl H 2 [F] 21 HFER D #&
HLizLE, VRFTBXAFZTF =LA N T UF =LKL R VT A LIV O EIIE T
A — B A RF S Ipinole, HFHBRE OMp 7 v 7 27 1 v RO AR VE R E TR
Ff%@b & BT SE D FIN A RUT E 7o Te, RRABHTIKIL, L _F T &% L0EYH)
\CHEBE RIE ST otz 100 a0 (SEANT—H),
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2.

16.7.4 Sd¥x> v
BERERR N 11 fl 2 5Ric, P52 (113 0.25mg 2 1 H 1[H) L ONL_F T+ 4 A 1 [[ 1000mgl
H2Mm 7 AMREROERG L&, LRFTEX LIV IV ORYEIE T 2 —F (B %
FEE o tz, VIX LU LRF T X LAOEYBIREICHEL RITS ot 2 WEAT —
),
16.7.5 J)LI77 V)
7w bR O FEBREER (INR) 2 BEEEOHFANICHRT 285, Y77 rokh
Z RIS T OB IERERR N 26 Bl 2 %t50c, U7 7 Vv (2.5~7.5mg/H) KMOL_F T L H
2 1[0 1000mgl H 20 7 HREIKEROEE L2 &, LRFTHX LTV T 7 U REICEE
%&ié¢ 7'u br o EURR S B EZ T ol LT 7 U b LRTF T ADEYE)
RRICHE A M S otz BEAT—4),

w167uA*yF
%%ﬁA23m%ﬂ%"me*yF(Eﬁmmg%1H4E&&UV&%§t&A1E1mm@1
H2MF 4 HRMEROES Lz &, 7eX3% Y RELRF T4 AOEWYEEEICITREL LT S
@#OK#\Iﬁ%%u%L%7@%?)77/2%&%ﬁTéﬁtw(ﬂ.AT—5%

RYEER/ NS A —4

(1) fBFAE

RUERR L

(2) WRIEEETEH

ML EER R L

(3) HEREEEH

KR L

(4) VU735 2R

UER L

(6) HHBER

Hﬁkfﬁﬂh$%@ﬁﬂ&@ﬂﬁ§%i FHEE SR E RBAE AT OFE R 39, 0.64L/kg & HEE S 4L,
RINKEK Sy BT VM & 72 o 72, AMEAERERR A 17 Bl %5212 L_F Z & ¥ L 1500mg % Hi[alEr ik
NG LTz & & 9 SAAEOEEIEIE 41.1L (0.56L/kg) TH 0, KNEAKSEICTVETH - 72,

(6) Tt

3.

KR L

BEREE (REaL—3v) @i

(1) fBRAE

RUER R L

(2) NS A—SEBRER

4.

AR L

M 4R

16.2.1 BEOXE

BEEERCA 12 BllC, L _XF & X L 1500mg & 2GR I RZICHRERR OG- Lo & &, Z2iERE &
T, BB GIF T tmax 2560 1.3 FERIER U, Cmax 1% 30%{EX T L7223, AUC XRS5 Th o7

46)
o
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5. &1
(1) Ii&-kxESFE@EE
MUERR L
(2) miE-RAEEIFEBYE
(IVIl. 6. (5) ki) DOIEZSM)
(3) Eit~DBiTit
(Tvi. 6. (6) #xFLiml DOEZM)
(4) HE~NOBITHE
MUERR L
(5) ZofhoiBB~DRITHE
MR L
(6) MFEEAKEAE
in vitro K ¥ ex vivo iR DOFER, L _XF T & LR OERBH TH 5 ucb LO57 O MiE A AREE R
X 10% KRG TdH % 47 - 49,

6. i

(1) KREBLLRUCRBERE
FERMHRRRIE T & b7 X FEOBERIIKSMHTHY . 2k Ak 2 oixEREH O
uch L057 (VAR FIIAR) Tho, 7o, RIHWITIEKEZRENEIL 20 49,

(2) REICEAE5T 58K (CYPHE) OHFE. 5=
LARFFvZ AT, JFF b7 m—5a P450 RACHTEESE Tl S,
in vitroiRBRIZEB\W T, L_XF T X LKW uch LO57 1X CYP (3A3/4, 2A6, 2C9, 2C19, 2D6,
2E1 XV 1A2), UDP-7 v 7 v ViR (UGT1A1 X UGT1A6) K OTARFv FE ke J—
PR L CTHEERZ RS Rhotlz, £, A7 agF ) o a0 7 Vs o U el b8 s &
IEE RN T2 50,

(3) PEEEMNROEERUVTOEE
Pl v/

(4) REVOFHEOERRUELL., FHELE
MM ERR L

7. Bt
A (FHRG5E 6 6]) ICL_XFTEH L 250~5000mg P Z 22 fERFICH B ARG Lz L & 29,
5 48 IFfH# £ TORG&ITKT D IR PR O 5 EIE R ZE LR & LT 56.3~65.3%. ucb L057
ELT17.7~21.9% T - 7=,
HME BEEERR A B 4 B2 14C-L_F T X A 500mg Z AR O#& G Lz & & 4D 5 48 Bfil#
FTICHEGED 92.7%D ERENIR TN D, 0.1% MR EP LA S N, #5 48 Kiffth £ To L
BSR4 BRI, R LA E LT 65.9%, ucb LO57 & LT 23.7% CTH 7=,
LARF F 75 L OPRIITITRERIR A i X ORAE RIS, uch L0567 (ZI3RERIR A i & EEhAY SR AR
BTN LT B 51,
F) ENTHERSNIZAFIO 1 H b5 3000mg TH 5,
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S URR—42—IZEAT H1EH#

B R L

. BRFIZLBBRER

(TVI. 10. WHE®HS ) OEZRH)

. BEDERZETHEHE
16.6.1 BEREcEETHRE

BHEBEDTRE D R DR AT 2 AR, LT T X A HERAKLG L&, AniTos
HI7 VT T AIBHEERE®E (CLer : 280mL/min/1.73m2) & th# LT, \BEMK TF#H (Cler :
50~<80mL/min/1.73m?2) TiX 40%. FEEIK F#H (CLcr : 30~<50mL/min/1.73m2) T 52%,

FHEKTE (CLer : <30mL/min/1.73m2) T 60%{X F L7z, L _XFT7EX AL uch LO57 DE 7V
TILUAFI VT TF=0 7 VT R EREICHBE L2, [7.2, 9.2.1, 9.8, 16.6.4 ]

RS RE DL
FEENRE X T A —H E% IR S HE
(N=6) (N=6) (N=6) (N=6)

CLcr (mL/min/1.73m?2) >80 50-<80 30-<50 <30
&b & 500mg 500mg 250mg 250mg
LRFFEH A
Cmax (1 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 (0.5-2.0) 0.5 (0.5-1.0) 0.5 (0.5-1.0)
AUCo+ (g« h/mL) 166 [16.5] 248 [16.9] 169 [16.5] 212 [19.1]
tiz (h) 7.6 [6.9] 12.6 [11.3] 15.5 [17.5] 19.7 [26.5]
CL/F (mL/min/1.73m2) 51.5 [7.8] 30.9 [14.6] 24.6 [15.0] 20.3 [20.9]
CLr (mL/min/1.73m?2) 31.6 [28.5] 15.3 [22.3] 9.7 [23.4] 6.0 [53.6]
ucb L057
Cmax (1 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)
AUCo+ (pg - h/mL) 5.9 [9.7] 22.6 [45.9] 18.7 [53.4] 57.8 [57.3]
tye (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)

BT [CV (%) ],

tmax S OF uch LOBT O tus 1XHSAE (Fe/ Vil - Fie KA
CL/F: AT 7 V77 A Clr: B2 UT 74

16.6.2 MABHEZZ T TSR BHEESTEE
MAEFEHT 25 1T TN D RYIBHERERE T O gl AR (2 LXF T & & L 500mg % BT B AR 44 R Al
WCHER ARG LI & LT T8 X LAOIEEHTRFOHEKFHIIT 34.7 K ThH o 7223, &

X 2.3 BERICERE LT-, L _XF T X L KN uch LO57 OB L 2BERITEL . 81% LD
87T% T -7-59, [7.2. 9.2.2. 13.2 HH]
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I ENRE T A — X2 L A_RF TR XL ucb L057
Cmax (1 g/mL) 18.7 [8.1] 8.84 [7.0]
tmax (h) 0.7 (0.4-1.0) 44.0 (44.0-44.0)
tz (h) 34.7 (29.2-38.6) —
AUCo-44n (z g+ h/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/1.73m2) 10.9 (9.4-13.1) —
AT FAP—DBREDER (%) 81 [7.5] 87 [7.2]
MAEEHT P OW R (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
MiEEN 27 V7 5> A (mL/min/1.73m?2) 115.7 [8.1] 122.9 [7.1]

N=6, &M FE)E [CV (%)]
tmax, tuz. CL/F. MLIEEHTH OTE I P gl (/M- f5c K Aif)
16.6.3 FFREEE BE
R K O (Child-Pugh 737 A X OV B) ORRAFBEREIR FH I LARF T 2 L& BRI O
HLizb&, VRFTEX O VT 720 RAE TR LN -T-, HEE (Child-Pugh 4y
i C) OIFEREIR T TIX. &8 7 V7 7 2 ADBMEER A DK 50% & 72> 72 59 59 (S EAT—4),
(7.3, 9.3.1 ]

R REAR T
SIS A — 4 R Chil(\i-Pugh Chil(\i-Pugh Chil(\i-Pugh
(N=5) A 5% B 534 C
(N=5) (N=6) (N=5)
CLcr (mL/min/1.73m2) ') | 93.1+13.8 120.8+11.9 99.6+13.2 63.5+13.5
LRF S8 5N
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 (pg -+ h/mL) 234+49 224+25 262+58 595220
tue (h) 7.6+1.0 7.6+0.7 8.7+1.5 18.4+7.2
CL/F (mL/min/1.73m?2) 63.4+9.7 62.5+8.7 55.4+10.5 29.2+13.5
4+ SD
1) LRFITEFLFEEHOHE
16.6.4 HinA

EBEEICBITALRF I X LAOIEYEREIZONWT, Z LT F=227 U T T2 AN 30~TImL/min
DOHERE 16 il (FFiH 61~88 %) ZXfH L L CRlli L72/ER. ElndE CITiE R LRI 34%4E
EL, 10K Eo7259 WEAT—), (9.8, 16.6.1 &/
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1. EDik

16.8.1 &EMFHNFEEHER

(1) 1 =758 500mg. 1 —7FS5F34>0v7T50%
fRERk A 26 BIIZ LT T Z L 500mg (KT A > 1 v 7 50%% 1g XI% 500mg $E% 1 §8) % 228
BHEERG L X, LRFFTX AOEYBNEERT A —X|ZUTFTOLBY Thotr, RIA4 1

7 50% & 500mg FEILAEWFHINCRETH D Z LN

PRIz 56,

B[ G- OB RE ST A — X

NSA4vmyT G SO
ARG 37 A= (N=26) (N=26) Al Lt
(90%{E X 1))
Coe (1 g/mL) 20.9 19.6 1.0680
[24.5] [28.1] (0.9689, 1.1772)
149 151 0.9871
AUCo+ (g - h/mL) [15.6] [15.2] (0.9701, 1.0044)
) 0.500 0.633 B
(0.233-1.50) (0.250-2.00)

Crmax L OV AUCo-+ (ZST I [T CV (%) ]

tmax [T (/) MiE- Foe KA
1) RI4v1my7 50%/500mg b
(2) LRF5t4 L 250mg THET]

LRFFE 4 N 250mg [HET) 1E, L_FF& & A6k 500mg [ HE T

&, IWHEBRFE L HES L, EMTFERICFSE L AR SR Y,
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VI. £t (EAELOZEESF) CBEY HEE

1. BEERELTDOER
BE STV
2. ERABFLEFOERA

2.BE (ROBEIZIFBELLZIN &)
AFNIOREA T E R U R iFERI 0 URBEUE OBEERE D & 5 B

2. KRN ORGy F e r Y R FFERITRT 2 mBUEDBERE O & 2 BT AR 2 & E L7256,
FONABEER S FEBL T 5 AlRER @V EB X 6D DT, REIOKS IR U R UFEERIzx
Ui BUE DB DO B 5 BFEITIE, ARG ZEET D Z &,

AGRRFE COENBKRMEBRIZBWT, v a v 7 ET T 7 4 7 F v —RIERORIEHHRE X720
2 IWEUE & B2 NS RBEORWEANRESINTEY, SAEICBW TR, v a v 7 XI3mE
FEENPREIN TN D,

LRF T X AZEr Y RUFEERTHDLZ 06, KAIORDSOHR2 BT, Bal Rk
W2kt L CHOBRBUEDOBEFEROH 2 BFEICH L CE, BE52ET AL ERH D, B r Y FUFER
WZiE, ERTIRET X AN, £ TIET7 =825 (ENTIRBGEKRT), 27> 7%%
L¥* TTITREELY RT 4 TEEZLENDD (k[ HRNRET).,

3. MEXEIHRICEET 5FTELTOER
BES N TV

4. BERUVAERICEET 3B L TDOER
(V. 4. AEXOHEIZBEET IEE] 22T 52L,)

5. ERGEFNIE L ENER

BEELEAXNMIE

8.1 HHTIZHB T HHEEEOQMBHMELR N LEETIEIZLY , TANARBIEOHEXIITANAE
FRENHOLDONDZ ENHLDOT, FE5E2HIETALAICIE, Dl &b 2L ENT TR~
R 572 EEEITITO 2 L,

8.2 IR, HET) - ) - KETEBRENEFDRTHNEIDLZ LN LD T, KA HOBEIZIX
HEVHEOEIRE | fER A ) O BEICIERE S E RV O EET D 2 &,

8.3 Sk, S&EL. MEkE, BE BRMEZEOBMERA L b bil, BERMIZELZZ L HHDHDT,
ARG HILRE ORER OWEOE A FERBIET 52 &, [84, 11.1.6, 15.1.1 ]
8.4 BF N OFHEFICH RN, BREAENEOBHIERIEBL O AR OV THofB 21TV, &

Al & BB ICEAE A &9 KO8T 52 L, [8.3, 11.1.6, 15.1.1 HH]
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(fi#s)

8.1 AHZ i X ITHIE§ 2BRTIX, BBORUAEFETLZEEOBANHELIZKRGZ T LT
X2 b WEAERE, 2~4 T L2 1 HEL LT 1000mg (500mg @ 1 H 2 [A]& HAL & L)
FTOWRLIHET 570 L, HERMISEITI Z L,

8.2 HENHE OIERSE | M OBIERE I~ DI T 2R BRIIITOI TR W, LRFFEH A
BEDAGEIFE TORANZ R E LIZENERRBRICB VT, BIEME L THEIR 193/543 fi
(35.5%) M ONVEENED F 1 95/543 Bl (17.5%) N@MEINTNWD, £, MEExGE LE
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B 0.24%) ., FICADNAEDOIRMBETIX., T BRBEL 1000 AdH720 1.9 AW EEHESH

7= (95%(EHEIX : 0.6-3.9), 72, TANABEOY T I/ —T7Tlik, 77 vAREEE 1000 A

H-D 24 AW EHRE SN TWS, [8.3, 84, 11.1.6 &H]

15.1.2 SMEARRA TAMNARE 1208 Bl 2 x5 & L= 7 7 & R R ERRBR O AT iIc BV T, FE

AR TEE R O F G (MR, W, &R0 R, B\, BEAJE, 115 o, HEIARREE,

MR, GEENEZ . ST, ARRREE, MEE, ARREE) OFRBURIIAAEE T 18.83%. TR

BT62%ThoTz, FERIC, HENNETADAESL (4~165%) 198 Bl Lt Li=7 7 &K%t

MRERRERBRIC 31T 5 Ui EHFLOFBLRIIAKIFET 37.6%., 77 AR T 186% ThH o7,

Fio, AENPNRTADAEE (4~165%) 98 Bl & xt5 & Ui amsne L O TENC x5 2 8% 3

927 7 B A RERARRBRIC I W T, BERORRFICTH L3, 77 B AREE L Ik U CHRATE)

DAL IR T,

(fian)

15.1.1 2008 4= 1 A 31 H X U* 2008 4= 12 A 16 H, KEARMEHKTLF (FDA) Lv., JiTADA
HIZK 2 ARBEITAR EICOWTHEEMRE T2 CENARINTZ I EnDiE#E Lz, ZORR
X, FLCTADPARD 7 T B ARRBIEGBRIC BT, HRBEITS (HANX, e, B
Hefi) M OVH BORREITAR D WA AR L2 R, FUCAMATEZIRT LT % 4 < B BT
Z7e LDV AT PEREHICAEEICENT D (BT A AIEERE 0.43% vs 7T BAREE 0.24% ; HLC
ADIEBEORIRTY A7 1.8) Z L& RTHIRTH o7z, MOPITADAEK L FRkIC, A
HIZ ) D XUFAREE R EORENRBO N HAEITE, T ICEREICHER T X5 r~T5
LBz, BEOITEOZLIZOWTIE o2l 217o 2 & (VI 5. EELILARMER L
D] OEBM),

15.1.2 KEIRTSCE KO CCDS OFLHEIZAOE ., [FREMBIEITEIER ) 2B 2 AR OVNE D
HHEFGOFBURDUCET 28O T HIFRIEIZ T2 2 ENEYTH 5 Ll L, fidli L
77

(2) JFERERHERICE D 1HH
FRE Z ATV R0

44




X. JERREREARICEAY H2HE
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RNTADABE ORBERRFEIEICKT 5
PLCAM AR E OO RE

<$£250mg - $£500mg >
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1H20mg/kgZ 1 H2MNZ /31T CROK G535, o8, IiE
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w, WEF2EMU EoMRELH T TIAEHEL LT
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M4 HITTIR AR L LT20mgkg (KT A2 v
& LT40mg/kg) L F$0179 Z &, 7272 L, {KHE50kg
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<DailyMed (USA), 2023 4 8 H s >

4 TAY D
214 Physicians Total Care, Inc.
k74 KEPPRA- levetiracetam tablet, film coated

1|7 »
A - Lk 100 mg/mL oral solution

250 mg tablets, 500 mg tablets, 750 mg tablets, 1000 mg tablets,

INDICATIONS AND USAGE
1.1 Partial Onset Seizures

KEPPRA is indicated as adjunctive therapy in the treatment of partial onset seizures in adults and
children 1 month of age and older with epilepsy.
1.2 Myoclonic Seizures In Patients With Juvenile Myoclonic Epilepsy

KEPPRA is indicated as adjunctive therapy in the treatment of myoclonic seizures in adults and
adolescents 12 years of age and older with juvenile myoclonic epilepsy.
1.3 Primary Generalized Tonic-Clonic Seizures

KEPPRA is indicated as adjunctive therapy in the treatment of primary generalized tonic-clonic
seizures in adults and children 6 years of age and older with idiopathic generalized epilepsy.
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DOSAGE AND ADMINISTRATION
2.1 Important Administration Instructions

KEPPRA is given orally with or without food. The KEPPRA dosing regimen depends on the
indication, age group, dosage form (tablets or oral solution), and renal function.

Prescribe the oral solution for pediatric patients with body weight < 20 kg. Prescribe the oral
solution or tablets for pediatric patients with body weight above 20 kg.

When using the oral solution, in pediatric patients, dosing is weight-based (mg per kg) using a
calibrated measuring device (not a household teaspoon or tablespoon).

KEPPRA tablets should be swallowed whole. KEPPRA tablets should not be chewed or crushed.
2.2 Partial Onset Seizures

Adults 16 Years And Older

In clinical trials, daily doses of 1000 mg, 2000 mg, and 3000 mg, given as twice-daily dosing were

shown to be effective. Although in some studies there was a tendency toward greater response with
higher dose, a consistent increase in response with increased dose has not been shown.

Treatment should be initiated with a daily dose of 1000 mg/day, given as twice-daily dosing (500
mg twice daily). Additional dosing increments may be given (1000 mg/day additional every 2 weeks)
to a maximum recommended daily dose of 3000 mg. Doses greater than 3000 mg/day have been
used in open-label studies for periods of 6 months and longer. There is no evidence that doses
greater than 3000 mg/day confer additional benefit.

Pediatric Patients

1 Month To < 6 Months
Treatment should be initiated with a daily dose of 14 mg/kg in 2 divided doses (7 mg/kg twice

daily). The daily dose should be increased every 2 weeks by increments of 14 mg/kg to the
recommended daily dose of 42 mg/kg (21 mg/kg twice daily). In the clinical trial, the mean daily dose
was 35 mg/kg in this age group. The effectiveness of lower doses has not been studied.

6 Months To <4 Years:

Treatment should be initiated with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice
daily). The daily dose should be increased in 2 weeks by an increment of 20 mg/kg to the
recommended daily dose of 50 mg/kg (25 mg/kg twice daily). If a patient cannot tolerate a daily dose
of 50 mg/kg, the daily dose may be reduced. In the clinical trial, the mean daily dose was 47 mg/kg
in this age group.

4 Years To < 16 Years

Treatment should be initiated with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice
daily). The daily dose should be increased every 2 weeks by increments of 20 mg/kg to the
recommended daily dose of 60 mg/kg (30 mg/kg twice daily). If a patient cannot tolerate a daily dose
of 60 mg/kg, the daily dose may be reduced. In the clinical efficacy trial, the mean daily dose was 44
mg/kg. The maximum daily dose was 3000 mg/day.

For KEPPRA tablet dosing in pediatric patients weighing 20 to 40 kg, treatment should be
initiated with a daily dose of 500 mg given as twice daily dosing (250 mg twice daily). The daily dose
should be increased every 2 weeks by increments of 500 mg to a maximum recommended daily dose
of 1500 mg (750 mg twice daily).

For KEPPRA tablet dosing in pediatric patients weighing more than 40 kg, treatment should be
initiated with a daily dose of 1000 mg/day given as twice daily dosing (500 mg twice daily). The daily
dose should be increased every 2 weeks by increments of 1000 mg/day to a maximum recommended
daily dose of 3000 mg (1500 mg twice daily).

KEPPRA Oral Solution Weight-Based Dosing Calculation For Pediatric Patients
The following calculation should be used to determine the appropriate daily dose of oral solution
for pediatric patients:
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Daily dose (mg/kg/day) x patient weight (kg)
100 mg/mL

Total daily dose (mL/day) =

2.3 Myoclonic Seizures In Patients 12 Years of Age and Older With Juvenile Myoclonic Epilepsy
Treatment should be initiated with a dose of 1000 mg/day, given as twice-daily dosing (500 mg
twice daily). Dosage should be increased by 1000 mg/day every 2 weeks to the recommended daily
dose of 3000 mg. The effectiveness of doses lower than 3000 mg/day has not been studied.
2.4 Primary Generalized Tonic-Clonic Seizures
Adults 16 Years And Older
Treatment should be initiated with a dose of 1000 mg/day, given as twice-daily dosing (500 mg

twice daily). Dosage should be increased by 1000 mg/day every 2 weeks to the recommended daily
dose of 3000 mg. The effectiveness of doses lower than 3000 mg/day has not been adequately
studied.

Pediatric Patients Ages 6 To <16 Years
Treatment should be initiated with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice
daily). The daily dose should be increased every 2 weeks by increments of 20 mg/kg to the

recommended daily dose of 60 mg/kg (30 mg/kg twice daily). The effectiveness of doses lower than
60 mg/kg/day has not been adequately studied. Patients with body weight <20 kg should be dosed
with oral solution. Patients with body weight above 20 kg can be dosed with either tablets or oral
solution [see DOSAGE AND ADMINISTRATION (2.1)]. Only whole tablets should be administered.
2.5 Adult Patients With Impaired Renal Function

KEPPRA dosing must be individualized according to the patient's renal function status.
Recommended doses and adjustment for dose for adults are shown in Table 1. In order to calculate
the dose recommended for patients with renal impairment, creatinine clearance adjusted for body
surface area must be calculated. To do this an estimate of the patient's creatinine clearance (CLcr)
in mL/min must first be calculated using the following formula:

[140-age (years)] x weight (kg)

Cler = x 0.85 for female patient
°t 72 X serum creatinine (mg/dL) ( or female patients)

Then CLcr is adjusted for body surface area (BSA) as follows:

CLcr (mL/min)
CL L/min/1.73m?2) = X 1.73
cr (mL/min m?) BSA subject (m?2)

Table 1: Dosing Adjustment Regimen For Adult Patients With Impaired Renal Function

Group Creatinine Clearance Dosage (mg) Frequency
(mL/min/1.73m?2)
Normal > 80 500 to 1,500 Every 12 hours
Mild 50 — 80 500 to 1,000 Every 12 hours
Moderate 30 — 50 250 to 750 Every 12 hours
Severe <30 250 to 500 Every 12 hours
ESRD patients using dialysis — 500 to 1,000* Every 12 hours*

* Following dialysis, a 250 to 500 mg supplemental dose is recommended.
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2. BB SBKZIRESR
ERICET SiBMER (F—X SV THE)
AINZBTHHEH EOETEBOHDOFTHE E A—A T U T HEE TR D,
(V. 6. FFEOEFRAEATHEFICHATIHEE] OESHR)

Drug Name Category
F—ANZ7 U T D4 levetiracetam B3
(2023 4= 8 A fsk)

2% BROME
F—A2 +Z U7 D5FE (An Australian categorization of risk of drug use in pregnancy)
Category 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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PRSI ST-ABOHMRTHY . MELKOEGEITEENTH -,
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FlEFAER n=3
T20K13 A A kA A kA
(HPLC) <>:<1> &5 &5 l@u &5 1@:1
8 (%) *2n=3
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2 —ZIIERNIR LG DA 3 50D 2 & KT L, AT Z £ DK 30cm _EoOm SIZEE L7, E
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BT,

HERERIR : 2021/9/10~2021/9/14
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ZFC 15 [HEAIE L, BREREORNZBIE L, RORRENRD ONRWEGAE, BIZ5
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