2021 £ 12 AERET (58 2 hiv)

HAREERSEES 871139

EERAAEL—TH4H—L

BAREEFIER SO IF SLHEE 2013 (TR L THER

TCADAE
l/’\“3=7t91-\ﬁ250mg g,
LAFSEILEES00mg w4,

LEVETIRACETAM Tablets 250mg - 500mgMEeLL
L RF- 5+ ¥ LS

LAFStEIL rS5+v0v750% 84

LEVETIRACETAM Drysyrup 50% MELI,
LRXFFH LT ay 7

LARFSEH LEE250mg TBRBI : 240 La—T 4 VT8
LARFSEH LEES00mg TBAAI : 240 La—T 108
LRFSEALRKSAOyT50% BAEAL: KS4> Oy JH|

#I

&

A ORERESD LAZEERRE CEE-EMFOLAZICLYERT S L)

LARFSE4S LEE250mg TERARL 1 SERLARFS 2L 250 mgEFH
LAFStE4 LES0mg TEHE] : 1R LARFSE42L500 mgEH

&
o
il
il

& : LRXFS5E2 L (JAN)
;¥4 : Levetiracetam (JAN. INN)

Br A2 F R B RaRERREAE 2021588168
Rl A E N | EREERESEEAR 2021 £ 128108
2 T & A Bl £ £ 8 B:2004€128108

 SERR SV memnn . Meiji Seika Itk &t

EEFRIBLEDER L

LRFSEELRZ420yT50% MBHAEI:1 g PFLARFSERL500 mg&F

Meiji Seika 77wzt < I UHEBE
TEL : (0120) 093-396. (03)3273-3539 FAX : (03)3272-2438

& = \
MUaDY B simmom~176 (+-8- RERCLEAZAERC

EEEEGEERITHR—LR—  https://www. mei ji-seika—pharma. co. jp/medical/

AIF1X2021 £ 8 A1ERL (BB 1hR) DBFMXEDRTEEICEDIERETL =,
RITORIXEFERIE. EERERMFFERIZER—LR— TEERIZEAT S1ER]
https://www. pmda. go. jp/safety/info-services/drugs/0001. html 2T ZFER L X0y,



1.

IFRIADFS5I20HE —BARFREXES —

EERA VR E1— T+ —LIEBDEE
3 R 36 0 D BRI 22 B IE #R & L CIRBEH EESMIRGT SCE (LR, IR SCE &g 9) 28

b b, EHRBICER - JERIASEO ERIEFE D B FEB T e R 5 O A W21

T 2BRCIE, WA SCEICFER S N A AT 2 BISEEM R ERBALERGE R & 5,

EIRELS TlE. URZERMICOW TR R E D E G MY HEITHEROBINGEROE L L

THEREZMEL COHLLTE TS, ZOBICHEREREZBEEMNICATTHZ0DFHRY X
FELTA UV Z B a—T 3 —00HE LT,

BEFD 63 4RI H AP BESEAIRT 2 (LA T B3E S BE ) IS 2 /N R BN TEERG A U F B a—
T —2] (LUF. IF LB89) OML@EMFIEONT IF SR#ikk A2 W E Lz, 2 0%, ERtES
I QNS B T RS IE = — X OZA{b & 51 T, Ak 10 4F 9 HIC BRI 3 /NER
SR W T IF LHEFEOWET M T,

FIZ 10 FENRE L, EEMHEROA T THLRIEIE T TH 2 ERBLG O SKAIM,
PIFIZ L - CTHE -« EFRBEIIRES B LD L 2% T, ik 20 4 9 A2 BIRSRE R R
ZE TR T IF FLHZEE 2008 8 RE STz,

IF FR#EfE 2008 TlX, IF Z MR O+ & L T4t 2 55 | POF S0 EMNT — 2 &
LT L (e-IF) MFEAIE 2oz, ZOERICHDOE T, IRAMACEIZHBNT [4HE -
OB, MEE - 2R - BERQLANTEEORET] REDOURTVRH LG, LETOR
LT — X & BN U7 BiThi D e-1F MRt E N A Z & & o Tz,

BRATR O e-IF (X, () EEMERBHFEBOEEOEELEFREBLER - -
(http://www. info. pmda. go. jp/) H—FE L CAFA[REL 72> T 5, HAFBRIRAIGI S Tl
e~ IF Z 4Bl 3 2 EIRMIERIRILAR — 2= DR AN A FTH D Z LITEE LT, A eI
D HOE T e-IF DIFHRAE MG 2k A RE L T, lx D IF BB SCEEM5ET 5 IERE
Mg E L CHEgNES - ifds2& & L,

2008 L VA DA FE a—7 +— LRI 2B Lo TR L T & 7o 31 4 BT
L, BEEpHEICL -5 TYH, EAf - BARIFICE > TH, IROBRVEREE T2 L2527,
FZTAMK. IF R EEH O —EREET 24TV IF SRS 2013 & L CARTHEO L 2o 72,
IF &%

IF X TR SCEZOFRZHT L, BRI EDOEREFEICE > CHEEBICLE R, EK
O EEEO T OMEH, MGG OWEH, FFI OO OFEH, EIHK O IERHO
e DOER, HENIRBET T OO OERENEN SNTRARER O ERMEHEL L
T, BRI BEEZ T U, AL O 72 012 Y 7% B 3R 5 0 RIS 38 SRR ) ORIk & 4K
FLCWDFHINER EALEMT B,

o2 L. FEE - BUEAERE S ICED S b o, RESEORANE T 2 8T 5 H O KD
AN E S 550 < FIr - RAET RS FIEL T IFORFEFEEL IO, S0z s e, &
RZEN GRS AL TF X, AR E O 2554 - HIWr - BREIST 2 & & blo, RERMTE
THHLDEWVWIFMAFFOZ L ARHEE LTV D,

[IF o= ]

OFEIT A4 ), FEEE L L, FAIE LTORA v MU EOTER (KFIFFRS) Tiid L, —@
Mo &35, 2720, BHCETHRE - REE2AOWESEICE, BRI b
DET D,

OIF FefEHEIC SR L, FHEAA T TS v 7K TRET %,

@FMDOFEHITI — L. RMITHT THWIEER D TTF FIHOFL & OME ] O L& TS
HHL0EL., 2HIZELED D,

(1)




[IF ERK]

OTF FFHIE U CRIAI OB 58] (WAL EHAL SVRAD IcEk s,

QIF \[ZFE# 3 2 H L OB H IR R E L7 1F Flsk B4 5,

ORI LEONELZMTET S LD IF DEFITH > TRERIESRNTH SN D,

@RISR ZE ORI BT 5 b o, BN EORFNSE N 2 BT D b O R OEAIM 21T U
RO B O R - BT - 42T _RE FHIZ O W TR S e,

® TEELA Z Ea—7 3 — LG50 HZEE 2013 (LT, [1F GR#EEGE 2013) &0%3) (X 01k
SNz IF 1, B CORMEZ AR L L, HEIZS U AR E B4R (PDF) 205
FIRl LTl 2, BRETORARIINAETITR,

[IF D F1T]

@© TTF FO#EEAE 2013) (X, AR 25 4F 10 A LARRICARGR S AL ESR 2 D & 72 5

@ LSO EEIC OV T, TTF FRdiZEeE 2013 12 kDR « fft3stil &b b o Tl
AN

@ﬁmﬁwﬁ%@&ﬂ\ﬁ%E#%Xiﬁﬂﬁ#%(D %ﬁ)ﬁ@%éntﬁﬁﬁwmﬁ

. IFOFRAIZHE=>T
[TF FLRERE 2013) ICFBWVTIL, PDF 7 7 A M X BB A CORMZIEAL LT D, 1§

AR 5 HEAIIL, %ﬁ%#%mmbfﬂﬁﬁé_k#ﬁwf%éo

BEFEARD IF 12OV TIE, B ERBEIRR O 0O 3 0 E R MR AR — A "— T
PRGN E STV D,

BRI TEREMA 2 B2 — T+ —MMEROFH &) 198> TR - 292525, IF @
R EEE 2| BEREBSGICARE LTV AIERSC IF MEARRRIC R L E RS IZ OV e R
HEDMREFESDA L ZE2— 2LV EAEER OPNELFTEI T IF ORI AMEE & D 5 BN
b5,

Fio. BRSGT S A EoEEEICET 2 FHICEA L L, IF AUETIN D £ TORMIZ
Y% R O U 3 MR B IR SCES R D SCEE . & D\ TR S RS SR W
BV —E R X0 EANIER OS2 & & biZ, IF OFERICH Tz > TiE, RFORMNC
TR PRI R TS AR AR — A X — U CHER T 2,

72, HIEMEASCEEMEOMRO SN LR SN TWD TERREE ] < [E724NETOIE
R BT 2HEA SRR FRICEADA ZENHY, ZOTRWIZIFHIBEETREITH D,

. FRAICELTOBER

IF Z A% O B HEBICBWTROT I ENTERWVERLERFEE LA L TEE -
woL#L\%$&%E%ﬁE£m7m%—ya/:—% IR DHHNC L0, RS ENE
AR e L CRIECE 28 PICIZB T ERANRH D, IF I AFHIKOLHERE L =TT, Y%
PR ORI NERL - 2T 2 LD THH Z LD, R - RBUTHINZZT 55245
RN EEFRR L CTEM R TR R B0,

FLREEPET, [FRH ETHLRMILELMTT DHEREM THY, A F—Fy R TD
ARRELEE 2, EEE EOIRERTNICEM U2V S BE LIERSN TS Z L 28R LT
THREIEHT 20 ERD D,

(2013 4F 4 HET)

(2)




I.

o.

II.

v.

WZIZBSY 51RR
1. Fﬁ'ﬂ%\é@f(ﬁ}ﬁﬁ ........................... 1
2. BLLOTBRREY - BGAROREE e 1
&HFZBEI HIEE
1. Eﬁ)’j{’% ............................... 2
(1) %DZI ............................ 2
(2) {3’5% ............................ 2
(3) %*//F@EH% ...................... 2
2. #ﬁg% ............................... 2
(1) F (BEE) oo 2
() PES (BAEE) oo 2
(3) Iz Al N R 2
3. %ﬁﬁ&iﬁ%ﬁ ..................... 2
4. ﬁ%ﬂ&@ﬁj\%i ..................... 2
5. ﬂ::—%‘»% (ﬁ%{i} ..................... 2
6. A4, Bk, W, FDEES e 2
7. CASBGRT oo )
ARSI BT B
1. ¢@ﬁ1b?é@lﬁg ....................... 3
(1) 571\%% . Alé;lk ...................... 3
(2) (ﬁﬁgﬁi .......................... 3
(3) %ﬁ{@;fﬁ .......................... 3
(4) R IR . W, BEELAT - 3
(5) @ﬁﬁ%ﬁ@%&@ﬁ .................. 3
(6) %@Eff%@i ........................ 3
(1) FOMOF/ o RwEE - 3
2. AT OFFRAN FITH DRIEME - 3
3. AR OMERAIRIE - 3
4. BRSSO RDE v 3
HANZREI HIHE
1. ﬁljﬂé ................................. 4
(1) ABORBL, SMBKOTER - 4
(2) @%U@#@Tﬁ ...................... 4
(3) %%i;%'IJ TR e 4
4) pH, RBELL, KE, HHE, HEEHOF
M OZER pH JRAE - 4
2. @(J%[J@;fﬂﬁk ........................... 4
(1) ATRSY GEMERRSY) OBHE - 4
(2) (Z}%j]l]% .......................... 4
(3) %@ﬂﬁ ........................... 5
3. RN, FANOTBME S DR - 5
4. WRIOEFR TR e - 5
5. PHRHEROVEIREDLENE - v 10
6. fiiFfl ORIAZAL WIBHLFRIZED) - 10
7. {gﬂjllé .............................. 10
8. AMPAHGRERIE - 15
9. BHIPOHR OMEGRRSE - 15
10. BHIPOHSOERE - 15
11. jjfﬂf] ................................ 15
12. IRATDRIEMEOSH DAGEY) oo 15

(3)

b/

13. RSB S - SMBLVRAATLAERT

Eg—f%Tﬁ& .......................... 16
14. %@ﬁﬁ .............................. 16
V. aEICEEY 1EHE
1. ’;ﬁ]ﬁg {j:/;‘j]% ........................ 18
2. )ﬂ{f&@ﬁﬁ% ........................ 18
3. Eﬁﬁﬁkﬁﬁf ............................ 19
(1) FERT—Z Ny r—30 e 19
(2) Eﬁl%é‘ﬁ% ....................... 19
(3) %%ﬁéﬁ%ﬂ%ﬁ .................... 19
(4) j{%gﬁ?ﬁ/ﬁiﬁ% ...................... 19
(5) *ﬁ?ﬁﬁ/ﬁiﬁ%ﬁ ..................... 19
1) SE(EACETRBROSHS - 19
2) tti&%ﬁ% ..................... 19
3) ﬁéllﬁgiwﬁ ................... 19
4) B - JEreREER oo 19
(6) /ﬁfgﬁﬁ{iﬁﬁ ..................... 19
1) AR - O EH R
(RERIFA) - BROEHRTCALRARAR
(ﬁﬁﬁﬁ?&ﬁﬁ%ﬁiﬁ%ﬁ) ............ 19
2) AL E LTHEETEDONE
N U iRBR OB - 19
VI. EEEICEEY 5ER
1. FEPESAOIZREE S DA X
{ K/El\%ﬁ ............................ 20
2. ;@;ﬂﬁg}zﬁ ............................ 20
(1) PERIEIAL - (EFBIT oo 20
(2) SENETHT 2R oo 20
(3) EFITEBIH - Froesi] - 20
VI BRI 1R
1. MAPREOHER « JIEE oo 21
(1) YR AT AR oo 21
©2) Femli RN e 21
(3) REARFER CHER S - REE - -+ 21
(4) FPFR - o 23
(5) ﬁ$ . {%ﬁﬁi@%ﬁ% ............. 23

6) R (= l—a) i
F DA U7 ANEIREASEEEA - 23

2. FPEERRAY ST Al e 23
(1) ﬁgﬁ:ﬁﬁ{i ....................... 23
(2) ww@};ﬂf;ﬁ;i ................... 23
B) I AFTRATEY T v 23
(4) {ﬁ%@gﬁ;ﬁ ................... 23
(5) YT TUR vveeeeneiaenn. 23
(6) ﬁ\?ﬁﬁﬁﬁ ....................... 23
(7) Iﬁlﬂﬁ%lﬁl%{a\/}z ................. 23
S MBI - 24
4 éj\jﬁ ................................ 24
(1) (i — AP <o 24
(@) M — AP TmIEE e 24



VI

(3) FHA~ORATE - 24
(4) BERA~ORATHE o 24
(5) ZDOMOMREN~DOBATIE - 24
5. {Jﬁﬁ ................................ 24
(1) AEFBOL OG- 24

2) NG 2R (CYP45045) @
%%*i ......................... 24
(3) HIEIEERROFHEKL L DOEIE - - 24
() R OTEIEOAT IR O - - 24
(6) TEMEA ORI ST A—H -+ 24
6. %Eﬁﬂ‘ ................................ 24
(1) BEMEAT ORI oo 24
(2) iﬁb{ﬁ'g ......................... 25
(3) ,J:ji;ﬁﬂ_—@};ﬂf ....................... 25
7. NIRRT R 25
8. @1:}1‘—%&:; 6@£$ .................. 25

2% (ERLOIESH 1T HIEE

%&%Wﬁk%@@m .................. 26

=
1.
2
3

| BERIVE L Z O (RS AT - 26
. e

(DR P S ] EooTER &

%@fim ............................ 26
4. MEMOHEICEET DM Loz s
%@fim ............................ 26
5. [HERGNEEZOME oo 26
6. FEEHARNEE &2 OBB A
%ﬁﬁff ............................ 26
7. *EEVEH% ............................ 26
(1) DI E ZOB e 26
@) PRER L ZOHH oo 26
8. guﬁgﬂq .............................. 27
(1) BWEFHOREEE - vvveeeee e 27
@) EKRZRWER &R - 27
(3) FOMDEWER v 27
@) TEHERBIREIERZ SR L O
fit %*ﬁﬁ{ﬁﬁéﬁgiﬁ% ............. 28
(6) JEREE. BOME, BEER K OO
AL SR ORWERFEHISE - - - 28
6) W7 LAF T HERLD)
%ﬁ%ﬁ{k‘ ......................... 28
9. %Jllﬁ%%’\@& Ig_ ...................... 29
10. #fa, PEMR, BEHUIRE~ORYE oo 29
11. ,J\L%%;,\@&Ig_ ...................... 29
12, BRARMARERIC RTS8 - 29
13. @%}:&h 5 ............................ 29
14. ﬁfﬁi@/f% ........................ 29
15. %@ﬁﬁ@/}‘% ........................ 30
16, FOf - oo 30
X. JEEREREAERICRE S HIHE
1. ;@éﬁ%ﬁgﬁ ............................ 31
(1) ﬁ’;ﬁﬁﬂ?ﬁ%ﬁ ................... 31
(2) BIWRHZEFEAER - oo 31
(3) fé’fﬁ%ﬁ%ﬁ ................. 31
(4) %@{&@ﬁéﬁ%ﬁ%’ﬁ ............... 31
2. %Alﬁgitpjﬁ ............................ 31

(4)

(1) HEHE G - 31
@) SR e 31
() AFEms et 31
() EOMORFRRENE oo 31
X. EHEEIEICEYT 518
1 %Eﬁ%IJIZ% ............................ 32
2. AU RER - 32
3. /ﬁ\?{i . 1%7@%{4: ...................... 32
4. ;{ﬁm&:}:&b \J:@/Jr_fé?)ﬁ ................ 39

(1) FFTOEFN FOREESIZHONT 32
(2) FEHPZAHREOBHRL NI T
(BB & EIAS) - 32

(3) FHAIFOREERIZOUNT v 32
5. %ﬁg&%ﬁ:% .......................... 32
6. @% ................................ 32
7. E%g@jz )jéf .......................... 32
8. IE*EEZ% . [ﬁ]&‘j}% .................... 33
9. [EBESHAAEAR - ovovreeee 33
10. BEERGTAGMEA A L OVRGEES - 33
11. %ﬁﬁ%@”ﬂﬁﬁ;ﬂ H corrreen 33
12. RWRESUTRNFENN, FHEK O RZE BN D
@ﬂ H&U%@W/}S ................... 33
13. PERARR. MRHERRAREA B LD
%@V‘JE ............................ 33
14. ﬁ%ﬁ/ﬂ;ﬁﬁ .......................... 33
15. BERMHHIREI B B A - 33
16. %*é:»—- R 33
17. {%Bﬁ%ﬁf‘fﬁ@/i% .................... 33
XI. X #k
1. glﬁﬁjﬁﬁk ............................ 34
2. %@ﬂﬁ@%ﬁ%ﬁ@i .................... 34
Xin. 3&F&H
1. Eiﬁ%f@%ﬂéyﬂf%{ﬂ ................ 35
2. WMIRT DRAR SRR - 35
X 5 &
%@ﬁﬁ@%éj@i&ﬂ ........................ 40



I. BIEZIZBE9 5IEH
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BFEDREE

LRFSEXAIERY DUFHER (a-mTFL-2-FFV-1-'r ) Do 7Ex I RO S#ie
BPER) DHTADAKITHD Y,

LARF S+ 4 LEE 250mg - §8 500mg - K54 0w 7 50% MBAA] 13, BIERM E LT Meiji
Seika 7 7 L~k Etl, BTk S o 2 (LTI 2 M L, FEE I L —7 L L
THEM LT —% &AL, 2021 4 8 AITAGREZIE, 4 12 AICREICE-ST-,

HmDBEFEN - HFIFMHHHE

(DEERE RTATayTD2HERD 5,

(2) $EANE 250 mg $E, 500 mg HED 2 HkEA3H Y | 500 mg ST HHEFREETH D, (4 HBH)

(3) KT A v v 7 50%IIK CHESCHIZHHRT 2R TH 5, (16 HERH)

4) RIVER
ERZEWEN (BEARY]) & LT, FHEEREBEEAFIE (Toxic Epidermal Necrolysis :
TEN) . K¢ R RERRARIEERE (Stevens—Johnson JEMERE) | SEA M MEBOESE BERE, S 7o M s
R4, P2, Bk, BOBME, BAMGK., MBUHRMRE, SrEEEEs, BMEER S LD
nNoZeEnRdH5, (WL.REH EARLOFXES) ICEATHER) 1)



I. AMICBEET HIER

1. BR5E4

(1) ™4
LAF S+ 4 Lgk 250mg TB3:4 ]
LAF S+ 4 L 500mg TBA:A )
LRAFSER LRSS0y T50% MBEA]

(2) *4
LEVETIRACETAM Tablets 250mg TMEIJI ]
LEVETIRACETAM Tablets 500mg TMEIJI ]
LEVETIRACETAM Drysyrup 50% [MEIJI ]

(3) HMDEXE
—kA AR (BE) + TR

2. —f&4&
(1) #0& (@&E)
L_F 584 (JAN)

(2) *4 (fik)
Levetiracetam (JAN, INN)

(3) AT L

—racetam : amide type nootrope agents, piracetam derivatives?

3. BEAXETHER
M

S NH2
O H —CHs
4. FFARUSFE

o312 CHN,0,
458 170. 21

5. {24 (fiE)
(28)—2- (2-0xopyrrolidine—1-yl) butyramide (IUPAC)

6. ERA. Bla. B, E5&S
RN

onji

7. CAS %43&S
102767-28-2
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(3)

(4)
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R - PEIR
HE~RIKABOREIEDOMRTH S,

N

ARIZHRD TEFRT <, T =R ed <,

it
BB L
B (HRR). BA. BES

BB L

FRIE B AR B TE 3L
BN -y A

SRR
BB L

FOMD E LR ME
BN -y A

2. AMHDOERFHTICEFSREN
LR L

3. AR DOHERERE
AP A A2 R (RAEH U 0 SGERIE)

4. BT DEE;
Wik o~ ~N757 4 —

ANFHATIEE A EET 20,
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1. iR

(1) FIRORA, SNEERVMER

LAF 5445 LgE 250mg TBAA) - §& 500mg MBA:A

V45
544 K ) — HE
o * P Rl "
ARy
LAFSEELGE | 7400 | —— |
250mg TBA:A ] =7 . mg
- 75 B :12.9m A 6. 1mm JEX:47 m
b -
i N
N2N ~ Al
500mg MBAA SN mg
v I BE A :16.5 mm A :7.8mm JEX ;5.8 mm

LRAFSEALESA 0y 7 50% 84

fRFE4 valbi &)
LRFSEALRSASay T o o -
509% [BHA | BIARSRE 1~

MARERET S &, DINIEBLIEETH D,

(2) HAIDWE

WHYE  TIV. 78 0 S

(3) BAI—k
R L7

(4) pH, ZEEL, HE. LE, BEEOERUVREX pH #F

R L

2. HFIOHERK

(1) ARG (EERS) OEE

LARF St 42 LgE 250mg TBAA )
LRFS+ 4 LEE 500mg TBHE ]
LAFSERLKRSA420YyT50% MBAA] : 1 g T L_FTEH L5500 mga&ha

(2) Fm#

1 EBEP L ARF T H L 250 mg A
1 EBEFLARFTEHZ L 500 ng BH

W72

%

UNIRZ

LARFS 42 LG 250mg TBHA]

RERY, Zazxhiriao—AF ) 7h, BEEKT
flg, ATT VUV~ 2L, R E=Z LT La—
v GERIT AAER)) | BBk T X . T v d—
JL 4000, HE2 BT AI=LAL—F HFIny

LARFS 42 Lk 500mg TBHA ]

RERY, Zuzxhriao—AF ) 7A, BEEKT
A, AT TV U~ R TLA, R E=LT )La—
v G T A | BibTF X, Zvry v ad—
JL 4000, Bt = b8k, Bt ooir T




R 7E44 whney)
= o BRBEE T A, BT A B, KE R, %
LRFSHa LRSS Ay *ﬁﬁf:&ﬁﬁ}?* K W K A R
509% TBH3A e
W
(3) Zhih
BRI L
BAHF. ILADOEEICIHT HEE
BARR/NA
HEDBEEEHETICHEITARENE
LAF S+ 4 LgE 250mg TBAE] 9
2N e e RAF o IS
b JHE B TE - -
g |RERIE R AR BRI RO | R T
PR x1 *1
HIECRER ERWE
e WIRERRER SR R R *2 *2
PP/ o R
s CEL AR 340)
BHIE (%) © 97. 5~100. 8* 93.3~101. 5*
pil EEVE (R EY%) | 99.41~100.51% | 99. 24~100. 23*
iR 40°C 6 A wE (N ™ 79.5~107. 0 73.0~101.0
[l 75%RH PR *1, 2 *1, 2
B TerBtBR
HY T L f@fﬁfﬁ?ﬁ zts:%réﬁs *2 *2
WALN) /8 Seli AT
A (E B {3 80)
WHE (%) * 97.5~100. 8* 97.9~101. 7%
EEE HFETRE%) | 99.41~100.51% | 99. 04~99. 96*
wE (N M 79. 5~107. 0 83.0~105.0
PR 3 *1
60°C HIEERER JHRWE *2 *2
. wEHE (%) 97.9~100. 8* 98.9~100. 3*
T : —
wF S EEE HRRE%) | 99.62~100. 17 99. 55*
i W77 T 2K 5 A fEEE (N) 87.5~95.5 84.5~93.5
E e PR *1 *]
B o MR SR *2 *2
10 WHE (%) * 97.9~100. 8* 99. 0~100. 4*
B y i i . . ‘ . .
BTS00 EEVE GHRRE%) | 99.62~100. 17 99. 34*
wE (N ™ 87.5~95.5 84.5~104. 5
¥l FODT 4V Lha—TF 4 L ITEETHH T,

*2
*3
*4

D ARAN D THIRS R OFRER G5 (A Lz,

D RBRARME S RALEE, UK, E50[ENEE, 2047,
&
DGR EOMERIT, HAOHMABEO 7 4V ha—T 4 VITEETH D,




LAF St 4R LE 250mg TBAE] (DDZE) 9
22 S . (ryes _ it R
D ZHE R —
Y L AR ek RO | B T
PR *1 *1
5 U i e B SEB e *2 *2
A
735(3/1(2:1{ %@%é a 65 H WHE (%) * 97.9~100. 8* 99. 5~101. 1**
’ ERE GIErRE%) | 99.62~100. 177 101, 147
wE (N M 87.5~95.5 49.0~57.0
PR 3 *1
1000 lux y ﬂ,r J#E, —
655 Ny 12007 | HEEERER FiRWHE *2 *2
e - lux-hr TR (%) *® 97.9~100.8% | 99.1~101. 0%
f;‘@;; " @HOR) [ EREE G Forni%) | 99.62~100. 177 99. 692
fEEE (N) 87.5~95.5 79. 5~89. 0
PR %1 *1
MRS HHRWE *2 *2
PTPEI%E BEHE (%) 97.9~100. 8* 98. 1~100. 1**
ERE R E%) | 99.62~100. 177 101. 06*
30°C E (N M 87.5~95.5 46.0~58. 0
| 7o B PEIR® ¥l 1
N\ -
o Kb e LR 2 2
o iy f)ﬁ VHIE (%) 7 97.9~100.87 | 98.1~99.9"
%ﬁ S0 ERE GHEREY%) | 99.62~100. 177 100. 70"
’ FEAE (N) * 87.5~95.5 82.5~92.5
PR %1 *1
MRS HHRWE *2 *2
PTPELdE wEHE (%) 97.9~100. 8* 99. 2~100. 5*
EEE GHFRTRE%) | 99.62~100. 172 99. 81%
wE (N M 87.5~95.5 76.5~88.0
PR 3 *1
1000 lux ~ = j bi ” =
6555 12005 | HOEEEER HEGHE *2 *2
e | PTP/7vRER— | luxchr wHR (%) 97.9~100. 8" | 99.1~102.3"
gﬁ@; @POR) | EEE Cebdr®%) | 99.62~100. 177 99. 15"
wE (N ™ 87.5~95.5 83.5~97.5
N PR *1 *1
, TaR WEAR BRI 2 2
/_‘h U I?:I//ﬁ'%‘ﬁ W 52 o *3 *2 *2
(BEARFIAD ) EHE (%) 97.9~100. 8 96.6~100. 8
300% ERE GHorRiE%) | 99.62~100. 17 99. 81*
fEEE (N) 87.5~95.5 82.5~89. 0
¥ HODOT 4NV Aa—T 4V TEETHo T,

*2
*3 :
*4
7K

AR A
VL O TG E

IRRIVIE,

D ARAND TS e OBR 715 |
AR
e

B ORI

K.

WA Lz,
4750815, 2047

L HOOENEO T 4L —T 4 L TEETH D,

Z W InEGAER (40°C, T5%RH, 6 # H) OfER., LRAFS 4 Lfg 250mg TBEA]
TIZBWT3EMELETHDH Z ENHE ST,




LARFS 42 LgE 500mg TBAA ]

6~7)

2N S N RAF o it R
b A R - —
g |RERIE R AR ek RBTA | AR T
PR 3 *1
. MR EER SeF B *2 *2
””?%@f”% UL PR
s (E Bl )
R (%) * 98.7~101.5% | 98.5~102. 4*
pil EEE GIETE%) | 99.41~100. 73 | 99. 03~100. 18*
3 40°C 6 i fEEE (N) M 63.0~125. 5 94.0~120. 5
o 75%RH PR *1 *1
HIECRER JERWE
MILRAER e S
R T L R il AR Jllii P *2 %9
(BRI /4 BeAl BB
s CEL AR 350)
BHE (%) © 98. 7~101.2"2 | 98.5~102. 2"
EEE GHRR®E%) | 99.41~100. 73 | 99. 06~100. 27*
fEEE (N) 63.0~125.5 94.5~131.5
PR 3 *1
60°C HIEERER JRRWE *2 *2
. WHE (%) * 98.7~101.0" | 100.6~101. 8"
\/ﬂ’/‘
019 ERE GHFRRE%) | 99.41~100. 73* 98.70*
Bl T A 3 A wE (N ™ 94.0~113.5 96.0~115.5
e PR *1 *1
W i B SHBE *2 *2
. WHE (%) * 98. 7~101. 0* 99. 9~102. 0*
\/ﬂ’/‘
W D9 TEEYE (FFETE%) | 99.41~100. 73% 99. 22%
i fEEE (N) 94.0~113.5 96.0~111.0
E PR 3 *1
5 . N HIEERER JHRWE *2 *2
735(;RCH %é;%;xﬁ 64 H wEHE (%) 98. 7~101. 0* 99. 7~101. 5%
’ T TRE IR E%) | 99.41~100. 732 99. 58"
wHEE (N) M 94.0~113.5 56. 5~65. 0
PR *1 *]
1000 lux pr— @'H}i " =
6555 SR 12077 | MEEERER FRMHE *2 *2
B B¢ lux-hr WHE (%) * 98. 7~101. 0* 98.9~100. 1*
f;;\@;g " (KPOF) | ERVE (H#RE%) | 99.41~100. 737 100. 05
wHEE (N) M 94.0~113.5 92.0~112.5
¥ WODT 4NV Aa—T 4V TEETHo T,

*2 1
*3
*4
7K

AHFN O THIK KO GE] [SEA L,

CRRBRARAT X RAE, KL B5y50lElEE, 3047,
S EAH
BEOMRIX, BEOHHAFBOERAY DT 4 Vv bha—T 4V TETH S,




LAFSt4R LgES00mg MBAE] (DDFE) 9
2 S . 17 _ it R
D A R - —
g |RERIE R AR ek RBTA | AR T
PR *1 *1
PTPAI4E WHE (%) * 98. 7~101. 0* 99. 1~100. 3*
EREE R E%) | 99.41~100. 737 100. 23*
30°C 6 wE (N M 94.0~113.5 58. 0~66. 0
75%RH S ApE H PR *1 1
A\ - Ny
R e FUERBR BT 2 w2
(Bt f;ﬁ wEHE (%) 7 98. 7~101. 0* 97. 6~100. 4*
500¢ ERE GHorRiE%) | 99.41~100. 73% 99. 05*
fEEE (N) 94.0~113.5 105.0~118.5
e PR *1 *1
Z MRS HHRWE *2 *2
S PTP/ % EHE (%) * 98.7~101. 0" | 99.1~100. 1"
%ﬁ EEY GIETRE%) | 99.41~100. 732 99. 32
’ WA (N) 94.0~113. 5 94.0~113.5
PR *1 *1
(ID%E(;;’; 1205 | MUERER WRWE %2 )
e | PTP/7vRER— | luxchr wHE () 7 98.7~101.0" | 100.0~101. 6"
b GPOR) | ERIE CehRi%) | 99.41~100. 73" 99. 69
fEEE (N) 94.0~113.5 90.5~116. 0
PR *1 *1
2o e
) e HLE SRR R T %2 %2
(Bt f;ﬁ wEHE (%) 98. 7~101. 0* 98. 3~100. 1*
500k EmE GHorRiE%) | 99.41~100. 73% 100. 14*
g (N M 94.0~113.5 96.0~116.5
. - i e B SHBW R *2 *2
;7‘ 751%5@% %égéxﬁ 34 A i (%) 7 100.0~101.9* | 99.1~101. 2"
;'J -~ ERE GIETE%) 99. 347 100. 402
. fli e B SRR *2 *2
D 30°C 5T A =
77 —— %@F#EHZ% a 3uH WHE (%) * 100. 0~101. 9* 97.2~098. 8%
e ERE CHFRRE%) 99. 342 100. 19*
PE 11000 Tux ] 6077 | MUERER FEWE %2 2
: 5‘;._?5};%2 V%g{‘/ lux-hr wEHE (%) 100. 0~101.9* | 100. 1~101. 5
20X (KRsR) | EEE ERTEY%) 99. 34% 100. 42
¥ HAD T 4 )V ba—TFT 4 U ITEETH- T,
*2 0 ARKFNID THIE R OFRER L] \CEE L,
*3 : RBRGA: - N RLIE, K. EB4r500ElER, 3047,
*4 . BEH
¥ KGR EOMRIZ, BEOHEHEOEMAO D7 4 Vv ha—T 4 U TEETH D,

EEERLEL A2 T NEEERER (40°C, T5%RH, 6 # H) OfER. LAFS4 Lgg 500mg TBEA |
(3B O TS TOE FIZB W T 3EMLETH L Z LRI ST,




LRFSEALRSAAyY T50% TBRA) 019

2N ” " RAF o IS
b 2 HE R IE
s | FERIE) R s A KRG | RS
PR *1, 2 *1, 2
”” %@Efﬁg ﬁﬁ%wg
H 40°C n‘i’UI%I/‘/%E%% . \,’ME‘ - *2 *2
K| 75%RH | (BN 60 J1 | MEERER JE2 ALK
B AR
pH* 5.41~5. 63* 5. 25~5. 87"
EEE GHERE%) | 99.52~100.33* | 99.09~101. 25*
PR *1, 2 *1, 2
60°C HERER ARE *2 *2
720 X pH* 5. 41% 5. 22%
777 AR 5 ] ERE GHFRRE%) | 99.68~100. 33* 99. 22%
e Pk *1, 2 x1, 2
40°C HIEERER JERWE *2 *2
R0 X pH* 5. 41* 5. 31%
EmE GHorRiE%) | 99.68~100. 33* 99. 90*
PR *1, 2 *1, 2
30°C B T AR 6 HERER ERmE *2 *2
H 75%RH B2 pH*! 5. 41* 5. 65%
i ERE R E%) | 99.68~100. 337 99. 97*
i PR 1. 2 1. 2
A 100(1\111)( ‘ 1205 |——o mi:( _ * *
D65727) Ty—1 . MEE BN R E *2 *2
REE, YR B ik B0 pH* 5.41% 5. 58%
B0 px ) ERE CFoRfE%) | 99.68~100. 33 98. 79"
NT PR *1, 2 *1, 2
30°C KU oF LR 6 HIEERER JEHRE *2 *2
75%RH (RZIAIA D) pH* 5. 41* 5. 33*
100 g EEYE HFERE%) | 99.68~100. 33 99. 59*
1000 lux INZ adE 1205 [N *1, 2 *1, 2
07| R =F L RS Luxehr HERER ERmE *2 *2
IREE VE | GZEAIAD) W50 pH* 5. 41% 5. 42*
7e0ipx 100 g ) TR G ERE%) | 99. 68~100. 337 99. 317

*1: AEOMRR R THo7To, £z, MFAHTL L&, DIFNCABLIZK TH o7,
*2 1 ARAND THAE R OFRERTT 5] ICEE LT,

%3 H R —fRalBRiE A IR ABRE 2 S0 L7z,

*4 0 H R —faliRis pH FIEE 2 FhE L7,

SERLE & O 72 IEGRBR (40°C., 75%RH, 6 » H) OfER, LRFSEEA LRI 4 0y 7 50%
FHJEJ,E.J T F OHSHIE FIZBW T 3 EMEZETH D Z & NHERI ST,



REERVEMEDREN
LAFSEALRSA 2Oy T50% MBIA]
AF1 0.5 g 27K 50 mL AZEAE L 72 OREMRBERIZL T O L0 Th o727,

BREOREN
. B (ReR#%)
RTFSGME RERTE
0 1 4 24
] i R B %) 99. 30 99. 38 99. 30 99. 30
R, R O ™) (100. 0) (100. 1) (100. 0) (100. 0)
R0 E™ — : : :
ENHOL T S1481 R ey Bk L Bk L
H L 72k

%1 : 19.0~22.0°C. 27.0~30.0%R. H

*2 : 298~306 lux

*3: LRF T H LOETFER (%)

=nFEMBOL_XF I X LOERE (%) /HEKROLXFZE2X2 LAOEZE (%) X100

. FEDEEEELE (MEBEFMIEIL)
DR L

ptaalicd
<IEHZEEhC BT B[R >

LARFS+4 L4 250mg TBAA] ¥

[ %8 R 3K D AW 2[R ZNERRBR T A R A ) (Fn 24 3 A 19 B AF3RA SR % 0319
Bl —HEEOE - BIRE D RO TR D8 0 [EFERA O AW i [ B EERBR T A R
FA ) (FRI24E3 19 A FAERRES 0319 55 1 5 —#FdUE - HIHE 2)
BRSO ik

ARBRBLA] . LRF S5 LgE 250mg TEAA )
EEYERIA . LARF S+ 4 LgE 500mg TEAA )
AT - BASER T WHEERE (O Fvik)
ABRIE & © 900 mL
IR © 37+0.5C
ARERE : OpHl. 2 (B JREHRERSE 11R)
@pH4. 0 (FEH¥ 7= Mcllvaine OFEMEIR)
@pH6. 8 (H fRla B 2 k)
@K
[RIERECH! 557 50 [AlHR
AEREH ;12 Xy L
K 2 TORBIRIZIBW T, /N RAE 857 50 [BI45 T 30 43 DA AR SLA) K OVGUBR B )
EBIEBAEHEN 85% &z TWD LD THh o724, 78 FAWE 4y 100 [alfizoqk
BRI THZ L LT,



) HE

BRI/ | cepnon e S
gy | PR () TR ORECI IS
LT AEA P AE BUH O SR =R 85% LA

SR Lt | @ PHA. O [SRERRETAY 15 25 LAz P8 850 b LIS ET D & & BRI -1y
o e o oy g BWHERE1%OHMMAZEZ 2 b
793:§7505® H6. 8 EHT B, KT 15 il 5 N \ s +oro
P03 |y oo sy 1y s e | 27 12 B 1B R £25%
DA | DFEEIERE 0% 55, | RHEERDH DN,

B B
G BN e D% O BT RA O A PR SRR T A R4 ) 12EESX 4 O
2tk i A O 7 HH 2R B OO [R) S 2 L7 R, akBR U & A vE R o s HH 2R BN 1T
T RTORBRSEM THEREICHES L, IEHEENELLS, EMFICFE%ETH D &)
Wr < iz,

BRI pHL. 2, 53 50 [Alds BRI pH4. 0, 43 50 [Als
120 - 120 -
100 | 100 -
- 80 - 80
H H
E 60 £ 60
% %
~ 40 ~ 40
20 20
0 d ‘ ‘ ‘ 0 d ‘ ‘ ‘
0 5 10 15 0 5 10 15
B (4) B (53)
ABRIEO pH6. 8, 84y 50 [AliE ABIE@ K. f54) 50 [BlHR
120 - 120 -
100 - 100 -
20 80
s B
H H
% 60 & 60
% %
~ 40 =40
20 20 -
0 T 0 J T T ]
0 5 10 15 0 5 10 15
B (43) B (4)

@ HBRIA (LARF 5145 L 250mg MB35 1)
O HEHERGE (LAF 5+ 4 LgE 500mg MBAA 1)
n=12

LAF S5 LEE250mg TBE] DFHEHICHEITHRIFME
(HEBREA R VRERF| O FIBHEDLLE)



K LAFStH LEE250mg TBE] OBRHEHICE T SRFN
(HEBREA R VRERF| O FIBHEDLE)

AR PRI R (%)
s . o | FERE AL AR A YL I
iaiadauiall Risaia (LAF 515 A3 150ng 18581 ) | (LAF 540 A5 500ng [8834) )
D pHIL. 2 | 15%) 100. 3 101. 0 WA
NEME/ (@ pHA. 0 | 154y 100. 1 101.8 WA
5 50 Al @) pH6. 8 | 154y 99. 5 98.9 WA
@ 7K 15 %y 100. 7 99. 1 By
(n=12)
GEREF| DA< DIFHER)
AR AT LARF St 4 Lk 250mg TBR3A ) _
e ons . - N Lo THRHE (9 HE
BRI/ | AR IR B RS (%) P M
100. 6, 101. 5, 101. 4, 100. 4, 100. 6, 100.9
AN Ay N N N N N + N
OpHL.2 | 1597 | o 7.100.3, 9.7, 100.2, 9.1, 9.2 |\ 0301 Ba
100.4,99.5,99.8,99.8,99.7,99. 1, 100.3
I\ N N N N N N N + mE AN
PN/ @pHd. 0\ 1597 | 7, 100.4, 101.3, 100.2, 100.4 100.10.588 H &
fii43 50 [Alis oo | 98.2,99.6, 1011, 96.9, 102.7, 100.9, N N
© pHE. 8 | 157 98.6, 9.5, 99.0, 9.3, 98.8, 98.9 W.5T1512) A
99,6, 100.3, 99.6, 100.0, 100.3, 98.8
YAN A} N N N N N 4+ NN
© K 177 015, 102.2, 1017, 102.9, 1004, 100.8 |/ 1198 Ba
(n=12)

<PRHZEENZ BT D FERE >
LAF 54 L 500mg MBAA]
MEFE S DO FIIRSEMERBR AT A R4 ) (BFf 243 A 19 B 3SR 0319
15 —EE - B 1)
BRSO Ik
R - BASRR T EHERERE (O k)
BRI E: © 900 mL
IREE © 37+0.5C
RERE : OpHl. 2 (B JREHRERSE 11R)
@pH4. 0 (FE 72 Mellvaine DOFEEHR)
(OpH6. 8 (H s HFERE 2 %)
@7k
[EIEAECE! « 4857 50 [A]H5
BRI : 12 Xy
B A TORBRIRICBW T, 7S RLEE 84 50 [El#5 T 30 45 DL AE HERIA) K OB RF5)
& BIEAEH RN 85% A iz THWD LD TH o724, 78 FLE 5 100 Az
BRITER T L& LT,
W) E FETE
R/
EILs

BRIk ) E HLE
D pH1. 2
@ pH4.0
3 pHe6. 8
@ /K

FEHERLANZN 16 53 APNIZ ) 85% LA IR 2 56
AUBRALA N 16 53 LANIZ P48 85% LA E¥E -2 78, 33 16 731281 %
AR LA 0D S5 R HH =R IR VE R O P =R+ 16% OFEPH I B B

NRVE/
154550 [l

ARG R
[ 38 [= S5 DA PRI SRR T A BT A ) (ITES & 4 OB T A o
A HIZEB ORALE 2 HE Lo, WG LR VERAI O 283, ~ToRERS
TFCHIEAREIZHES L, WHEBELL L TW D Ll s hiz,



AR pH1. 2, fE5) 50 R

RERTEQ pH4. 0, 154> 50 [Al#E

120 120
100 100 -
= 80 - 80
H H
= 60 = 60
40 40
20 20
0 dJ T T | 0 J T T |
0 5 10 15 0 5 10 15
B (%) BRI (43)
RERIEG pH6. 8, f84y 50 [AlA RO K, 4y 50 Al
120 - 120 -
100 100 -
- 80 - 80
H H
E 60 E 60
40 40
20 20
0 J T T Y 0 J T T Y
0 5 10 15 0 5 10 15
B (%) B (%)
-@ : ABREA (LRFS5+t 4 LE 500mg TEAD)
O EEUERLF] (BEAl, 500 mg)
n=12
l/*‘?%t@éf& 500mg TBRA| DBHEEHICHITH5ELUE
(HEBRAK R OIZERF DT BTHEDLLE)
= b_&‘?it’ﬂ Af& 500mg TBHAR] DALEFHICHITH5ELUMH
(GREREF| R VIRERE| D F B HEDLLE)
R S R (%)
s . crpnon | HERE R BRI FEAERLA HIE
RBUE/ R | B (LAF504 LS00 M81) | (51, 500 mg)
(D pH1. 2 15 4y 101.0 100. 8 e
NRVE/ 2 pH4. 0 15 4y 101.8 99.3 Sk
54y 50 [Bls |3 pHe. 8 15 4y 98.9 99.9 Sk
@ /K 15 4y 99. 1 99. 8 ey
(n=12)

LRFSELELESAS0Oy T50% MBAE] ©

[ TR E RS DM LRSS A R T4 > ) (BF24E 3 H 19 B AR 0319
B1s —EE - B 1)
BRSOV 5 1

ARG AR —ERRE WHRBRE O RLER)

BRI E: © 900 mL

I - 37+0.5C

ABRE - OpHL. 2 (B RS 11R)

@pH4. 0 GHisD 7= Mcllvaine OFEEHR)



@pH6. 8 (H JRta HaBRE 2 i)
@K
[EIEAECR © 4857 50 [E]HR
ABREL - 12 XL
KL 2 TORBIRIZIBW T, 7N RWE 857 50 [BIHE T 30 43 LA ISR HESRLF) K OV L]
EBIEHIA RN 85% H 2 TWA D Tho7- 4., 7N RLYE f4) 100 [EEEOR
B3I L,

e S

%itgﬁ/£/ ZhEA S el == HLY

g | PP e E
D pH1. 2

N RVEE/|@ pH4. 0
4750 [FHi5 ) pH6. 8
@ K

FEHERLANZSN 16 53 APNIZ ) 85% LA IR 2 e
ABR AN 16 53 ANIZ 12 85% LA B4 25 70, XUE 16 3B %
AR LA O S5 R HH =R DR VE R O P =R 16% O FEPH I B B

[ 38 = S5 DA PRI SRR T A BT A ) (ITES & 4 OB T A o
A HIZEB ORALIE 2 {7 Lo, RGN LR VERAI O 283, ~ToER%
TFCHIEAREIZHES L, WHEBELL L Th D Ll sz,

ABRIKD pHI. 2, 1843 50 [AlHS ABRIE@ pH4. 0, 84y 50 [Alds
120 120
100 o o 8 100 —
80 80
b -]
tH H
g 60 =/ 60
% %
~ a0 T w0
20 20
od 0d . s
0 10 15 0 5 10 15
R () B (5)
ABRIKG) pHe. 8, f54y 50 [AlER ABRIE® K, 55y 50 [AHA
120 120
100 o o] 100 o o
" 80 " .
i i
% 6 ® 60
% %
40 ~ 0
20 2
"o ; 0 s "¢ : o .
B AR (9) B (5)

@  ABREA] (LAFSEALEFS,OvTH0% M884])
O EERE] (K4 va v, 50%)
n=12
LRFSE4 1-\ FS4 2Ry 750% MBAA] DAHBEICETH5ELME
(HEBRAR R OIZERF DO FHBTHEDLLE)



8.

10.

11.

12.

X LAFSEALFS420yT50% 838 OBEEESHCHTLH5EL M
(HEBREA R VRERF| O FIBHEDLE)

A F R ERE

BN A

HEh DB DHERFAERE

Wik a~ ~757 4 —

HEPOEIRTDEE!

Wik o~ ~757 4 —

kil

R L7

EAT HAIBETED B 5 it

MM SR )7 (EP) MOCKEERE )T (USP) TIXFNEN Rl 0EEMWE NN LN TN D,

EP ¥EixE 'V -

RS PRI H R (%)

s Y cepae | FERR A BRI FEAERLH HE

RBIS/ERE | R ATV T BR)) | (RA2mu7, 50%)
D pHL.2 | 15 %> 102.0 99. 2 A
PNR L/ @ pH4.0 | 15 %> 102.8 98.9 A
By 50 MEEs  |® pHE. 8 | 15 4y 102. 4 100.0 ey
@ K 15 %y 102. 4 99. 4 ey
(n=12)

AR

i

b4

N_ _COH

EP M HE A
o] H'\‘(‘CH;‘

and enantiomer

(2RS) —-2- (2-oxopyrrolidin-1-yl) butanoic acd

N
EP JHfx¥E B g?

(22)-2-(2-oxopyrrolidin—-1-y1) but-2-enamide

EP JEigE C

pyridin—2-ol

EP Biix ' D

N
; NH;
0 H CH4

((R) -etiracetam)

(2R) —2-(2-oxopyrrolidin—-1-y1l) butanamide




13.

14.

EP Jix 8 E

H NH,

(1R) -1-phenylethan—1-amine

EP FHtx A G

©)\0H3
®]

HoN
: NH,

H “—CHy

(25)-2—-aminobutanamide

USP Yt e '

AR

b4

Pyridin—2-ol

Pyridin—-2-ol

Levetiracetam acid

(S) —2- (2-0xopyrrolidin-1-yl)butanoic acid

Levetiracetam Related compound A

(S) -M» (1-Amino—1-oxobutan—2-y1) -4—chlorobutanamide

TIEADELGES - NENRRGERICET H1FH

BN A

Z Dt

LRFSEELFSA0YT50% MB3i8] D8

A1 g T 5K 5 ml JO 50 ml DR, 1 KRR O 53 BOIREE f O BEFE 1281 ) % D 45

feike (OMB) I T oY Th o7,

(LRFSEELRZIA40 YT 50% MBER] HARER. 1 BRZR 05 HIKE

XS S
VI LRI E
(KFI1 g 7-0) 43 A 1 F[E} R D43 iR R
ZKIE7K 50 mL 10 fp*! I LUTEREEN BB < WRITRO Hhvgn
JKIEK 5 mL 20 fp*? SR LR B2 < WEIFFRD by

k1 AHK 1 g %2 100 mL BE—F—IZFA L, KK 50 mL Z#A L., KEBAKEAK, AX—F /)L THE LA

N HKRARRL 72350 < 59 5 £ TOREM 2 RIE L7z,

%2 AHK lgx 25ml By AL, AKBEAKSmL ZFA L, KEKEAEZ, A =T )LTHEBLARANS,

HUR 2R 23 #7053 Hed % & T oW 2 ]IE L7z,




<URFSHEHLEREZ420y750% MBRA] DEOKRF>

LN SENES FLFR1% 1 FF[AI 1%

JKiE7K 50 mL

JKIE/K 5 mL




V. BEICEI HIEHE

1. THEEX TR
OTANBEEDOENFNE (CRIESAMERIEE S T)
OMDOFLT ADAIET 4SRRI BN T AN ABE OBEERRIEICRT 55T A
IAIE L PRI

2. RERUVHAE
LARF St 4 LgE 250mg TERA ] - & 500mg TBRA)
B :aEE, RAIZIZL_RF T8 X AL L T1HI1000mg 2 1 B 2 BN TRAKST 5, 72
B ERIZE D 1 B 3000mg %8 % 72\ VEPH Tl a2 03, HEIT 2 L O E H T
T1HMEE LT1000mg LLFF21T795 2 &,
INR BEL. AR EO/NRIZIZLR_RF T X LLE LT H 20mg/kg 2 1 H 2 BICHTTRRAO
BeE53 25, ek, JERICK Y 1 H 60mg/kg & 8 2 72\ VEPH Cull T 2 A8, HE T 2 @A
FoRREZHITTLI HHES LT 20mg/kg LAFT2179 2 &, 7272 L, {KHE 50kg LA ED/NRT
X, BRAERICHE - HRZHAWD 2 L,

LARFSEA2 LRS54 0y 7 50% MBAA]

A @E, RACIELR_RF T XL LTI H100mg (RIA43myFELT2) 21H2
BN CHRIRREME L RO G35, 7ok, ERIZED 1 B 3000mg (K7 A4 vmy7ELT
6g) B2 2 WELTH Tl BT AN BRI 2 @AM FoMREEHITC1 HHAEE LT 1000mg
(FoA4 vy LT2) UTTOMTHZ L,

INR @ 4 UL EO/NRICIZLRF T HZ AL LT 1 H 20mg/kg (R4 my e LT
40mg/kg) % 1 H 2 [BNZ/0) CHREM L CTROKBET 25, 2B, ERICEDY 1 B 60mg/kg (K
TA vy 7L LT 120mg/kg) &8 72\ VEIPH CHE BT 523, HEIT 2 B EofEE
HIFT1IHAEL LT20mg/kg (RT7 A4y 7L LT 40mg/kg) AR5 2L, 727201,
KE 50kg LLEO/NETIZ, A ERUAE - HEZHWS Z &,

LARF St 45 LgE 250mg MBAA] - §8500mg MBRA) - K54S Ow 7 50% MBRA]

A% - AEICEET HFERALOEE

(1) AH % BEFARIEICK L TERT 2568121, ol CANARKEIRTHZ &, [
IRERBRIC N T, SRE R IEIC ) 2 AF A 5 CoERRBRIE 0, ]

) ANBHEERERZ AR E R 5T 258X, TRICRTZ VT F=227 077 A A
5B L LU TARAORGEROEGRIRBEZRATG T2 L, £2, MRETEZZIT W5
RANBETIX, 7V T7F=027 07 7 AEIDS U2 1 BRI T, migET % 5
ME U722 ICARKIOBME G %2175 2 &, e, 2T TORLTVWAOIHE - HEF Y I 21—
VaURERIZESS O THH LD, FRETLICEBEICBE LR, Ak A

EAERMETH &,
JLVTF= . N
’ FETEO | ImiEENTL
JVT TR >80 >50-<80 | >30-<50 <30 o CIVTT
(mL/min) EAESRE | OffifcHE
1000~ 1000~ 500~ 500~ 500~
1 iG55
3000mg 2000mg 1500mg 1000mg 1000mg
. 1 [7] 500m, 1 [A] 500m 1 [7] 250m, 1 [A] 250m 1 [7] 500m,
w5 8 8 & & 1 250mg
1 H21H 1 H2lH 1 H2IH 1 H2[H 1 H 1A
L _ | 1[A11500mg | 1[5 1000mg | 1[5] 750mg | 1 [ 500mg | 1 [E] 1000mg
EE R 500mg
1 A2 1 A2 1A 2 1 A2 1A 1A
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) BhEO B HILAMOMNE - DRI, B OWMN CEE BTS2 L,

2. FEEEAR
(1) YERERML - e 02
LARFTv XML, VT AN ABE 20 (SV24) & OfEA. N Ca?F v I LPHE, M
RN Ca* DFEREINH], GABA N7 U S AEEWEEIRICKT 57 v A7 U v 7 [HEOIH], 1
REAIR R O ) 722 R O 72 ERFETE STV D, SV2A TR DS BfME & £ CTA
MAENME T BT D REMEVER & OMIIZHEERRD 5D Z Enb, LRF Tk H
L& SV2A OFEEH, BIEMEHWERICHFE L TWa D EE 26D,

(2) FEEN 1T BHERAAE
R L

(3) 1ERFRIENFR - Frik
BREERRL



VI. EYEREICEAY SEB
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M REDHR - BIEE

(1) AREFAEMGmPRE

R L

(2) &= iR T E R

VI 1. Q) BRPREAER CHEEE S n-HIRE ) DIH 2,

(3) ERRRHRER CHER Sz iRE

< AW [R) A R >

LARF S+ 4 LgE 250mg BRG] ¥

LARFSE2 LEE 250mg TBRAL 13, TE &N 5880 B8RS O A W) 70 [R) S 30k 7 A
R (5243 A 19 BAFERASRSE 031945 1 5 « BHL 2) ICHS & | LAFS 4 Lk
500mg MBASA | 2 HEERLAI & L7- & & IRHZEENSE LS AYRIcEE Lk sn (V..
BHME 0E BR),

LARF S5+ 4 L 500mg MBA1

[ 9% [ 36,5 D AW IRV SRR T A BT A 12OV T CERL 9 4F 12 A 22 B A E SRS 487
)1 . RBERLOEYFNRI R T A 7 A L EO—ESIEIZ OV T CEL 13 4 5
H 31 HAFEFRSFEALE 786 =) ) . [HEIERLOEWFNRZEERBR T A KT A Ok
IEDWT CEAL 18 4 11 A 24 BATIRESRAFE 1124004 %) | | [EIEEIKS O LY 7R %
MR AT A R T A O EDSWT (L 24 42 2 A 29 HATSREFAT 0229 55 10 75) |

LARF SR LG 500mg MBEA] LiEWERIFEZ, 7o 24— _R—jEIcL D ZnEh 16 (L
F I & 5L LT 500mg) MEEMAS FICHEEREREO#KE L CiEd (S) -L_XFT7&8& L4
TR AHE L, BSOS ERE/ XS X — % (AUC, Cmax) (22T 90%[EHEIXEEEIC THigh
AT AT > 724 F. log (0.80)~1og (1.25) DHEIPHNTH 0 . WHI 0D AL R M A3 e 38
niz,

(ug/mL)

it 30 r —e— L_F 5t ¥ 148500mg [HHiA]

i{'ﬁ o ——-0-- PEHERUA (ZEA. 500mg)

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

S

= 20

|

'?.: 15

7 [ g5

2ol L.

4 | T

A 5 L T —E

it T

Jﬁ. 0 L | I 1 L MLE"}}H—_‘_‘.}
012 4 8 12 24 36

IR [ (hr)
500 mg FEIXSREDMIEFR (S)-LAF 54 LREKHR



500 mg fEI S ERQMMER S)-LAF 52 LOEYHE/ NS A —4

FIE ST A—H BHENT AL
Bl WAL AUCt Cmax Tmax T
(ug * hr/mL) (ug/mL) (hr) (hr)
LAF S5 LGk N N N .
500mg [BE:A | 48 145.8+15. 11 20.897%4.25 0.64+0.54 7.88%0. 55
). 500 mg) 48 147.2+14. 85 19.86=%5. 00 0.67=%0. 36 7.91%£0. 56
Mean=£S. D.

IMAE RN NS AUC, Cmax S5 DFMTRE/ ST A — 213, HERE OB (KK OLRER B - IF
15 DRBR SRS L > TERAR D WREMDN D 5,

LRFSHEALRSAL 0Oy T50% MBAA] *

(1% FE I DA IR SEMERBR T A BT A AZHOWT CERE 9 4F 12 J 22 B AHESKE S 487
)1 TERBERSEOEYFORERRBR T A T A OB DUV T CERK 13 45 5
A 31 AfTERBES 786 5) | . [EIEEMLOEY RSB T A BT A L&Dk
EDWT CEAL 18 4F 11 A 24 AATIRRFAFRE 1124004 &) | . [HRIEEIS O LY F R %
PR A BT A U ZHEO—HUIESWT (CFRK 24 4 2 A 29 H AR R 0229 % 10 &) |

LARFSEALESA Ay T 50% MBRA] SHEERKIEZ, 7 o 24— "—JEic Ly Zzne
lg (LRFTEHZLELTS00mg) FEFEMRAS FICHERHERRAOKZS L CifEd (S) -v
RF T NREZIE L, SN WEE T 2 —% (AUC, Cmax) (22T 90%(EHHX
MEEIC CTREHIRIT 21T o 7245 5. log (0.80)~1og (1. 25) DHEIFHNTH YV . WA DLW H R
N S T,

(ug/mL)

30 e LRFIEFAFTA Ty T50% [HiE]

o BEHERLE] (FF 4 a7, 50%)

IfiL

%

o 20 (Mean +S.D.. n=47)

S

< 92

1%

he

> 15

v

FARSTIN | N

4 : T

L5 ¢ H‘““B-‘.me

& | —

S . . . I
0 4 8 12 24 36

=] (hr)

B 50% k54 >Ay JEREFOMEFRS)-LAFI 2 LREEHER



£ 0% FSA420y TEEROMESR Q) -LAFS 2 LOEYEHE/NS A —4

FIENT A—H BENTG A—H
& PEREEL AUCt Cmax Tmax T
(ug  hr/ml) (1 g/mL) (hr) (hr)
53?;@%-&)2? 47 144.1+19. 64 21.35%£5. 19 0.46=0. 21 7.78%0. 66
A
i Y4t )
(F‘?/?f‘%;%”&% 47 141.4%+19. 92 20.71%4. 56 0.49%+0. 23 7.77%£0.70
Mean=S. D.

M FE PR N TN AUC, Cmax 28 DIRMBHAE /R T X — & 1%, #RERE ORI, RIR OEREUR %K - B
1% DORBRSMIC L > TR D AR D 5,

(4) s
LR L

(5) BE - GHAEORE
AR L

(6) BER (KE2L—3>) BHTICE Y L RN EEHER
WL LR L

BEYRER/INT A—4
(1) fRAfT %
BB L

(2) WM
gk L

(3) RAATRLSEY T«
MR L

(4) HEKZEETEH® D
kel:0.08837+0. 00627 (hr'!)  (Mean=+SD) (#€ 500 mg, FEHER A FFHiER 0 &5
0.08979+0. 00774 (hr™!) (Mean=SD) (KZ A > 1 v 7 50% . fEEERL A 5+ HialfE 0¥ 5-)

%) 2IVT7SVA

LRk L

(6) N MAERE

MR L

UFO#HENRD D 2

Vd/F=0.6+0.03 (L/kg) (Mean=SD)

(fEFERR N B FERREE 4 5] MC-1L_F T X AL 500 mg HEIRRAOEE) ONEANT—H)

(7) mIFEOKEE

UUTOHEND D ),
MFEAE~ORESIXIEE A ERBD N7,
(FERERR AN FEBRIEEE 4 6] MC-L_F T X A 500 mg HAREO#ES) GMNEANT—4)
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REWENTE 5%, LT T # AILMiER L OVCSF 30/ c By, MigikdEa e 4 @iE+ 5 =
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B - v
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BEERR L
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4) REVOFLEDEERULLE

REER R L

(5) FEUENRBYDRER/NF A -4

AR L

Bt

(1) BEMERAL R RS
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FRAUCTIE, 2 DOFEZRRHBINYERSY & U TREUIE R ORI DFAE L, 5 48 IRefilt4
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3) BRI, AL, B BE WBHEORBMIERSH Db, AERERIZESIZ L H
LT, AANBEHITBEEORER ORIEOZBbZEBERBIETHZ L,

4) BE RO OFIRE BN, ARERE ORI O /[ HEtEIZ DWW Tl 217
W, ERE BEIGEE AT A0 LOoEET 5L,

5) /NI R O AR T 5 BLAIREIC B3 2 BRI IXE N - Mgk & b iAThh T
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(1) BHEROBE

AT 3 R AR 5 D B 1 FH JE BUBE AL 23 B & 70 D A & M L Ty,

(2) EXGEIMER & DHER

BXRAGEMWER (BEAH)
O EMREIEFEFAMAIE (Toxic Epidermal Necrolysis : TEN) . B JE %5 f5 AR fiF 15 B%
(Stevens—Johnson fE{REE)

BIERZTO0TATVO, BB, RLBE, K - YDA, £ 9 FE, WHEER. IRFEM, DPNRZEDR
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QZEH M B BT E IR EE
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Ry, BAY L ONERINESSE 2 0E ) BRI O EERIBEUERN D 5N ENHDHD
T, BEEZTDIITV, 2O X RIERN D S i=HAlcidEs 2k L, @yl
EATHZ L, B, B FARAT AL A6 (HIV-6) DT A VADFIEHLEZED 2 &
N, BHEHIE% b RE, BE THERESOIERP RS 5 WITEBELT5 2 &0
HOLOTHEETLHZ L,
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DT, BEZ DTV, BENBD SNHEICITEEL2TIE L, @URLEEITS 2
L.

OFF2. Fx
AR, MREOEELRIEENHLDLNDZ ENHDHDO T, BENRBDONT-HEITIE
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T, BEE AT, 20X RIERSH b bNIHAITIIR G A TR L, EYRAE
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MESEEK S OS]

bR, ER. RIGBFE~NOES

Fim. EiR. BILBE~DOERE
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LT 5 7T B AR BEERRBRIC BT, SRR THLN, I B REEE
1 U C U TE O BAL D VRIS S Uiz,
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1. BR#HIX5
BIH  LRF S22 LEE 250mg TERA]
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LUSE AEE St
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VI 14. BRALOEE] 0E B
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PTPEE 1008 (108EX 10> — I)
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8.1 Pregnancy

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

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively. The
background risk of major birth defects and miscarriage for the indicated population is
unknown.

Clinical Considerations

Levetiracetam blood levels may decrease during pregnancy

Physiological changes during pregnancy may affect levetiracetam concentration. Decrease
in levetiracetam plasma concentrations has been observed during pregnancy. This decrease
is more pronounced during the third trimester. Dose adjustments may be necessary to




maintain clinical response

Data
Human Data

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

Animal Data

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

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

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

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

8.2 Lactation

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

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

A=A NZ7 VT D5 k!
(An Australian categorisation of risk of drug use in pregnancy) B3 (202144 H)




2% OB
A —A NZ U T D%4H (The Australian categories for prescribing medicines in pregnancy)
B3 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other
direct or indirect harmful effects on the human fetus having been observed. Studies
in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.
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(KEPPRA : The safety and effectiveness of KEPPRA for the treatment of partial—-onset

2020 4£9 A) seizures in patients 1 month to 16 years of age have been established.
The dosing recommendation in these pediatric patients varies according
to age group and is weight—based.

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

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

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

A 3-month, randomized, double-blind, placebo—controlled study was
performed to assess the neurocognitive and behavioral effects of KEPPRA
as adjunctive therapy in 98 (KEPPRA N=64, placebo N=34) pediatric
patients, ages 4 to 16 years old, with partial seizures that were
inadequately controlled. The target dose was 60 mg/kg/day.
Neurocognitive effects were measured by the Leiter—R Attention and
Memory (AM) Battery, which measures various aspects of a child’ s memory
and attention. Although no substantive differences were observed between
the placebo and drug treated groups in the median change from baseline




in this battery, the study was not adequate to assess formal statistical
non—inferiority of the drug and placebo. The Achenbach Child Behavior
Checklist (CBCL/6-18), a standardized validated tool used to assess a
child’ s competencies and behavioral/emotional problems, was also
assessed in this study. An analysis of the CBCL/6-18 indicated on average
a worsening in KEPPRA-treated patients in aggressive behavior, one of
the eight syndrome scores.

2 [E D SmPC
(Keppra :
202141 1)

4.2 Posology and method of administration
Paediatric population
The physician should prescribe the most appropriate pharmaceutical form

presentation and strength according to age, weight and dose.

The tablet formulation is not adapted for use in infants and children
under the age of 6 vyears. Keppra oral solution is the preferred
formulation for use in this population. In addition, the available dose
strengths of the tablets are not appropriate for initial treatment in
children weighing less than 25kg, for patients unable to swallow tablets
or for the administration of doses below 250mg. In all of the above cases
Keppra oral solution should be used.

Monotherapy

The safety and efficacy of Keppra in children and adolescents below 16
years as monotherapy treatment have not been established.

No data are available.

Adolescents (16 and 17 years of age) weighing 50kg or more with partial
onset seizures with or without secondary generalisation with newly
diagnosed epilepsy.

Please refer to the above section on Adults (>18 years) and adolescents
(12 to 17 years) weighing 50kg or more

Add-on therapy for infants aged from 6 to 23 months, children (2 to 11
years) and adolescents (12 to 17 years) weighing less than 50kg

Keppra oral solution is the preferred formulation for use in infants and
children under the age of 6 years.

For children 6 years and above, Keppra oral solution should be used for
doses under 250mg, for doses not multiple of 250mg when dosing
recommendation is not achievable by taking multiple tablets and for
patients unable to swallow tablets

The lowest effective dose should be used for all indications. The
starting dose for a child or adolescent of 25kg should be 250mg twice
daily with a maximum dose of 750mg twice daily.

Dose in children 50kg or greater is the same as in adults for all
indications.




Please refer to the above section on Adults (>18 years) and adolescents
(12 to 17 years) weighing 50kg or more for all indications.

Add-on therapy for infants aged from 1 month to less than 6 months

The oral solution is the formulation to use in infants

4.4 Special warnings and precautions for use
Paediatric population
The tablet formulation is not adapted for use in infants and children

under the age of 6 years.

Available data in children did not suggest impact on growth and puberty.
However, long term effects on learning, intelligence, growth, endocrine
function, puberty and childbearing potential in children remain unknown.
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