A— 75 RiHEERE 500mg
(LRFZEA2 L)
ICEH9 5&HF

AREBHIFEE S NI ERIR DRI M OANBE DO BT, 2 —2—E— Ty
MRASHLITIFET 2O TH Y | HaklF ik & ARA OB LA A LS O EF H #
WHAT2Z L3 TEEREA,

1——E—Dv UK
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15  EEXEEROFERUVRFEORR
151  H=E

L AR_F T2 A1E 1980 I UCB £ (UL ¥ —) TRAEINT-FRIERYE T, (ERDH
TADARE TR DB 28T 50 CADAKTH 5,

L A_RF T4 NNIEHT AT, AAEPEATL TR, BINRUSKETIE TN TANARE D
ERAYFEAEE D SR B ORI B 8EAD) ZRIOmEIE & LT, FH 4 2000 4E 9 A KT 1999
11 AITEKR SN TV D, WIEEKGRLRE S TA AR COMIGTER 2D, 2013 4= 1 A BIfE,
NI FAE, A v =R E R OVRIE RIS R 2 0P RPREOBEIS I 2 . BRINCIXE 5>
FAEICKET 2 HAPRIE COBWEHH L TN D, LARF T X AOWANZOWTIE, HllEHEEROFEA]
DOFEGRLARE, WIRIEH, #ride CREOA) KOVESFFIOBRAThiv, ZNEIERREEZIT L T
W5,

HERHANZOWTIE, RROEGRTEXRWGEAEO—R7eRERA] & LT, BRORANZHET S
ZHRE « N BT T BRI TIE 2006 4E 3 A . KETIE 2006 4E 7 BIZAREZEIE L=, 2013 4E 1 A BIA/E,
FEFANL, 40 DL EOE I THAGR I TV 5,

AFRTIE, 2010 4 7 AIZ MLOFTTADAIK T3 7R3 5880 B RN T AN ABE DSy
B (RSB ALTEL ) | ﬂ#é#fﬂ#h%&@%ﬁﬁﬁj(ﬁ%.ﬁﬁ)®wb-w%
THRAIOARE RIS, 201345 A KT 6 Alc, ZNEIVvNRAEOBINEOAETEEN (K7 A~
Hyfﬂ)»%é%;%ﬁ%bt(%lﬂlﬁ%)

£ 15.1-1 KRBT D L_F T & Z LOAGRIRIL
HH [p
HRoe4 A= 7FF® EE250mg, [FIEES500mg, A FT A1y 7 50%
SIRE - SR O TADAIRTHIRHRNITD SN2V TADABE OESFEE (CREEBRIEREESE
Ede) (TR BT A A L ORHHRE
HRFRIRIL 2010 4F 7 H : FIEEGE (L —4 7" F §E250 mg, [FEE 500 mg)
201345 H : /NEFABEOBINIAFR S —ETREGE (1 —7 778 250 mg, [FIEE 500 mg)
20134 6 H : A BINCERD &R (1 —5 77 K74 vm w7 50%)
FraRA 20104E 7 H 23 B~20184E7 H 22 A

AAGRHFEO B, LT T2 & MBI 2HH GRIEER & LT, A ((—5 77"
SRERE 500 mg) OAGEZEAGT 5 2L TH Y, AKRBHFHEOMEZ R 1.5.1-2 1TRT,

TAPIFEIERRITRIINCDIL 2 L0 b, M OBH TRFICHE RGN TERWGE T
H TANAFEIEIT T DGR RIBIRPLETH Y . RBERGRE LRI Z L I3AHTH D &
%‘Z—\ z'gg(géj‘qaﬁﬁ \—507‘\—0

B RIS DR & LT, AR &[RRI OMNE O AAGRMINT b TR MESRERIEEE D, ATl T2
WML RIETE N5 ) B OREITEm LT,
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£ 1.5.1-2 AEABHFFOME
A Pags
ionzd A —4 7 7 SEEE 500 mg
HEE XSy FEFHESES (3) Bt G RIRIEIE,

WF
b
[}

o

#

—HRFICRE IR ER TS RWVEBEICBIT 5. FTRROBRICHT D LT 71 2 Ak 0 REI O

Wik
MDOFLTADNAFTETHDRDRPRRO LR TADABE O HE (ZRESRCREEL
wile) ITxT DHTANATE L OHFIRE

M- HE

LARF T X AORAFEGENOARFNEI D EZ 556
W, LARF I X AEAORGLFEL 1 B HELORGESEIZT, 1 EI&EE 15 5000 THIRA
Behd %,
LARF T2 AORAFGIZESLORRERET 256
RN EE, RACIELA_F T X LE LTI H1000mg % 1 B 2 BN, 1 REIEE 1550
JCRRIRNE S5,
AN EE 4L EO/NRIIZ L RF I H AL LT H 20 mghkeg 2 1 B 2 BENSAHT, 1[H
Tk 15 53T THARNIE 535,
WPFNOEAICENTH, FERICE W EERCE 528, 1| BRm& 5B R O EFIEIIUTO &
BhETonzl,
BN BT 1 B R 5803 3000mg 227\ 2 & & L, #EE 2 L EoREE &
T 1 HA&EE LT 1000mg L F9217 9,
N AL EO/NETIR 1 BiER S EIL 60mgkg ZB AN Ll L, BET 2 EFLLE
OREE ST T1 HAEL LT 20mgkg LLFT217 5, 7272 L, fRE 50kg LLEO/NRTHE, ik
ANERIUEGEEHWND Z &,

1.5.2

DR

L RF T & NEFFNAR D B ORS#EZ X 1.5.2-1 1R Lz,
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1.5.2.1 mBICET AHABROEE

JFERIZOWT, EHAITIE, BEAGROROBATHEA L TWAREOHK KRB TEC W
G0 G 2T A, BEREIER—TH B,

wEnFicET s EEGtors @ E L Bk En, oy PRS- ARE 2r—L
T TR ER T, RAERA T — L TORBEIZEF L, 2006 FEITK TORFEBIZE-T-,

mERAoEZF O, (- - L\ 7,
G (35 AN, TR L, TIRARSEE Lz, H T AL TAORITS
N 00000 0 EliPeRVa L3k
G - s A LT,

REMRBRIZOWTIE, AEKBHFOZDDEAFERr— LDy FIZ X5 EHRGEABR,

dAB R O E (RE. ) @ ELvBs L, AH (500 mgs mL/1 S TA) I,
G - < s ROy AR MERBRICENT 6 » AMRETH -T2,

1522 JEEGPRABRDRE

LRF T Z AOFHIRNE G 218E L2 EBRAR & LT, ZEM3RmERER TR0 b - igh
RELEFRZEZBEL, 7y NROA XOXEEREEERBR QBREV4BR) 1% 15 SREFIRNE
5ECEmLE,

ZNHORBHMEEIT, VTN HAFIZE T 2HEIFAGRRFEOBRICHfT L TR, AEGBHE
WZHT20 . Briz 7 FEREARRBRILFE M L TR,

AAFHFFETIE, BRSBTS 2 ERERRROKEEZFHE L, LXF 7 20EIRNIRE
AR D BRI OV THHE L=,

1.5.2.3 ERERBAFE DIRIE
LARFTEFZ LT, BOKTORRENETLTEY ., EHANCET AR TORRRIZONTS,

FATT DECKORILE b &IZFHE LTz,
LUTIZHCK R ERN TORRIREFRICE T 28277,

1.5.2.3.1 FRK T OERRBIFE DRZE

(1) FCROFRZBHRFBICAWN:ZLARAF St 42 LEHFIOBEKRER

LARF T8 7 LERBOEBRBICAWZEBEKRT — % Sy 7 —1%, BIRNESREEEN#RE
BRFOIEMBRE A BT 5 Z & T, IEHFIBER BB ONBRE L L CERTRENENEZRETT S
LIz, WIRNRGRORZEMZTHET 2 Z & 2 BRICHEBR Sz,

BCK DGR GERFICIRR LI LR_F S Z AERAIOBKRBR—E %% 1.52-1 [T/ LT,
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# 1.52-1 BRKOEARBHEERFIRR L2 LRF T 7 AREFFIOBEFRRER
- NETY R s ®E | RBRER
PRED | g | B HE wE | BE | mm | e
FELEEAR
N01077 [ ERERIE [ GERERRA | Part A : BARPAREEE GEHAD) & | 154 | 1500 mg wE | (s
R ROBER GEF) OEMBEED :
[
Part B : #ARAER G-REDEWENRE, 3000mg/H, |45 HFE
ZEM R OERE OB 1 B2[E
NO1165 BARNE SR (BAE. K0&E, | 154 |2000mg #n | (=
BEHE) ORet, BEREN 3000 mg
EMBREORF 4000 mg
54y | 1500 mg
2000 mg
2500 mg
NO1166 | B II4R | RATAZ | BONDBIRN~DBRERBEER | 154 | 1000~ 6 | (=
R | ABHE R OZEMR OCBFHEOMKRE 3000 mg/ A .
1A 20
ZOMOBERR (BIFRIBIC ER L RO R BRERAR)
NO058 | EREREK | REERA | BmAWHEREORE 55 |25~ #E | (s
AR 1600 mg
N069 BRI ER (ERA) o0 | 24 | 1000mg #n | (i
58 (B 72N EROWRIKR) ©
NRAFTRALFEYT 4 DR
N060 EF | SRR | BIRNIREC X 3 REMMLTTE~ | 3~4 | 500 mg 50 | (=
B | A DEE R
N099 FHFPED | BIRNREIC X2 ERBIRLEE | R | 250 mg/A 5~ | =
BRABE DFBIhE 1B 1A 3 HFE
N204 fERERRA | BARNER 5T X B RTMMFEICE | 3 BRI | 1000 mg A r
TARE L

F 1.52-1 IR LEZRBRD 9 5, N01077 5Bk, NO1165 RABRKL NN01166 RBRD 3 ABRIL, L

RF T ¥ F LERFOKEH
NG 3IRBROBRELYEIZLRF S & AERFDEMI N,

A HNE LTEBINTRRTH Y, HOROAREETIL, EiC
—7. VAT O - BRI

AR L OFS)FRIRABR (N058 3ABR., NO069 3BR, N060 3Bk, N099 3R & Y N204 :RBR) 1%
~_FF¥ s roPFoERFE AT (ERICER L-RBRTH D, Thb0 s RBRCHER
L7z L A_F T4 AEFFIL, BCKOBFERE| L 13RO R OERA R Y, FICHE - REHE

b, BFELHE - &5FHE (1 [E 500~1500 mg, 154

SEFEIRNE ) LR o7,

PITFIZ, FEZRBEFABR (N01077 3BR. N01165 RBRKZ UNN01166 38BR) O & NS R O

Wz~ 9,

N01077 #BRIZ, SHEARERAZTRIZLRF T Z A0 15 SEEIRE SR (EHAD &
ma‘&ffa# GeA) oEpBERVZSMERHT sz AR LT, ([ FcEHE L, 20

2 N

Sy TRERARPI R G- & R D 3 GRF D MBI RE ORREIMEA R S, T 15 4

yRIRFARP R 5

ﬁ&ﬁﬂﬁﬁﬁwﬁéé7u774wﬂﬂﬁfﬁé L EMER LT,

NOl 165 38, N -

G - 5\ CaHE L AVE AR 2t g R e E= L.

@0 ) coOXEEREERR (FDA) R
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ZOFER, mAE (F& 4000 mg % 15 70 ROSEWREHE (B 2500 mg % 5 47f) THe
RN G L7235A THLREMICRIEN W2 LR S, EWEEORKRL L RXFSEX LD
BEROEYEE a7 7 A NV LREETH T,

No1166 A&, (HIIIIINININGEEEEEEEEEEEEEE - A SRR TH D S RIE
EETONEARANTADABEERNRIC, L_FFEF 58 (1000~3000mg/H. 1 B 2[E)
2o, FAEDLARF T LAEHA (1000~3000mg/H. 1 B 2[E, 15 4 R#IRNES) 14
AR B2 b0zt emnT 2 L2 B L. (FcER L, 2oR, v
ZEZ LD 15 SEBIRNBREROREM T 0 7 7 4 ME LRF T F AROFGROEMDE
EMET T ANV ERKETHDZ L EHER LT

(2) BERKRTO/NREIGEMIZET 534

R 152-1 IR L2 VAT T8 & AERAOBKRARIT, WINbERAZMNSRE LEZRABRTH
D, HERERRTIIRAOERIEZ BRI L LTz, LavL, YsEBaETic, BeHFEP Th-o
TV R_F T & 2EARBIO/NE~OBSYILRPAR SN Z L2 BEE 2, EHAITH/NREOE
IS BT 5720, PMEROBMATORIRNE SR O N ERFORYEIEL i I 21—
3 L7c#iEE (ExpertReport') L. BALHHETNETORERES B L7-,

Expert Report T, /ISR ONO1139 AT 24 bf:_’)%%%@
REE 7 /L R OMERRRL AR ONO01077 BB 07— 7 % iz L7 () = 7 . %
T, MNRZVRF F v Z LEFHIRNES L ROERDEREZ FRILZ, ZO/RR, NRICLRF
Z¥ % L 30mghkgk 15 HFEFHIRNES L-ROHERERIT. RAICLF FEZ A 1500 mg
% 15 RIS Li-Rogmn <o v | (- )\ % Fi\ 7=/ NRO 15 53]
FARNB EIFOMIER L _F 5 ¥ & LABEICRORER L OREDBENIR A7, LiL, K
A 15 53 RARIRINEE 5H& T B D C e d 0112 (> 45 5 B e £ 5 L &
HEZL-TREL Y b@roTz,

WM Cid, Expert Report GV b7 BMBIRETE 7 /IR +5Th B35, BUF OEMARNT % 5
WT 5 & Rl ISR A N T oM b AR S 2,
BRPIR 5H& THED Coo OFBNER L 0 EREICEHT 3 72 01, (D
G - L L, S oL — s LR ERT S

O SO B EEEEE L LIZBA D Co 2T 2 BEL R
B REH

KETIE, A TOBESITEE L7223, /NRIZOWTIZ FDA Rf#EE LT lExpert Report Dk 5
WZERIIRVA, BFELEAERVOERGEE CO/NETAPABEOREMT —Z BILE] LD
FEmICE o T2led, MR TOBSBBCIIES o7 Y, £, RAEGOEBIUSRIZ, The

EINOLI3OEMT (—EREFERBERFER UNEEE] :CID53352) : AEMNNECADABREERSLE LN
FF ¥ & AR 0 RHF O BER Ry REREAT
B UCBALIZ, BRINEZST (EMA) 75 DfH% B E 2. Expert Report? 7 4 2 —7 v ZHEHT & L TNO1248fRATY

RERL. vF T v s 2EnFlorRmEs o0 cEMA~RIE Uz, UCBHL, AREEBEE X, /b
RTORE - AREZELERFIORIT TEOLEEIFRETH D Z L 2 HELEY,
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Pediatric Research Equity Act (PREA) © (2H-23%  /NEZX S E L7-RBrE i L. ZeM RO
MBREEMAT 5 Z & % FDA LV BN,

UCB ftiZ, KE® PREA (ZE-3%, NO1274 B 4~16%) KO'NO1275RB (1 » H~45%
K ZEHEIL, EEME L TELeME2HMEdT 22 L & Lz, EYBReIc oW TiL, mEER» S
Bon-EREHRE Lo REMERYEREMENT (CL0010 fZHT) TRMET 52 & & Lz,

NO01274 FBRIE. 4~16 KD/NRTANABEICH LTLRF T F LEHFAIZ 15 HREFIRN
&5 BR4 ) Lreorettoraz R L (s EFE < E=R L. 2o
R, VRF T EF 515 SREFIRNES L, —FHOICRORERTERVBEORELRREBIRETH
D, BEFREEMEZR L,

NO01275 RBRIZ. 1 » A ~4 AW O/NETADABEICK L TLRF T & LTERFE 15 45
#RPNRE (B4 B LizmozstomitzEamne L i@ L.
ZDFER. LT T 515 SEFFIRNE ST, —RROICRNES R TERVBEORELRAER
BThHY, REFLEAFHEERLE,

CLO010 A#HT TiE. N01274 RERKUNO1275 BB CHEON-T —F2 b, NEERRE LZL
NF T ¥ Z LGN SR OEWBNREZ BRET L7z, CL0010 fi#tT TR - ERARPIIR 5-BF o M i
LARFZ & AREIL, NO1288 AT Y DENIRER L RARETh 72720, BAREH) 5K
NG, XIIFRNEEN LR OZGE~OBREREEFRICHARORBEIIFELEX b,

RINEFEST (EMA) (2% LTI, Paediatric Regulation (N0.1901/2006) D% 46 TEIZHEVY, N01274
Ak ON01275 RBrokEREEr e QS R @@ 5 R L= No1274
ABROTERD B 4 U EO/NRO ik BEIZOWTEROLERRNT L % EMA ICH#E LTz,
25, (R .

FDA |Z%f L CiE, PREA I25-3< FDA OERIZREV No1274 BroiiEms £+ (=05
(2., N01275 RBROMIER L E R T CLO010 b &+ 2@ @A =it L2,

]

(3) ERRTORORFRVESHFIOEZIGEOMEE - HIROEBMRFICET 51248

LARF TS AREORAITIE, MIEFAGRES GRaRECHT 20 ARE) o, I47n=
—RAEICR D 0P ARE, SRERARECS T 20 RRE, RO TR 2 BAREDOH
JGE UGS 2 7 OB FERRIRRBRZ M L. 208 - SR OB 2 &REEE L7z (1.6
HBR) .

PaX—o

—F. VRF T X LEHAITIE, LEEORIEE - IROBIMD 7= OREKRRITERT . K
M TIERE 0 RA TOBIASEEF & FIEFC, KETIIRORATO®ESARZIC, BoFoT—
FEIILTEFDOFELEBEL., ABENT-,

EONOI28SFEHT : 14 A~16ERD/NETANABEEZRR L Lin LA_F T+ & L% O 8K 0 RE Ry BT
) BRI B BEPRIEOBEN T, BN TOREREL TV
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1.5.2.3.2 E N T DOERRRAFOZFE

NCKDOBIRREZ EIZ, A TH L_F T2 4 AEHAZFREBRBERG L LT EokE
MTERWFEO—FHRREBRA L7225 X0, LR_XF T F LENORANHE L 52088 - 2hE.
& - HECOBEGEEZ5HE Lz, MNATBIEANEELERERAHEIE CIT., RAaEL
B9 L OERSMHEBISEEA L, BET— /3y r— O, BRRRBREHE O 4% 2
Rz LT, SHEEFRAREL ER L2, UTICHERBAROBRELTT,

(1) FRIZETSREBBREVEBEHENSDOBE
BK T, 15231 IRIZEEHDO LBV, BROBEHRFL 15 RHFRIRNEBERFO L XF T L2 L0
EMBEROEZEET a7 7 AVPELL T2 Enb, LRF T ¥ AERFIOBRIERGE
RRIIERE T, VXF T2 2ERAOZEMRBR R OCRYBRERROBR LRI, RO
ERTERWGEO—RFRARERA & LTLRF T2 & AEHFIOERRZBE Lz,

DX OIREREFREIC, KFOEZBBHFBOE-DOBEEKRT —Z v r— L LT, BCkDOER
X ERE LTERLZ/NE 3 RABR (N01077 388k, NO1165 :&ABR. NO1166 &BR) 2z, LLFD
2RABREE T AR A TR LT,

AARNBREEAZXR E LTz 15 oREIRNER SR EHA) LRDEER G8F) 0%k
YEED LA T HRE L725 1HERABR (N01377 :ABR)

MORIEEZRETHBERARATADABEEZNRE LEROBREND 15 SR IRNIE S
~OFERBRERRFORZEMEOKRNZEEL L7258 1 HERABR (N01378 :A5R)

ABREM O TSI ON T, RAKE L oEESAEND S (K4 (I
& =40 - &5 Tl @ ) LR RAEEN ST
Rz, zofh, No01378 2B 0HE ISV, (I G
AR\ T RAHHED D DBIE 2187,

- CEEEEEElE e e
-
[——
(. - -
50

| Meeg
|

L
- = < %

D - . G

|
G~ 73R
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(Y - = < 2 .

(2) NO1377 :RER

No01377 R F s E o ER L B AABERAZ AR E LT LRFTEF A 1500 mg
% 15 Sy HEEFIRNZR SR CHEER O E L -RoEy e, 2R OREEE R L, £
DFER., RO G 5 5IRNE 5B D AUC(0-t) D D 90%(5 %8 X ;’EE%%E’JH%&ODE
YEFFN (0.8~1.25) TH o720, Chax PHIIHI 1.6 TH o7, BEMIZHOWNTIL, 15 5RIEFFR
AR ERFE R OBERRTRERBVIIRD behoTz,

(3) NO01378 :RER

No1378 #53. ()l F P ACER L, BORELET S5 BRARACADABRE
ERGE LT, LRXFTEHZ A (1000~3000mg/H, 1 H2[E) ZRAORENS 15 4y MEEIRANER
5z 4 R B2 RORZEME, EYBIBR AL RE Lz, #IRNESORREIL, 98
ZHIOREARER LR—& Lz, 1RBRENHEE SN 16 Bk LT, 155 F'%%HIRW%E%H#@;:
2SRRI, F72, 1//\7‘7%25’A72n‘%l]&£}75>6 15 SRR 5~V B2 7% b |
LRFZ2 X AOMEES ~ 7 7REIXFIE—ETHY. 1| BH720 OB REIEEEICKE 72258,
IR ool

(4) NO1377 AERR UNO1378 RERDERFHFE X -FRERORE L RV EHIEN S
DEIE
AR D & 31D (N01377 REROFERN S, AUC0-) TIIAEM RSO REAEL - L2 b DD,
Cax CIIEEZ T 7, 15 SREFIRNK S & &R 05 oEKpEREDELIM 2 £ MFEORS D
EEZHAWVCTOURTZENRTER»o727120, BREIEORE L 2{To 7,

Azt o ao M - R
. ]
R - < -, 15 SRS D%
UHEZFIAT B FECONTHELBL7-0, KAl L oEERSAENE (K4 (I
L GENEREEECTRds] L I ER XS

izt S <. (D
_&# Wr L., LR_FFEH L% 15 5RHEE
RORIEF#IRNER G LI-R O K ENRE S A AN & B A THIRT 2 IEEMRAER (EP0038 RBR) Dt
BIRZIRR LT BRIRT — & /3w r — U1 FHBE R LT NO01377 3Bk, EP0038 38R X TN N01378
AR, 2EGERE LTN01077 3BR. NO1165 ABRL NNO1166 3ABR & L7=,

FOFRER., HRAENSUTORMEL BT,
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(S
N - = %5 .

2%, () ~ >\ )T SRR LR, Ak v
G > & i 157

(5) EPO0038 &t8&

EP0038 #5uL. (I FICRATER L, AAARVEAMBREABEEZXSRLE LT, LT
FEH D& 15 S HEE R OREHIRNE S L o SyBie, 2k ORARZTHE Lz, %
DRER BB R ORERIRR SR O LT T ¥ A ORWBIIEIC AEEN 2\ 2 L AHER S 1,
REMITOVTH AAAL BATKE RENEED bhiasotz,

ARgrr s, (N > > 7=
Z b, SMEEFERD 15 SRFFARPIR G-I TRRBHRFET 5 Z LIXFRe L il L7z,

(6) FEHAIETH/NETOBEGCRED-HORARBBREVEEHEBENSOBME

AHIC RS B ERFOERFFHIC H7- - i, (R
N - = % 7=, T D7z, /)
VEIS B BT BERR T — % /% o — D OBEWEIC SV TR T 5728, MAHE L DEKSR,
xiEsE (X2 - - . = F - %5 L)) @) -
%?ﬁio 7‘:0

ERFNKTT 2 4 LD/ NBEROREICH7-- ik, (I
e
OIS 5 2 oL TR AHIEICE S ko,
- 0> i fif % 15 7

|
N

10
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. - .

1524 A

FICAWSEREKT—2 /1y r—o

AARBHBIRDIERT —F Xy r— VO EFE 1522 1" LT,
KEERT —F X0 r—I1, ZNE CTOBRREBBRE R AHE L OXEBE S 2 IR LT,

£ 1522 FEBHEBCRIT DEEKT—F /3y —VOHR

= = Py
o | R HROBE | BEES |
A CORBRBEOT-DICERH L3RR (A
SR | ERERRERER AARNBREBRAZ IR E LZBIRNE SR GEHA) LEnRSE | A N01377 FHE
(&R oXpEmE, ZEURUVBEMORE R (53.1.1.1)
AA | EEAREERER BARANBERRA B L A NN BHEOBIRNR SREOEMEIRE | R EP0038
OELEDRET (5333.1)
% 1HERR BOREEETIEAANBRATANABEL IR L L-FESH. 3E | B NO01378
SRR RO OHIRNBE~ORERBERRORZ2MEDRE) (5.352.1)
K TORBRBOLOICEM L-EER2RBR (RN
AE | BREERR | AEARERATXSR L L-#IRNEERE GHF) tROB5R | ERA N01077 BE
(&R DOFEMBHRE O L & G?Tg)
SEANRBRAZSIR L LI HIRNE SROERYBIE, ZeHRY | EHHA N01077
ARMORR Part B
(53.1.1.2)
SNEANRERAZSIRL L7277 0 R BEERIERR @GHE | EHF NO1165
ROL 0 ENEEEE CORYEIE., 2R UEFEORE) (533.1.1)
% 1R BOREZAETINEARATANABREERGRL LSRR, 3 | BHA NO01166
SRR (B O2 b HIRNE S ~0R SEREFRFOLZLMR UE (53522)
AHEDORRED
FRKIZ BT B/ NRERER
SHE | I FERER ABENNETANABE A~165%) 2R E LHER. IEBER | EHA N01274 B
B (FIRNERSRORyEE, REMRUOEREORE) (53523)
BEFAEYE | AENNETALABEDT —F & B\ BEREY B BT A CL0010
HERRHT (5335.1)
EOMER
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1. NAME OF THE MEDICINAL PRODUCT

Keppra 100 mg/ml concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each ml contains 100 mg of levetiracetam.
Each 5 ml vial contains 500 mg of levetiracetam.

Excipient with known effect:
Each vial contains 19 mg of sodium.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Concentrate for solution for infusion (sterile concentrate).

Clear, colourless, concentrate.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Keppra is indicated as monotherapy in the treatment of partial onset seizures with or without
secondary generalisation in adults and adolescents from 16 years of age with newly diagnosed

epilepsy.

Keppra is indicated as adjunctive therapy
e inthe treatment of partial onset seizures with or without secondary generalisation in adults,
adolescents and children from 4 years of age with epilepsy.
e in the treatment of myoclonic seizures in adults and adolescents from 12 years of age with
Juvenile Myoclonic Epilepsy.
e inthe treatment of primary generalised tonic-clonic seizures in adults and adolescents from
12 years of age with Idiopathic Generalised Epilepsy.

Keppra concentrate is an alternative for patients when oral administration is temporarily not feasible.
4.2  Posology and method of administration

Posology

Monotherapy for adults and adolescents from 16 years of age

The recommended starting dose is 250 mg twice daily which should be increased to an initial
therapeutic dose of 500 mg twice daily after two weeks. The dose can be further increased by 250 mg
twice daily every two weeks depending upon the clinical response. The maximum dose is 1500 mg
twice daily.

Add-on therapy for adults (>18 years) and adolescents (12 to 17 years) weighing 50 kg or more

The initial therapeutic dose is 500 mg twice daily. This dose can be started on the first day of
treatment.
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Depending upon the clinical response and tolerability, the daily dose can be increased up to 1,500 mg
twice daily. Dose changes can be made in 500 mg twice daily increases or decreases every two to four
weeks.

Duration of treatment
There is no experience with administration of intravenous levetiracetam for longer period than 4 days.

Special populations

Elderly (65 years and older)

Adjustment of the dose is recommended in elderly patients with compromised renal function (see
“Renal impairment” below).

Renal impairment
The daily dose must be individualised according to renal function.

For adult patients, refer to the following table and adjust the dose as indicated. To use this dosing
table, an estimate of the patient's creatinine clearance (CLcr) in ml/min is needed. The CLcr in ml/min
may be estimated from serum creatinine (mg/dl) determination, for adults and adolescents weighting
50 kg or more, the following formula:

[140-age (years)] x weight (kg)
CLcr (ml/min) = (x 0.85 for women)
72 x serum creatinine (mg/dl)

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

CLcr (ml/min)
CLcr (ml/min/1.73 m?) = x1.73
BSA subject (m?)

Dosing adjustment for adult and adolescents patients weighing more than 50 kg with impaired renal
function:

Group Creatinine clearance  Dose and frequency
(ml/min/1.73m?)

Normal >80 500 to 1,500 mg twice daily

Mild 50-79 500 to 1,000 mg twice daily

Moderate 30-49 250 to 750 mg twice daily

Severe <30 250 to 500 mg twice daily

End-stage renal disease patients - 500 to 1,000 mg once daily @

undergoing dialysis @
W A 750 mg loading dose is recommended on the first day of treatment with levetiracetam.
@ Following dialysis, a 250 to 500 mg supplemental dose is recommended.

For children with renal impairment, levetiracetam dose needs to be adjusted based on the renal
function as levetiracetam clearance is related to renal function. This recommendation is based on a
study in adult renally impaired patients.

The CLecr in ml/min/1.73 m? may be estimated from serum creatinine (mg/dl) determination using, for
young adolescents and children using the following formula (Schwartz formula):

Height (cm) x ks

CLcr (ml/min/1.73 m?) =
Serum Creatinine (mg/dl)
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ks=0.55 in Children to less than 13 years and in adolescent female; ks= 0.7 in adolescent male

Dosing adjustment for children and adolescents patients weighing less than 50 kg with impaired renal
function:

Group Creatinine Dose and frequency
clearance Children from 4 years and adolescents weighing less than
(ml/min/1.73m?) | 50 kg
Normal > 80 10 to 30 mg/kg (0.10 to 0.30 ml/kg) twice daily
Mild 50-79 10 to 20 mg/kg (0.10 to 0.20 ml/kg) twice daily
Moderate 30-49 5 to 15 mg/kg (0.05 to 0.15 ml/kg) twice daily
Severe <30 5 to 10 mg/kg (0.05 to 0.10 ml/kg) twice daily
End-stage renal - 10 to 20 mg/kg (0.10 to 0.20 ml/kg) once daily @ ©
disease patients
undergoing dialysis

@ A 15 mg/kg (0.15 ml/kg) loading dose is recommended on the first day of treatment with
levetiracetam.
@ Following dialysis, a 5 to 10 mg/kg (0.05 to 0.10 ml/kg) supplemental dose is recommended.

Hepatic impairment

No dose adjustment is needed in patients with mild to moderate hepatic impairment. In patients with
severe hepatic impairment, the creatinine clearance may underestimate the renal insufficiency.
Therefore a 50 % reduction of the daily maintenance dose is recommended when the creatinine
clearance is < 60 ml/min/1.73 .

Paediatric population

The physician should prescribe the most appropriate pharmaceutical form, presentation and strength
according to age, weight and dose.

Monotherapy

The safety and efficacy of Keppra in children below and adolescents 16 years as monotherapy
treatment have not been established.
There are no data available.

Add-on therapy for children aged 4 to 11 years and adolescents (12 to 17 years) weighing less than
50 kg

The initial therapeutic dose is 10 mg/kg twice daily.

Depending upon the clinical response and tolerability, the dose can be increased up to 30 mg/kg twice
daily. Dose changes should not exceed increases or decreases of 10 mg/kg twice daily every two
weeks. The lowest effective dose should be used.

Dose in children 50 kg or greater is the same as in adults.
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Dose recommendations for children and adolescents:

Weight Starting dose: Maximum dose:

10 mg/kg twice daily 30 mg/kg twice daily
15 kg @ 150 mg twice daily 450 mg twice daily
20 kg 200 mg twice daily 600 mg twice daily
25 kg 250 mg twice daily 750 mg twice daily
From 50 kg ¥ 500 mg twice daily 1500 mg twice daily

W Children 25 kg or less should preferably start the treatment with Keppra 100 mg/ml oral solution.
@ Dose in children and adolescents 50 kg or more is the same as in adults.

Add-on therapy for infants and children less than 4 years

The safety and efficacy of Keppra concentrate for solution for infusion in infants and children less
than 4 years have not been established.

Currently available data are described in sections 4.8, 5.1, and 5.2 but no recommendation on a
posology can be made.

Method of administration

Keppra therapy can be initiated with either intravenous or oral administration.

Conversion to or from oral to intravenous administration can be done directly without titration. The
total daily dose and frequency of administration should be maintained.

Keppra concentrate is for intravenous use only and the recommended dose must be diluted in at least
100 ml of a compatible diluent and administered intravenously as a 15-minute intravenous infusion
(see section 6.6).

4.3 Contraindications

Hypersensitivity to the active substance or other pyrrolidone derivatives or to any of the excipients
listed in section 6.1.

4.4 Special warnings and precautions for use

Discontinuation

In accordance with current clinical practice, if Keppra has to be discontinued it is recommended to
withdraw it gradually (e.g. in adults and adolescents weighing more than 50 kg: 500 mg decreases
twice daily every two to four weeks; in children and adolescents weighting less than 50 kg: dose
decrease should not exceed 10 mg/kg twice daily every two weeks).

Renal insufficiency

The administration of Keppra to patients with renal impairment may require dose adjustment. In
patients with severely impaired hepatic function, assessment of renal function is recommended before
dose selection (see section 4.2).

Suicide

Suicide, suicide attempt, suicidal ideation and behaviour have been reported in patients treated with
anti-epileptic agents (including levetiracetam). A meta-analysis of randomized placebo-controlled
trials of anti-epileptic medicinal products has shown a small increased risk of suicidal thoughts and
behaviour. The mechanism of this risk is not known.

Therefore patients should be monitored for signs of depression and/or suicidal ideation and
behaviours and appropriate treatment should be considered. Patients (and caregivers of patients)
should be advised to seek medical advice should signs of depression and/or suicidal ideation or
behaviour emerge.
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Paediatric population

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.

Excipients
This medicinal product contains 2.5 mmol (or 57 mg) sodium per maximum single dose (0.8 mmol (or

19 mg) per vial). To be taken into consideration by patients on a controlled sodium diet.
4.5 Interaction with other medicinal products and other forms of interaction

Antiepileptic medicinal products

Pre-marketing data from clinical studies conducted in adults indicate that Keppra did not influence the
serum concentrations of existing antiepileptic medicinal products (phenytoin, carbamazepine, valproic
acid, phenobarbital, lamotrigine, gabapentin and primidone) and that these antiepileptic medicinal
products did not influence the pharmacokinetics of Keppra.

As in adults, there is no evidence of clinically significant medicinal product interactions in paediatric
patients receiving up to 60 mg/kg/day levetiracetam.

A retrospective assessment of pharmacokinetic interactions in children and adolescents with epilepsy
(4 to 17 years) confirmed that adjunctive therapy with orally administered levetiracetam did not
influence the steady-state serum concentrations of concomitantly administered carbamazepine and
valproate. However, data suggested a 20 % higher levetiracetam clearance in children taking enzyme-
inducing antiepileptic medicinal products. Dose adjustment is not required.

Probenecid

Probenecid (500 mg four times daily), a renal tubular secretion blocking agent, has been shown to
inhibit the renal clearance of the primary metabolite, but not of levetiracetam. Nevertheless, the
concentration of this metabolite remains low. It is expected that other medicinal products excreted by
active tubular secretion could also reduce the renal clearance of the metabolite. The effect of
levetiracetam on probenecid was not studied and the effect of levetiracetam on other actively secreted
medicinal products, e.g. NSAIDs, sulfonamides and methotrexate, is unknown.

Oral contraceptives and other pharmacokinetics interactions

Levetiracetam 1,000 mg daily did not influence the pharmacokinetics of oral contraceptives (ethinyl-
estradiol and levonorgestrel); endocrine parameters (luteinizing hormone and progesterone) were not
modified. Levetiracetam 2,000 mg daily did not influence the pharmacokinetics of digoxin and
warfarin; prothrombin times were not modified. Co-administration with digoxin, oral contraceptives
and warfarin did not influence the pharmacokinetics of levetiracetam.

Alcohol
No data on the interaction of levetiracetam with alcohol are available.

4.6  Fertility, pregnancy and lactation

Pregnancy
There are no adequate data available from the use of levetiracetam in pregnant women. Studies in

animals have shown reproductive toxicity (see section 5.3). The potential risk for human is unknown.
Keppra is not recommended during pregnancy and in women of childbearing potential not using
contraception unless clearly necessary.

As with other antiepileptic medicinal products, physiological changes during preghancy may affect
levetiracetam concentration. Decrease in levetiracetam plasma concentrations has been observed
during pregnancy. This decrease is more pronounced during the third trimester (up to 60% of baseline
concentration before pregnancy). Appropriate clinical management of pregnant women treated with
levetiracetam should be ensured. Discontinuation of antiepileptic treatments may result in
exacerbation of the disease which could be harmful to the mother and the foetus.
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Breastfeeding
Levetiracetam is excreted in human breast milk. Therefore, breast-feeding is not recommended.

However, if levetiracetam treatment is needed during breastfeeding, the benefit/risk of the treatment
should be weighed considering the importance of breastfeeding.

Fertility
No impact on fertility was detected in animal studies (see section 5.3). No clinical data are available,
potential risk for human is unknown.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

Due to possible different individual sensitivity, some patients might experience somnolence or other
central nervous system related symptoms, especially at the beginning of treatment or following a dose
increase. Therefore, caution is recommended in those patients when performing skilled tasks, e.g.
driving vehicles or operating machinery. Patients are advised not to drive or use machines until it is
established that their ability to perform such activities is not affected.

4.8 Undesirable effects

Summary of the safety profile

The adverse event profile presented below is based on the analysis of pooled placebo-controlled
clinical trials with all indications studied, with a total of 3,416 patients treated with levetiracetam.
These data are supplemented with the use of levetiracetam in corresponding open-label extension
studies, as well as post-marketing experience. The most frequently reported adverse reactions were
nasopharyngitis, somnolence, headache, fatigue and dizziness. The safety profile of levetiracetam is
generally similar across age groups (adult and paediatric patients) and across the approved epilepsy
indications. Since there was limited exposure for Keppra intravenous use and since oral and
intravenous formulations are bioequivalent, the safety information of Keppra intravenous will rely on
Keppra oral use.

Tabulated list of adverse reactions

Adverse reactions reported in clinical studies (adults, adolescents, children and infants > 1 month) and
from post-marketing experience are listed in the following table per System Organ Class and per
frequency. The frequency is defined as follows: very common (>1/10); common (>1/100 to <1/10);
uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000) and very rare (<1/10,000).

MedDRA SOC Frequency category

- Very common Common Uncommon Rare

Infections and Nasopharyngitis Infection

infestations

Blood and Thrombocytopenia, Pancytopenia,

lymphatic system leukopenia neutropenia

disorders

Metabolism and Anorexia Weight decreased ,

nutrition weight increase

disorders

Psychiatric Depression, hostility/ Suicide attempt, Completed

disorders aggression, anxiety, suicidal ideation, suicide,
insomnia, psychotic disorder, personality
nervousness/irritability | abnormal behaviour, disorder, thinking

hallucination, anger, abnormal
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MedDRA SOC Frequency category
Very common Common Uncommon Rare

confusional state,
panic attack, affect
lability/mood swings,
agitation

Nervous system
disorders

Somnolence,
headache

Convulsion, balance
disorder, dizziness,
lethargy, tremor

Amnesia, memory
impairment,
coordination
abnormal/ataxia,
paraesthesia,
disturbance in attention

Choreoathetosis,
dyskinesia,
hyperkinesia

Eye disorders

Diplopia, vision

blurred

Ear and labyrinth Vertigo

disorders

Respiratory, Cough

thoracic and

mediastinal

disorders

Gastrointestinal Abdominal pain, Pancreatitis

disorders diarrhoea, dyspepsia,

vomiting, nausea

Hepatobiliary Liver function test Hepatic failure,

disorders abnormal hepatitis

Skin and Rash Alopecia, eczema, Toxic epidermal

subcutaneous pruritus, necrolysis,

tissue disorders Stevens-Johnson
syndrome,
erythema
multiforme

Musculoskeletal
and connective
tissue disorders

Muscular weakness,
myalgia

General disorders
and
administration
site conditions

Asthenia/fatigue

Injury, poisoning
and procedural
complications

Injury

Description of selected adverse reactions

The risk of anorexia is higher when topiramate is coadministered with levetiracetam.

In several cases of alopecia, recovery was observed when levetiracetam was discontinued.
Bone marrow suppression was identified in some of the cases of pancytopenia.

Paediatric population

In patients aged 1 month to less than 4 years, a total of 190 patients have been treated with
levetiracetam in placebo-controlled and open label extension studies. Sixty (60) of these patients
were treated with levetiracetam in placebo-controlled studies. In patients aged 4-16 years, a total of
645 patients have been treated with levetiracetam in placebo-controlled and open label extension
studies. 233 of these patients were treated with levetiracetam in placebo-controlled studies. In both
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these paediatric age ranges, these data are supplemented with the post-marketing experience of the use
of levetiracetam.

The adverse event profile of levetiracetam is generally similar across age groups and across the
approved epilepsy indications. Safety results in paediatric patients in placebo-controlled clinical
studies were consistent with the safety profile of levetiracetam in adults except for behavioural and
psychiatric adverse reactions which were more common in children than in adults. In children and
adolescents aged 4 to 16 years, vomiting (very common, 11.2%), agitation (common, 3.4%), mood
swings (common, 2.1%), affect lability (common, 1.7%), aggression (common, 8.2%), abnormal
behaviour (common, 5.6%), and lethargy (common, 3.9%) were reported more frequently than in
other age ranges or in the overall safety profile. In infants and children aged 1 month to less than 4
years, irritability (very common, 11.7%) and coordination abnormal (common, 3.3%) were reported
more frequently than in other age groups or in the overall safety profile.

A double-blind, placebo-controlled paediatric safety study with a non-inferiority design has assessed
the cognitive and neuropsychological effects of Keppra in children 4 to 16 years of age with partial
onset seizures. It was concluded that Keppra was not different (non inferior) from placebo with regard
to the change from baseline of the Leiter-R Attention and Memory, Memory Screen Composite score
in the per-protocol population. Results related to behavioural and emotional functioning indicated a
worsening in Keppra treated patients on aggressive behaviour as measured in a standardised and
systematic way using a validated instrument (CBCL — Achenbach Child Behavior Checklist).
However subjects, who took Keppra in the long-term open label follow-up study, did not experience a
worsening, on average, in their behavioural and emotional functioning; in particular measures of
aggressive behaviour were not worse than baseline.

49 Overdose

Symptoms

Somnolence, agitation, aggression, depressed level of consciousness, respiratory depression and coma
were observed with Keppra overdoses.

Management of overdose

There is no specific antidote for levetiracetam. Treatment of an overdose will be symptomatic and
may include haemodialysis. The dialyser extraction efficiency is 60 % for levetiracetam and 74 % for
the primary metabolite.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antiepileptics, other antiepileptics, ATC code: NO3AX14.

The active substance, levetiracetam, is a pyrrolidone derivative (S-enantiomer of a-ethyl-2-oxo-1-
pyrrolidine acetamide), chemically unrelated to existing antiepileptic active substances.

Mechanism of action

The mechanism of action of levetiracetam still remains to be fully elucidated but appears to be
different from the mechanisms of current antiepileptic medicinal products. In vitro and in vivo
experiments suggest that levetiracetam does not alter basic cell characteristics and normal
neurotransmission.
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In vitro studies show that levetiracetam affects intraneuronal Ca* levels by partial inhibition of N-
type Ca”* currents and by reducing the release of Ca?* from intraneuronal stores. In addition, it
partially reverses the reductions in GABA- and glycine-gated currents induced by zinc and f-
carbolines. Furthermore, levetiracetam has been shown in in vitro studies to bind to a specific site in
rodent brain tissue. This binding site is the synaptic vesicle protein 2A, believed to be involved in
vesicle fusion and neurotransmitter exocytosis. Levetiracetam and related analogues show a rank
order of affinity for binding to the synaptic vesicle protein 2A which correlates with the potency of
their anti-seizure protection in the mouse audiogenic model of epilepsy. This finding suggests that the
interaction between levetiracetam and the synaptic vesicle protein 2A seems to contribute to the
antiepileptic mechanism of action of the medicinal product.

Pharmacodynamic effects

Levetiracetam induces seizure protection in a broad range of animal models of partial and primary
generalised seizures without having a pro-convulsant effect. The primary metabolite is inactive.

In man, an activity in both partial and generalised epilepsy conditions (epileptiform
discharge/photoparoxysmal response) has confirmed the broad spectrum pharmacological profile of
levetiracetam.

Clinical efficacy and safety

Adjunctive therapy in the treatment of partial onset seizures with or without secondary generalisation
in adults, adolescents and children from 4 years of age with epilepsy.

In adults, levetiracetam efficacy has been demonstrated in 3 double-blind, placebo-controlled studies
at 1000 mg, 2000 mg, or 3000 mg/day, given in 2 divided doses, with a treatment duration of up to
18 weeks. In a pooled analysis, the percentage of patients who achieved 50 % or greater reduction
from baseline in the partial onset seizure frequency per week at stable dose (12/14 weeks) was of
27.7 %, 31.6 % and 41.3 % for patients on 1000, 2000 or 3000 mg levetiracetam respectively and of
12.6 % for patients on placebo.

Paediatric population

In paediatric patients (4 to 16 years of age), levetiracetam efficacy was established in a double-blind,
placebo-controlled study, which included 198 patients and had a treatment duration of 14 weeks. In
this study, the patients received levetiracetam as a fixed dose of 60 mg/kg/day (with twice a day
dosing).

44.6 % of the levetiracetam treated patients and 19.6 % of the patients on placebo had a 50 % or
greater reduction from baseline in the partial onset seizure frequency per week. With continued long-
term treatment, 11.4 % of the patients were seizure-free for at least 6 months and 7.2 % were seizure-
free for at least 1 year.

Monotherapy in the treatment of partial onset seizures with or without secondary generalisation in
patients from 16 years of age with newly diagnosed epilepsy.

Efficacy of levetiracetam as monotherapy was established in a double-blind, parallel group, non-
inferiority comparison to carbamazepine controlled release (CR) in 576 patients 16 years of age or
older with newly or recently diagnosed epilepsy. The patients had to present with unprovoked partial
seizures or with generalized tonic-clonic seizures only. The patients were randomized to
carbamazepine CR 400 — 1200 mg/day or levetiracetam 1000 — 3000 mg/day, the duration of the
treatment was up to 121 weeks depending on the response.

Six-month seizure freedom was achieved in 73.0 % of levetiracetam-treated patients and 72.8 % of
carbamazepine-CR treated patients; the adjusted absolute difference between treatments was 0.2%
(95 % CI: -7.8 8.2). More than half of the subjects remained seizure free for 12 months (56.6 % and
58.5 % of subjects on levetiracetam and on carbamazepine CR respectively).
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In a study reflecting clinical practice, the concomitant antiepileptic medication could be withdrawn in
a limited number of patients who responded to levetiracetam adjunctive therapy (36 adult patients out
of 69).

Adjunctive therapy in the treatment of myoclonic seizures in adults and adolescents from 12 years of
age with Juvenile Myoclonic Epilepsy.

Levetiracetam efficacy was established in a double-blind, placebo-controlled study of 16 weeks
duration, in patients 12 years of age and older suffering from idiopathic generalized epilepsy with
myoclonic seizures in different syndromes. The majority of patients presented with juvenile
myoclonic epilepsy.

In this study, levetiracetam, dose was 3000 mg/day given in 2 divided doses.

58.3 % of the levetiracetam treated patients and 23.3 % of the patients on placebo had at least a 50 %
reduction in myoclonic seizure days per week. With continued long-term treatment, 28.6 % of the
patients were free of myoclonic seizures for at least 6 months and 21.0 % were free of myoclonic
seizures for at least 1 year.

Adjunctive therapy in the treatment of primary generalised tonic-clonic seizures in adults and
adolescents from 12 years of age with idiopathic generalised epilepsy.

Levetiracetam efficacy was established in a 24-week double-blind, placebo-controlled study which
included adults, adolescents and a limited number of children suffering from idiopathic generalized
epilepsy with primary generalized tonic-clonic (PGTC) seizures in different syndromes (juvenile
myoclonic epilepsy, juvenile absence epilepsy, childhood absence epilepsy, or epilepsy with Grand
Mal seizures on awakening). In this study, levetiracetam dose was 3000 mg/day for adults and
adolescents or 60 mg/kg/day for children, given in 2 divided doses.

72.2 % of the levetiracetam treated patients and 45.2 % of the patients on placebo had a 50 % or
greater decrease in the frequency of PGTC seizures per week. With continued long-term treatment,
47.4 % of the patients were free of tonic-clonic seizures for at least 6 months and 31.5 % were free of
tonic-clonic seizures for at least 1 year.

5.2 Pharmacokinetic properties

The pharmacokinetic profile has been characterized following oral administration. A single dose of
1500 myg levetiracetam diluted in 100 ml of a compatible diluent and infused intravenously over
15 minutes is bioequivalent to 1500 mg levetiracetam oral intake, given as three 500 mg tablets.

The intravenous administration of doses up to 4000 mg diluted in 100 ml of 0.9 % sodium chloride
infused over 15 minutes and doses up to 2500 mg diluted in 100 ml of 0.9 % sodium chloride infused
over 5 minutes was evaluated. The pharmacokinetic and safety profiles did not identify any safety
concerns.

Levetiracetam is a highly soluble and permeable compound. The pharmacokinetic profile is linear
with low intra- and inter-subject variability. There is no modification of the clearance after repeated
administration. The time independent pharmacokinetic profile of levetiracetam was also confirmed
following 1500 mg intravenous infusion for 4 days with b.i.d dosing.

There is no evidence for any relevant gender, race or circadian variability. The pharmacokinetic
profile is comparable in healthy volunteers and in patients with epilepsy.

Adults and adolescents

Distribution

Peak plasma concentration (Cmax) observed in 17 subjects following a single intravenous dose of
1500 mg infused over 15 minutes was 51 + 19 ug/ml (arithmetic average + standard deviation).
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No tissue distribution data are available in humans.

Neither levetiracetam nor its primary metabolite are significantly bound to plasma proteins (< 10 %).
The volume of distribution of levetiracetam is approximately 0.5 to 0.7 I/kg, a value close to the total
body water volume.

Biotransformation

Levetiracetam is not extensively metabolised in humans. The major metabolic pathway (24 % of the
dose) is an enzymatic hydrolysis of the acetamide group. Production of the primary metabolite,

uch LO57, is not supported by liver cytochrome P,s5o isoforms. Hydrolysis of the acetamide group was
measurable in a large number of tissues including blood cells. The metabolite uch L057 is
pharmacologically inactive.

Two minor metabolites were also identified. One was obtained by hydroxylation of the pyrrolidone
ring (1.6 % of the dose) and the other one by opening of the pyrrolidone ring (0.9 % of the dose).
Other unidentified components accounted only for 0.6 % of the dose.

No enantiomeric interconversion was evidenced in vivo for either levetiracetam or its primary
metabolite.

In vitro, levetiracetam and its primary metabolite have been shown not to inhibit the major human
liver cytochrome Pysq isoforms (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 and 1A2), glucuronyl
transferase (UGT1AL and UGT1A6) and epoxide hydroxylase activities. In addition, levetiracetam
does not affect the in vitro glucuronidation of valproic acid.

In human hepatocytes in culture, levetiracetam had little or no effect on CYP1A2, SULT1E1L or
UGT1AL. Levetiracetam caused mild induction of CYP2B6 and CYP3A4. The in vitro data and in
vivo interaction data on oral contraceptives, digoxin and warfarin indicate that no significant enzyme
induction is expected in vivo. Therefore, the interaction of Keppra with other substances, or vice
versa, is unlikely.

Elimination

The plasma half-life in adults was 7+1 hours and did not vary either with dose, route of administration
or repeated administration. The mean total body clearance was 0.96 ml/min/kg.

The major route of excretion was via urine, accounting for a mean 95 % of the dose (approximately
93 % of the dose was excreted within 48 hours). Excretion via faeces accounted for only 0.3 % of the
dose.

The cumulative urinary excretion of levetiracetam and its primary metabolite accounted for 66 % and
24 % of the dose, respectively during the first 48 hours.

The renal clearance of levetiracetam and ucb L057 is 0.6 and 4.2 ml/min/kg respectively indicating
that levetiracetam is excreted by glomerular filtration with subsequent tubular reabsorption and that
the primary metabolite is also excreted by active tubular secretion in addition to glomerular filtration.
Levetiracetam elimination is correlated to creatinine clearance.

Elderly

In the elderly, the half-life is increased by about 40 % (10 to 11 hours). This is related to the decrease
in renal function in this population (see section 4.2).

Renal impairment

The apparent body clearance of both levetiracetam and of its primary metabolite is correlated to the
creatinine clearance. It is therefore recommended to adjust the maintenance daily dose of Keppra,
based on creatinine clearance in patients with moderate and severe renal impairment (see section 4.2).
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In anuric end-stage renal disease adult subjects the half-life was approximately 25 and 3.1 hours
during interdialytic and intradialytic periods, respectively.
The fractional removal of levetiracetam was 51 % during a typical 4-hour dialysis session.

Hepatic impairment

In subjects with mild and moderate hepatic impairment, there was no relevant modification of the
clearance of levetiracetam. In most subjects with severe hepatic impairment, the clearance of
levetiracetam was reduced by more than 50 % due to a concomitant renal impairment (see section
4.2).

Paediatric population

Children (4 to 12 years)

The pharmacokinetics in paediatric patients has not been investigated after intravenous
administration. However, based on the pharmacokinetic characteristics of levetiracetam, the
pharmacokinetics in adults after intravenous administration and the pharmacokinetics in children after
oral administration, the exposure (AUC) of levetiracetam is expected to be similar in paediatric
patients aged 4 to 12 years after intravenous and oral administration.

Following single oral dose administration (20 mg/kg) to epileptic children (6 to 12 years), the half-life
of levetiracetam was 6.0 hours. The apparent body weight adjusted clearance was approximately 30 %
higher than in epileptic adults.

Following repeated oral dose administration (20 to 60 mg/kg/day) to epileptic children (4 to 12 years),
levetiracetam was rapidly absorbed. Peak plasma concentration was observed 0.5 to 1.0 hour after
dosing. Linear and dose proportional increases were observed for peak plasma concentrations and
area under the curve. The elimination half-life was approximately 5 hours. The apparent body
clearance was 1.1 ml/min/kg.

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, genotoxicity and carcinogenicity.

Adverse effects not observed in clinical studies but seen in the rat and to a lesser extent in the mouse
at exposure levels similar to human exposure levels and with possible relevance for clinical use were
liver changes, indicating an adaptive response such as increased weight and centrilobular hypertrophy,
fatty infiltration and increased liver enzymes in plasma.

No adverse effects on male or female fertility or reproduction performance were observed in rats at
doses up to 1800 mg/kg/day (x 6 the MRHD on a mg/m2 or exposure basis) in parents and F1
generation.

Two embryo-fetal development (EFD) studies were performed in rats at 400, 1200 and

3600 mg/kg/day. At 3600 mg/kg/day, in only one of the 2 EFD studies, there was a slight decrease in
fetal weight associated with a marginal increase in skeletal variations/minor anomalies. There was no
effect on embryomortality and no increased incidence of malformations. The NOAEL (No Observed
Adverse Effect Level) was 3600 mg/kg/day for pregnant female rats (x 12 the MRHD on a mg/m2
basis) and 1200 mg/kg/day for fetuses.

Four embryo-fetal development studies were performed in rabbits covering doses of 200, 600, 800,
1200 and 1800 mg/kg/day. The dose level of 1800 mg/kg/day induced a marked maternal toxicity and
a decrease in fetal weight associated with increased incidence of fetuses with cardiovascular/skeletal
anomalies. The NOAEL was <200 mg/kg/day for the dams and 200 mg/kg/day for the fetuses (equal
to the MRHD on a mg/m2 basis).
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A peri- and post-natal development study was performed in rats with levetiracetam doses of 70, 350
and 1800 mg/kg/day. The NOAEL was > 1800 mg/kg/day for the FO females, and for the survival,
growth and development of the F1 offspring up to weaning.(x 6 the MRHD on a mg/m2 basis).

Neonatal and juvenile animal studies in rats and dogs demonstrated that there were no adverse effects
seen in any of the standard developmental or maturation endpoints at doses up to 1800 mg/kg/day (x
6-17 the MRHD on a mg/m2 basis)

Environmental Risk Assessment (ERA)

The use of Keppra in accordance with the product information is not likely to result in an
unacceptable environmental impact (see section 6.6).

6. PHARMACEUTICAL PARTICULARS

6.1  List of excipients

Sodium acetate

Glacial acetic acid

Sodium chloride

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life

2 years.

From a microbiological point of view, the product should be used immediately after dilution. If not
used immediately, in-use storage time and conditions prior to use are the responsibility of the user and
would normally not be longer than 24 hours at 2 to 8°C, unless dilution has taken place in controlled
and validated aseptic conditions.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
For storage conditions of the diluted medicinal product, see section 6.3.

6.5 Nature and contents of container

5 ml glass vial (type I) closed by a Teflon-faced grey chlorobutyl rubber stopper or an uncoated grey
bromobutyl rubber stopper and sealed with an aluminium/polypropylene flip cap.

Each carton contains 10 vials.

6.6  Special precautions for disposal and other handling

See Table 1 for the recommended preparation and administration of Keppra concentrate to achieve a
total daily dose of 500 mg, 1,000 mg, 2,000 mg, or 3,000 mg in two divided doses.

Table 1. Preparation and administration of Keppra concentrate

Dose Withdrawal Volume Volume of | Infusion Frequency of Total Daily
Diluent Time administration | Dose
250 mg 2.5 ml (half 5 ml vial) 100 ml 15 minutes | Twice daily 500 mg/day
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500 mg 5 ml (one 5 ml vial) 100 ml 15 minutes | Twice daily 1000 mg/day
1000 mg | 10 ml (two 5 ml vials) 100 ml 15 minutes | Twice daily 2000 mg/day
1500 mg | 15 ml (three 5 ml vials) 100 ml 15 minutes | Twice daily 3000 mg/day

This medicinal product is for single use only, any unused solution should be discarded.

Keppra concentrate was found to be physically compatible and chemically stable when mixed with
the following diluents for at least 24 hours and stored in PVC bags at controlled room temperature
15-25 °C.

Diluents:

. Sodium chloride (0.9%) injection

. Lactated Ringer’s injection

. Dextrose 5% injection

Medicinal product with particulate matter or discoloration should not be used.
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

UCB Pharma SA

Allée de la Recherche 60

B-1070 Brussels

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/00/146/030

EU/1/00/146/0xx

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 29 September 2000

Date of latest renewal: 29 September 2010

10. DATE OF REVISION OF THE TEXT

{MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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TRIEBIEAEIX S00mg D 1 B 2[Rl E 35, {BEMIENS ZOFETHIATE 5,

1 HAEIR, BEDEEOEFMEITE T T, &K 1500mg? 1 H2EETHETE S, B, A&
BHIE, 2~4H T L2500mg D 1 B 2EZHEALE LT, BEIHETE 5,

5[]
4 A ZB A 5 VAT 71 & MR G- O RIS 20,

KRl 724
R (65 FELLLE)
BHSREREE A AT S ming Tl HEORE RSN D (Pt [BEEREE ] HE2SR) |

B el
1 AHEE, BEaEOREIS U TR HELZ R T2 &,

FRNEE T, LFORIREINT-HEICHE T2 L, ZORHBERAZFIAT7201I01%, BED
IVTF=r VT T A (Cler) OHEEM (mL/min) AHLFETH Y | AL OIKRE 50kg LLED
FEAEFZ BT D mL/min AL TO Cler 13fiE 27 L7 F =l (mg/dL) ZHWT, RORIZE 0 E
HdpZ ENTE S,

[140—4Ffm (%) ] x E (kg)

CLer (mL/min) = -
RXIMiE7 V7 F=fE (mg/dL)

(x0.85 : DO E

NT, Cler AR EM (BSA) TUTOLEBYMHIET S,

CLer (mL/min)
BSA subject (m?)

CLer (mL/min/1.73 m?) = x 1.73
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EPERERE T 2 A3 D B NEE L OMAE 50 kg DL EOFFEF I 2 B T

X4y IVTF= I VT TR L - &
(mL/min/1.73 m?)

E >80 500~1,500mg 1 A 2 [A]

IR e 50-79 500~1,000mg 1 [ 2 [5]

rhats e 30-49 250~750mg 1 A 2[A]

i <30 250~500mg 1 F 2 [=]

FEZ T TV ARSER2REO

500~1,000mg 1 H 1[a]@

Page 22

WL RFF & LAOIBREBMGYIHIE, 750 mg DATRAENRHELES NS,
@ FHLIT, 250~500 mg DIENNERG-AHELE S5,

BISRERE EA AT H/NETIE, LRFFT X LD VT T ANBEEEICER L TWA Z &b,
LRF T2 LAORGEITBHERICESWGRETT 20 ER S 5, ZOHESEHFTEL, A OB KRR
22 A9 DEE SR E UTEBERBROMERICE STV D,

FAEH R OVINIZEB T %D mL/min/1.73 m* A7 T CLler 1, 27 V7 F=2fE (mg/dL) % AV T,
DO (Schwartz D) ICEVWHEET A LN TE D,
HE (cm) xks
mig7 L7 F =8 (mgdL)
ks=0.55 (13 Al O/ N OEFL 1) | ks=0.7 CEHHF)

CLer (mL/min/1.73 m2) =

TR RERT E & A9 2 IRTE 50 kg A O/ N M ORI (23T 2 I B E 515

E) IVTF=r Rk - A&
7VT T VA KT 50 kg A 4 i A _E /N KR O FE
(mL/min/1.73 m?)
Ea >80 10~30 mg/kg (0.10~0.30 mL/kg) 1 H 2 [H]
g 50-79 10~20 mg/kg (0.10~0.20 mL/kg) 1 A 2[A]
rfr 30-49 5~15mgkg (0.05~0.15ml/kg) 1 H 2|
i <30 5~10 mg/kg (0.05~0.10mL/kg) 1 H 2 [A]
BT AT T DRI AR RE - 10~20 mg/kg (0.10~0.20 mL/kg) 1 H 1[a] D@

WL RFF5 v & 2OWEERGEIHIE, 15mgkg (0.15mLkg) OATMHENHEEINS,
@ FHF%IC, 5~10 mgkg (0.05~0.10mL/kg) DEMFEG I HESND,

Vic: =

BRAE ) O D TRERERS E 2 A3 2 BE Tk, HERET 2038372, EEOIEEREZA
THEETIH, Z2VT7F=027 U7 70 ANEHERERE ORLE 2/ NI 2 flReEER H 5, Lz
MoT, ZJLTF=2 27U T T2 AR 60 mL/min/1.73 m> K5 Th A2, 1 BH7= 0 OHeR: A
BA 50%EET 52 ENHERIND,

NSl

EERE. BEOFR, ARELOHEIIEC T, &bl &l S oAR, S OREE & OVl T,
G452 L,
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HAEE L LT, /N TN 16 5 AT O FEF TR % Keppra DM OV 2T S FU T
fcib \O

FHATE L7 =230,

K 50 kg gD 4~11 s D/ R CN 12 ~17 IR DFEFEEIZA] TS5 FEH R
TRIRBAA BT 10mgkg D 1 A 2[E &35,

1 AR, BERDFEL OEFECEC T, &R 30mgkg D 1 H 2l THETE 5, HEEHIX,
2T L2 10mgkg D 1 B 2 [RIZB L2 WEFCHEUIHET S22 &, R/ NEHEZHERTS
zk,

REE 50 kg LA EO/NRIZOWTIE, AN ERICHE - HETHEHT %,

N OSEFEFIBIT HHESEH &

R BRAE & : R E
10mg/kg 1 H 2[A] 30mgkg 1 H21H
15kg ™ 150mg 1 H 2[al 450mg 1 H 2]
20kg® 200mg 1 H 20 600mg 1 H 2[A
25kg 250mg 1 H 2[8] 750mg 1 H 2[a]
50 kg LI 1@ 500mg 1 H 28] 1,500mg 1 H 21

Wk 25 kg LT O/NRIZOWTIE, Keppra 100 mg/mL PIARIE CIEE 2 BIIAT 5 Z E N E LU,
@ {RH 50 kg L EO/NEROFHAEE ORI, A &R UAE - ARTH 5,

ANV, 4 ARt DI AT S S

4 F A D/ NRIZ x5 Keppra §fE FIEMEIK O 2 M M OV I IHEST S TUVRU,

HER A TREZR T — 21X 48 TH, 51 LN S22 THICE#H L CWA 2, HEE - HEICE T HEERL T
EXANAN

5515
Keppra (2 X 27651, #IRNE G AT D EGOWTN L THIIGT 5 Z LN TE 5,

OGN OEARNEES, UTFRIRNE 50 R & 5 ~08) v iz 13, HEZ28EET 5 2 72 <
1THZEMTES, | HEREGEROREGREIIEZEE LN L&,

Keppra IRHEHRITEAIRNEZ 5O THEHA L, D72 < &6 100 mL O#EE T AR TRk L, 15 751
THEARNERc 535 Z LRI D (6.6 HEZSH) |

43 Eo

TSI

LRFT2XZ LAXIFOMOE R ) RUFHER, 2L <IX 6.1 HIZFEEHEH SN W T DRRIEANC
X9 2 AREE D B B B,
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44 BHIREBELEROCER LEOER
B5 ok

BT DERARE RITHEV Y, Keppra D% 5-FHIENSMEZR AT, IR2ISHET 5 2 E BRI D

B 0 TR AR OMAER 50 kg DL EDOFHAESE  2~4 1 Z L2 500mg @ 1 H 2 [ &AL & L CES
%1 KHE 50 kg RiO/NEROEAES - 28 Z 212 10mgkg D 1 B 2 [0 4 #8 2 22O CRE$
51)

BRHE

FEREPR S 2 A % A8 Keppra 2 &5 2 561213, HEMRETI2LE LT 5, BEEOFTHKAER
EATHEE T, AEBRO-DBEEOEZITY 2 AEE LV G2HEAZBR) |

En
it

o If |28

i
2

LRF T X L EGTRHCANAVEDIREZZ T -BE BT, B, BAEK., BESELD
ARAT ARG SN TWD, SLCADAIEKDIEIEL TN 7 Z 2 AR5t BREEER D A 27U 2 A0
O, BERAEBMOBFZITAD Y AT OO NREMNRALNT-, ZDOV A7 OEFIIRHTSH S,

L7e3» T, 9Ok UTAEREIE / BFRAT A OB RS B L, WYReREZE T
LT L, BE (ROYEER) XL, 9RO AT BRERE / BBAT A OBEN BN =581
FEMOBREEZT DL BET L2 L,

NS

INETHELENTWDT =2 bid, R OMEREAASOZEIT R S einoTz, LinL, 8,
HIRE, BR. PWMERE. MERKEV OVESERE I MIE TR EIC DWW TIEIARH TH 5,

[

il

AHENX, K IEHAEHZVF MY 7L 25mmol (57mg) 2&HT5 (134 TILH-V
0.8 mmol (XiX19mg) ) ., HHEBIRAZHIRL CWLEHITITERICRETHZ L,

45 fOFEH L OMEEA KR TZEOMOHEEIEA

FLCTANAZE

RN Ze kb5 & U CF N S M- BRIRRRBRIC L 2 kAT DT — Z 1%, Keppra 28, BEFDOHLCTAm A
(TZz=hA, AN BE L SATaig, 7 /2900 EX—L FERNITY, AT
YROTYU I RY) OMIETIREICK U B2 KT SN2 & RN HDHLTADATEN
Keppra DIEMENREIC B Z MIT S 70N 2 EZ2RIB LTV 5,

BN ERRRIZ, 60 mgkg/H E TOLRF T8 X LEHG I/ NEUEE T, BRIICRIEE 725
HEMMMAAEHITEED LT,
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TADAERT D/NRROEERE (4~171%) (2B 23EYERELIMHAEEROL hrAXs 7
4 TIRFHETIE, L RF T8 X AOROKGICLLH0FHBEEIL. SN A A EBE KU
T a RO EFIRIED MG FIRE IR E R S0 2 PR SN, BEEHEER 2 AT 50
TANARERA L TWA/NETIE, VRFTVHLDT UT T2 AN 20%INT 5 Z & AR
SN, HEFESITLE TR,

A= AN

RS S WL ERTH L T a_"x B (500mg & 1 B 4[5) (X, ERHHOEI VT T A%
HE LN, LRFTHH LD VT T AT ELE RE S ehoiz, 20X 5 7R b o
b BT, EREOREITKMOE E Th o7z, BIRE OREEIN/UWAC X 0 PEitS L5 o3
FITHRERIZ, ZOFRBHOE T VT 7 0 AZEK TS LAHEEDNRBIND, T rXRY RIZ
FIET LT T2 X AOREBIZET2BFNITo TE LT, IEAT A RRIIKIEHK (NSAIDs)
AR T X RREAL A N R Ld P — NEZOMOGEBIN W T O D IEAN KT 5 L_TFZ
X ADEEBIZHONTHLRHATH S,

168 P IREATE S5 Ko UMt oD 7] & oD SR B B~ AH A1

LARF T2 X 5 1,000mg/H OFEIT, RABER (ZF =V X FT7 VA=V KRV R VTR
NLL) OIEMENREIZH RS KT ST, WO T A—4% (HERERALVE S ROT AT r )
ICZBAITRRD B einotz, LAR_FTEH L 2000mg/HOEETIE, VAFT U EORILT 7
OSEYENRBIZ A KIES T, 7e e EURHICE IR b ole, YaAF T R
ORERE DTV 7 U o L OO G, L_XF T & LAORYBENEEICEE L M S o T,

7L a—)L

LRF T2 LETVa—LEOHEERICEET 57 — 213G 5T,

4.6 ZAEFHEE. HIRKE UYL
ERI

IR C 31T 5 Keppra DEHICEI T 2+ 727 — 2135 60TV, B3R Cld, 4G4 s
HERBDOHNTND S3HEZZM) , b MIHTDEIERNRY A7 I3AHTH 5, HEEHIF LD
WELE L CWORUVMEIR T 2 ATREME O & D I EITiE, BB E L SN D56 ZBRE . Keppra & %
B4 _& T,

fDFLTANAIE L FRRIZ, IEIRF OAEFFAVELD, LT T8 X LREICEE A2 K AE v REME
DD, LT T & AUFERREOIK T ONERETICERS v, REOKTIX, RS 3HicE
WCRVBEETH -T2 UEIRATON—Z 7 A AREIZ LT, mRRKT60%) , L _XFTEXALT
TBFEH OITHIZ BT DU 2R EBLAfESRITITH 2 &, FUCADAIROE G IR, fRELT
FHAR E IR IR RS 5.2 5 A[REME O & 2 JFIR B OIERE(L 2 5 < FREEN & 5,
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LAF TS MFE MEITICBITT 5720, LT T 20,

LIALZRNS, LARFTv X AOIBENMEATIINEL SNA5EA1E. BHOEEMHICHOWTERE
L. BEORXRX T 4w M VR EBRGTHI L,

ABiERE

B EERICBUN T, ATERRICX T A I STy (3HEEZSR) o BRICBWTHHE
TE L7 =213 <, & MIHTDEENRY 2713 TH 5,

4.7 BEVEOEE IR OBRIE~DEZE
F B BL OO R J IR D BB~ ORI B3 2B T Ty,

B 2 DIEZMEDE VDR H Y 25 DT, FRZEGRRMAER SUIN B BRI O BH THIRO
FEBLO AR ISP L 7R 2 2 D WREMED D D, LTcdi o T, BENBINE 23 5174
(B - HENEOEICHEM OEME) 21T O BRIE, EEEWE T2 &, 2, ZOX S RITRETT
DRENNTEN IR NZ ENHER SN D £ T HEIE OB OBEZIT DRV & 5 BE~EE
T5HZ L,

4.8 BEIfEA
LM T 7 7 A L DER

UTIORTEERLZO T 7 7 A VT, BTSN TR COBIIEIZBT 5 7 T & AR5 iR
(LRF T v X LDOBEEZF =65 3416 GlOBENEGEENTND) OFEIENTIZIESWN TV S,

Iho0T7F—421%, EiRBRoOIEER, Mk 5RO LT T4 LG NLOT —XITIMZ T,
TR DFERRERD O OTFT — 2 e SN TWD, fied K< HE SNZRIER X, SEgESR, BR,
SEIR . TR ONREIED E N ThoTo, LRF T X A OREET a7 7 A T, BRI EE
ol (AKX OVNRERE) KOHEGR S TV DK CTANABISIZ DTz > THRERTH 5, Keppra #
RPN G- COMHBIFIR AL TS Z & KU Keppra % H 8] & Keppra fk AL 210
IZRSETHH Z &M D, Keppra BRI 5- O BB HITRE D & G REOERITHE SN TN D,

BIER O 5

BB (R, FHEE, DEROER 1 AU LD FKOHIR%E O s HHfE S
CREIER %, 28 B BIREER R OBEERNC L T ORI T, BHMEIIRO LBV EFR L : &b
HTEL ABND (3110); K< ABND (1/100-<1/10) ; L X(ZHBND (>1/1,000 -

<1/100) ; ¥4 (>1/10,000 - <1/1,000) ; Xb®HTEN (<1/10,000) .
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FERy
o ESPBCEL | L<BOID RIS TR T
5 HoN
s L O | BRI B
S £ O o SR TR, FL | PUILERR T, FET
BRI BRI 5
R L R RE REATE FETB, ETA
il 5o, B K | BRRN, Bis | BREE. N
WbE, K%, RIR | . bR, | EERN
i, MREGEE ) | RAETTD., D, B
i 0. BEEIRIE, /5=
v 7 B, IR
T 1B,
PRI TR, Gom | RO, PR, | W, ieeE, | BT 7
EIEDE L, B | FERRE GERK | DA% R U— G
[ . S, ) | 8
pi
R L. B
5 & OB A E
P, WS R O o
picss
T[T . T, e i
RE, Wk, B
TS TR A | T Tk
R & O TR % BEHE, W5, 25 | W deL BICHAT
pies e i, AT =T
A e Va vV ER
B, SHATH
TR T & O BRIk T TP
pis
—fit - RHWEED L0 B i
A ARLINS
%, ik L O A W
s

R~ X RIVE OffER

BEAEDOV AT 1F, L R_RFTEXAMIMET~v— MO LIZ & ZITE,
PREFED N DDDFEFITIL, L _XF T Z Lafibfh, BEIENRD b,
BRI FE DN  ODDIEFITIE, BHEHI 23D i,

NSl

A% 1 H~A AR O/NRBE T, #1190 Bl HEE 27 T 1 R IR LGSR K& OFE S ki
HHEBECLRF T2 X LOBREEZ T2, ZNHORED IS 60 I3 7 7 &A% G ¢ L
RF TS LOREGEZ T 0, 4~16O/NLBF TIX, &t 645 BIORBIFE D77 & 485t iR
K OFEE R GRBR CL T T8 X ARG E% T2, TRODOBRED S H 233 FN T 78R
KGR CLAR_TF T8 ¥ L0 G A2 T -, W5 O/NEOFERFFHIZOWTL, fiREO L~
F 78X AOMEHRERT — 2 DAl LT,

LNF TS LOFEERT 0T 7 A d, ERANCHEERTER OHFGE S TW 55 TADATEIR
(ZbTeo T, ARTH D, 77 Ba MILEGER TO/NREE O eI, AIZH~VNET
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FVZL HONTATEN R KR ORIER ZRE . BADLEMET a7 7 A L& —F LT\, 4
~16 W DO/NE R OFEFEE T, EH: (DD TS HALND, 112%) | W (K< A5,
34%) . KOG (<AL, 2.10%) | BIEALE (<AL, 1.7%) . B (X<
HHND, 82%) . BEITE) (< ABND, 5.6%) KROMEIR (L<ALND, 3.9%) 23, o
U RR O T 1 7 7 A MTHARE Sl Sz, B 1 o A ~4 Rl oS KO,
NETIE, BHEE (X TELSALRD, 11.7%) ROWFESRE (LK< AbBNnD, 3.3%)
D, AMOFEBEE ST BRI T 1 7 7 A MTHA_E WS STz,

HHMETA e fnie, ZHEMR., 77 BRI, NEZ MR T, 0 TR
EZH T 2 4~16 %D/ N T D Keppra DFRHIERE o OSFHES LBR PRI S8 2 08 U 72, TRBRFE ST
EEC#E A L7z XGHEEMIZ35 ) T, Memory Screen Composite A =7 T % Leiter-R Attention and
Memory DEIZIAR 26 DZEALIE, Keppra & 77 BRTENRNI E 2R LT GEAME) o 178
BERE M OVEIEREREIC VT, /N U 7 — b S/ FE [CBCL (Achenbach Child Behavior Checklist)
Ze AT AR HER) DN DR R 70 J7 15 TRl L7275 5. Keppra #¢5-F8F CHIBATTEI DO FA LAV RIR S
Nic, L L7en s, IEEHREkGE 53R IZC Keppra Z# EHif 5 S 7 #kBrE Tl LT
ITENERE M VBB RE DA LII A BN o Te, BBRAATEIOFIL, ~—RA T A U6 RIIL
TWRho Tz,

F N

9 BERE

F{T

Keppra DI &84 512 L - C, AR, Holk, KEME, Bk L~V O, FEUANH & OVFHEDFR
5T,

BB GO ALE

L RFF & X DR D RE DAL, WER SR DB IRHERETH D . IRENT
b END, MKBITIEEIC X DBREDRIL. LT TE8X AT60%, ERETT14%TH D,

5. FRECEHIHEH
5.1 FKEEAR
SREIE R - PUCADAE, TOMPLTANAR, ATC =2— R : N03AX14

HRTHHLRFTEX LI R Y RUFER [a-=F2-4F V-1-trnl) Vo7 72
KD S)-TFrFA~— (FRMER) ] THY ., BEFEOFCADATEEE T 208 L L5
W5,

Ve

LARF T ¥ X AOVEFREFEICOWTIE, BED & ZAHSIIIRA S TR0, BEFEOH TA
INAEEDOVERBEFE S 138725 LB 2 LTV, invitro )XW invivo TOEBRFERNS, LRFZ
t X NI FARR 2 RSO I IR R B I LB b 2 B 2 N 2 E BRI I LD,
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invitro BRI . LARF T8 & AT N Ca? B A5 HINTENEI L. 2> e o/ Ma ik H»
5O Ca AR SEDH 2 LT, MRHIEAN Ca BRI B A 525 Z LIVRENTNS
FIZHENC B-H VR Y N XV FFE SN D GABA KO Y o U AEEMEB R O 2 4 I L
T 5, T2, LRXFTEBH AL, invitro TOMFZENG, (T > WO KB OB ETNIHERT D
ZEWRESNTE, ZOREEALL, /NEDREE MM E OB 02N L T b E A b
TWH YT TR/l VEE 2A (SV2A) ThHDH, LRXFTE8HX L EZOHUMEIZIE, SV2A T
ﬂ?é#AﬁﬁTCfﬂﬁ%b\:®$W&77XHﬁﬁ%W%Tw BT 2 RAEMHNE & OfH]
ZIFHBENFRO b TWND, ZORERIT, V_XFT'HX L E SV2A & ORIOHALERR, AFOHT
Thﬂh@ﬁ@%ruﬁﬁbfwéﬂ%ﬁ%%ﬁbfwéo

A EIER

LAF T Z L, MREIEROCERFEEOTNET MTB N T, TWRAGBEIEMN 2R ST
IR FEAEMH 27585 5, Eo. EREMITITIEIED 20,

B MIBWTIE, S0 RBIEROVERRFEIEIRRE (CTAMARRIE / 223 S5R) OfE IR 5
ﬁﬁﬁ%\VN?7?&A1%E%%%@kLT\%VPXA7FW%ﬁLTV5_&#%$éM
T3,

BRI B A 30 S Ov22

N, B R N ALLDNED TADPABENI51T S FNE (KSR DFHEZ [ 7%
V) ISXST S PR

RAIZRBIT D LA_F T LOAWMEIZ, 1000 mg, 2000 mg X% 3000 mg/H (1 B 2 B4y E1#F5)
b Ll (BGHIMITE KT I8IAM) —HER, 77 tasdIILEGR 33 BRI L > TrS
TW5, BFAITCE T, BEMAE (12 X3 1438M) T, B 70 O3 IERE A B 2
N5 50%LL B L7z B OEIE L, LT T4 A 1000 mg, 2000 mg K OF 3000 mg/ B #¢ 58
T, FNEIN27.7%, 31.6% & N413% T, 77 REGEETIL12.6%TH-T,

]

NREBE 4~160%) IZBIT D L_XFTBX LAOFMER, 198 BIOBEEZx5 L LT 14 HE O
5%%T%MLt#E%@\77tﬁﬁ%m@ﬁﬁ_iofﬁﬂéﬂkoKﬁ%fj BEITH L,
60 mgkg/H (1 H 2FEEE) OEEHETL_XF I X LE2H&E LT,

LRF T X LFEEEBED 44.6% N O T T 2R EHBE D 19.6%I2B\W T, 7= O FAER
B BIEHRIN S 50%LL B LT, Mk L CiThn = EWR 53R Tk, 114%D0H8EI1Z6 v A
PLEDRVEERZTRD . 72%DBE I 1 UL EORIEHKEZROT-,

F7 N TADA LB E T 16 R DB 51T B0 FE (DA DB HEF I 00)
(CX] T2 A

HAEPELE L L TOLR_RF T AOEIEIZHOWNTIL, il UIESE TAnA L2 ST 16
UL ED 576 FIOBEITHBNT, AP U 4EA (CR) B4 HlBsdid s L CERm L=
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B, WATEER., FELMEEGRBRIZ X > TRAES Ve, RGUTE o RAE U TREM R IEO &%
A4 5EEE L, BEE. WA vEBE L CR (400~1200mg/H) XiXL~_FZFEZ L (1000~
3000 mg/H) OWFINZEERLTIT St BEWIRITERRIRIZIE C TRART 121 B THh -7,

6 # AMDORIEHERIL, L R_XF T H LEHBED 73.0%, L 3~wEE L CREGEED 72.8%
IR BTz, SRR O GRER OZEOMERHMEIX 02% (95%FHHXM @ -7.8,8.2) Tholz,
UL EOBERE N 12 5 ATz o TRIFERZRO T (LRF T8 & L 5HRE © 56.6%. 7
R BB CRBEHHERF : 58.5%) .

BRR EREA S L7 3BRICI N T, LRTF T84 AONHBENRZEZS LTI — OB 6N BE Ik
WT, B CADPAREOER G 21T 5 2 LR TE 2 (BAEE 69 Bid o 36 )

AR OV 12 oI f DEFEFDEES 72 12 =—TAPABEICHITE I 42 2 =—FEICHT5
DFIEEE:

L R_F T2 X LOFMEL, Fix OJEFERETI A7 a=—RE2 68T 28RS CANAZHT
512l EOBRFEERGE LT, 16 8MOB G CEM L7z “EEMHk, 77 bRk
Lo TRREEES T, KD DEEN, HFEIA 7 a=—TANPATHoT,

AARBRICBIT D LR_RF T X LADOHEIL, 3000mg/H (1 H2REOGERE) THol-,

LRF T X LFKEBED 583%, KONT T REGHEED 233% BT, H-VDIA4 7
= —IEAEIEER B DS 50%LL i Uiz, ke L CiThn - B 53R TlE, 28.6%DHEHEIZ 6 »
ALLED I A7 a0 =—REOWEEZRD ., 21.0%DEFEIC1EU EOIF 7 0 =—RIEOWHKER
7,

JEARE TF 12 G A DEFEZ; DFFFNEPAR TA DA 12517 B BIE I CR IS 75 OE

LARFF2 X AOFHMEL, Fix DJEGER CEFEIA 7 n=—TAh i, HEXRMTANA, PN
RAFT DA SUTERERFRIEME T A i) THREMM (PGTC) FIEZ AT 2RI TAN AL
DN OEFBENL DB O/NREE ZX5 L LT, 24 B ORGWIM CHEM L7 ~HEER
7T B R IREEGEARRIC & > THREES Nz, ARBRICBIT D L _F T ¥ 20REIE, RAKLOFE
FFHT3000mg/H, /NMET60mgkg/H (WFiuh 1 H 2ED5EFRE) Tholz,

L RF T & LEHEED 122%, LOT T 2REERED 452%I28WC, lMH7=0 O PGTC %
VEIRIERDS 50%LL B Uiz, fifke L CiTh il iz BRI 53808k Tk, 474%0E3512 6 » AL EDsR
ERUCHRIEOEEEZRD . 31.5%DHEFEIC 1L EORE R CRIEOE L EZIRD -,

52 FyEhik

Keppra D¥EMENET 1 7 7 A V1L, OB GHZROFHERH LIS TND, LT TEH LH
EIFEARNE G (LT TE 4 A 1500 mg @53 A HHK 100 mL TAHAR L, 15 75 HIEIRNERe i
5) LI RFTHZAEOESE [LXFTEH L 1500mg (500 mg 8% 3 88) 2% 5] 134EWFH
IZRETH 5,

B 4000 mg D L_F T Lk 0.9%E T R U D AFEIR 100 mL THAR L., 15 2 EFHIRNERGE
B L7286, LUOYE 2500 mg D L_F T1 4 L% 0.9%HbF U 7 AR 100 mL TAHIR L, 5
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Sy IR R 5 L7 & OF e L OV A et L, 3Bk et 7n 7 7 (L
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlightsdo not include all the information needed to use
KEPPRA® injection safely and effectively. Seefull prescribing
information for KEPPRA® injection.

KEPPRA® (levetiracetam) Injection for Intravenous Use
Initial U.S. Approval: 1999

—————— INDICATIONS AND USAGE

KEPPRA injection is an antiepileptic drug indicated for adjunct therapy
in adults (=16 years of age) with the following seizure types when oral
administration of KEPPRA is temporarily not feasible:

* Partial Onset Seizures (1.1)

« Myoclonic Seizuresin Patients with Juvenile Myoclonic Epilepsy (1.2)
» Primary Generalized Tonic-Clonic Seizures (1.3)

——— DOSAGE AND ADMINISTRATION

KEPPRA injection should be diluted in 200 mL of a compatible diluent and
administered intravenously as a 15-minute infusion (2.1).

Initial Exposure To KEPPRA (2.2):

Partial Onset Seizures: 1000 mg/day, given as twice-daily dosing (500 mg
twice daily), increased as needed and as tolerated in increments of 1000 mg/
day additional every 2 weeks to a maximum recommended daily dose of
3000 mg.

Myoclonic Seizuresin Patients with Juvenile Myoclonic Epilepsy: 1000
mg/day, given as twice-daily dosing (500 mg twice daily), 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.

Primary Generalized Tonic-Clonic Seizures: Treatment should be
initiated with a dose of 1000 mg/day, given as twice-daily dosing (500 mg
BID). 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.

Replacement Therapy (2.3):

When switching from oral KEPPRA, theinitial total daily intravenous dosage
of KEPPRA should be equivalent to the total daily dosage and frequency of
oral KEPPRA. At the end of the intravenous treatment period, the patient may

be switched to KEPPRA oral administration at the equivalent daily dosage
and frequency of the intravenous administration.

See full prescribing information for dosing instructions (2.5), adult patients
with impaired renal function (2.6), and compatibility and stability (2.7).

DOSAGE FORMS AND STRENGTHS
* 500 mg/5 mL single-usevial (3)

CONTRAINDICATIONS

None (4)

WARNINGS AND PRECAUTIONS
Neur opsychiatric Adver se Reactions: Including: 1) Somnolence and
fatigue, 2) Coordination difficulties and 3) Behavioral Abnormalities (e.g.,
psychotic symptoms, suicide ideation, and other abnormalities). (5.1)
Withdrawal Seizures: KEPPRA must be gradually withdrawn. (5.2)

ADVERSE REACTIONS

Most common adverse reactions (difference in incidence rate is 25%
between KEPPRA-treated patients and placebo-treated patients and
occurred more frequently in KEPPRA -treated patients) include:
somnolence, asthenia, infection, and dizziness (6.1).

Important behavioral adverse reactions (incidence of KEPPRA-treated
patients > placebo-treated patients, but <5%) include depression,
nervousness, anxiety, and emotional lability (6.1).

Toreport SUSPECTED ADVERSE REACTIONS, contact UCB, Inc. at
866-822-0068 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Toreport SUSPECTED ADVERSE REACTIONS, contact at or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch

————————— USE IN SPECIFIC POPULATIONS

» Toenroll inthe UCB AED Pregnancy Registry call 888-537-7734 (toll
free). To enroll in the North American Antiepileptic Drug Pregnancy
Registry call (888) 233-2334 (toll free). (8.1)

* A dose adjustment is recommended for patients with impaired renal
function, based on the patient's estimated creatinine clearance (8.6).

See 17 for PATIENT COUNSELING INFORMATION

Revised: 06/2011
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* Sections or subsections omitted from the full prescribing information are not listed

FULL PRESCRIBING INFORMATION

1INDICATIONS AND USAGE
KEPPRA injection is an alternative for adult patients (16 years and older) when oral administration istemporarily not feasible.

1.1 Partial Onset Seizures
KEPPRA isindicated as adjunctive therapy in the treatment of partial onset seizures in adults with epilepsy.

1.2 Myoclonic Seizuresin Patients with Juvenile Myoclonic Epilepsy
KEPPRA isindicated as adjunctive therapy in the treatment of myoclonic seizuresin adults with juvenile myoclonic epilepsy.

1.3 Primary Generalized Tonic-Clonic Seizures
KEPPRA isindicated as adjunctive therapy in the treatment of primary generalized tonic-clonic seizures in adults with idiopathic
generalized epilepsy.

2DOSAGE AND ADMINISTRATION

2.1 General Information

KEPPRA injection is for intravenous use only and must be diluted prior to administration. KEPPRA injection (500 mg/5 mL) should
be diluted in 100 mL of a compatible diluent [see Dosage and Administration (2.7)] and administered intravenously as a 15-minute IV
infusion.

Product with particulate matter or discoloration should not be used.

Any unused portion of the KEPPRA injection vial contents should be discarded.

2.2 Initial Exposureto KEPPRA
KEPPRA can be initiated with either intravenous or oral administration.
Partial Onset Seizures

Inclinical trials of oral KEPPRA, 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 [see Clinical Sudies (14.1)], a
consistent increase in response with increased dose has not been shown.

page 2 of 19
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Treatment should be initiated with a daily dose of 1000 mg/day, given as twice-daily dosing (500 mg twice daily). Additiona 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 with KEPPRA tablets for periods of 6 months and longer. Thereis no
evidence that doses greater than 3000 mg/day confer additional benefit.

Myoclonic Seizures in Patients 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.

Primary Generalized Tonic-Clonic Seizures

Treatment should be initiated with a dose of 1000 mg/day, given as twice-daily dosing (500 mg BID). 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.

2.3 Replacement Therapy

When switching from oral KEPPRA, the initia total daily intravenous dosage of KEPPRA should be equivalent to the total daily
dosage and frequency of oral KEPPRA and should be administered as a 15-minute intravenous infusion following dilution in 100 mL
of acompatible diluent.

2.4 Switching to Oral Dosing
At the end of the intravenous treatment period, the patient may be switched to KEPPRA oral administration at the equivalent daily
dosage and frequency of the intravenous administration.

2.5 Dosing Instructions

KEPPRA injection is for intravenous use only and must be diluted prior to administration. One vial of KEPPRA injection contains 500
mg levetiracetam (500 mg/5 mL). See Table 1 for the recommended preparation and administration of KEPPRA injection to achieve a
dose of 500 mg, 1000 mg, or 1500 mg.

Table 1: Preparation and Administration of KEPPRA Injection

Dose Withdraw Volume Volume of Diluent Infusion Time
500 mg 5mL (5 mL via) 100 mL 15 minutes
1000 mg 10 mL (two 5 mL vials) 100 mL 15 minutes
1500 mg 15 mL (three 5 mL vials) 100 mL 15 minutes

For example, to prepare a 1000 mg dose, dilute 10 mL of KEPPRA injection in 100 mL of a compatible diluent [see Dosage and
Administration (2.7)] and administer intravenously as a 15-minute infusion.

2.6 Adult Patientswith 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 2. To use this dosing table, an estimate of the patient's creatinine clearance (CLcr) in mL/min is needed.
CLcr in mL/min may be estimated from serum creatinine (mg/dL) determination using the following formula:

CLcr= [140-age (years)] x weight (kg) x 1085

72 x serum creatinine (mg/dL)

L For female patients

Table 2: Dosing Adjustment Regimen for Adult Patients with Impaired Renal Function

Group Creatinine Clearance Dosage Frequency
(mL/min) (mg)

Normal >80 500 to 1,500 Every 12 h

Mild 50-80 500 to 1,000 Every 12 h

Moderate 30-50 250 to 750 Every 12 h

Severe <30 250 to 500 Every 12 h

ESRD patients using dialysis — 500 to 1,000 ‘Every 24h

L Followi ng diaysis, a 250 to 500 mg supplemental dose is recommended.

page 3 of 19
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2.7 Compatibility and Stability

KEPPRA injection was found to be physically compatible and chemically stable when mixed with the following diluents and
antiepileptic drugs for at least 24 hours and stored in polyvinyl chloride (PVC) bags at controlled room temperature 15-30°C
(59-86°F).

Diluents

Sodium chloride (0.9%) injection, USP

Lactated Ringer'sinjection

Dextrose 5% injection, USP

Other Antiepileptic Drugs

Lorazepam

Diazepam

Valproate sodium

There is no data to support the physical compatibility of KEPPRA injection with antiepileptic drugs that are not listed above.
Parenteral drug products should be inspected visually for particul ate matter and discoloration prior to administration whenever
solution and container permit.

3 DOSAGE FORMSAND STRENGTHS
One vial of KEPPRA injection contains 500 mg levetiracetam (500 mg/5 mL).

4 CONTRAINDICATIONS
None

5WARNINGSAND PRECAUTIONS
5.1 Neuropsychiatric Adver se Reactions

Partial Onset Seizures

In some adults experiencing partial onset seizures, KEPPRA causes the occurrence of central nervous system adverse reactions
that can be classified into the following categories: 1) somnolence and fatigue, 2) coordination difficulties, and 3) behavioral
abnormalities.

In controlled trials of adult patients with epilepsy experiencing partial onset seizures, 14.8% of KEPPRA-treated patients reported
somnolence, compared to 8.4% of placebo patients. There was no clear dose response up to 3000 mg/day. In a study where there was
no titration, about 45% of patients receiving 4000 mg/day reported somnolence. The somnolence was considered seriousin 0.3%

of the treated patients, compared to 0% in the placebo group. About 3% of KEPPRA-treated patients discontinued treatment due to
somnolence, compared to 0.7% of placebo patients. In 1.4% of treated patients and in 0.9% of placebo patients the dose was reduced,
while 0.3% of the treated patients were hospitalized due to somnolence.

In controlled trials of adult patients with epilepsy experiencing partial onset seizures, 14.7% of treated patients reported asthenia,
compared to 9.1% of placebo patients. Treatment was discontinued in 0.8% of treated patients as compared to 0.5% of placebo
patients. In 0.5% of treated patients and in 0.2% of placebo patients the dose was reduced.

A total of 3.4% of KEPPRA-treated patients experienced coordination difficulties, (reported as either ataxia, abnormal gait, or
incoordination) compared to 1.6% of placebo patients. A total of 0.4% of patientsin controlled trials discontinued KEPPRA treatment
due to ataxia, compared to 0% of placebo patients. In 0.7% of treated patients and in 0.2% of placebo patients the dose was reduced
due to coordination difficulties, while one of the treated patients was hospitalized due to worsening of pre-existing ataxia.

Somnolence, asthenia and coordination difficulties occurred most frequently within the first 4 weeks of treatment.

In controlled trials of patients with epilepsy experiencing partial onset seizures, 5 (0.7%) of KEPPRA-treated patients experienced
psychotic symptoms compared to 1 (0.2%) placebo patient. Two (0.3%) KEPPRA-treated patients were hospitalized and their
treatment was discontinued. Both events, reported as psychosis, devel oped within the first week of treatment and resolved within 1
to 2 weeks following treatment discontinuation. Two other events, reported as hallucinations, occurred after 1-5 months and resolved
within 2-7 days while the patients remained on treatment. In one patient experiencing psychotic depression occurring within a month,
symptoms resolved within 45 days while the patient continued treatment. A total of 13.3% of KEPPRA patients experienced other
behavioral symptoms (reported as aggression, agitation, anger, anxiety, apathy, depersonalization, depression, emotional 1ability,
hostility, irritability, etc.) compared to 6.2% of placebo patients. Approximately half of these patients reported these events within the
first 4 weeks. A total of 1.7% of treated patients discontinued treatment due to these events, compared to 0.2% of placebo patients.
The treatment dose was reduced in 0.8% of treated patients and in 0.5% of placebo patients. A total of 0.8% of treated patients had a
serious behaviora event (compared to 0.2% of placebo patients) and were hospitalized.
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In addition, 4 (0.5%) of treated patients attempted suicide compared to 0% of placebo patients. One of these patients compl eted
suicide. In the other 3 patients, the events did not lead to discontinuation or dose reduction. The events occurred after patients had
been treated for between 4 weeks and 6 months [see Patient Counseling Information (17)].

Myoclonic Seizures

During clinical development, the number of patients with myoclonic seizures exposed to KEPPRA was considerably smaller than

the number with partial seizures. Therefore, under-reporting of certain adverse reactions was more likely to occur in the myoclonic
seizure population. In some patients experiencing myoclonic seizures, KEPPRA causes somnolence and behavioral abnormalities. It is
expected that the events seen in partial seizure patients would occur in patients with IME.

In the double-blind, controlled tria in patients with juvenile myoclonic epilepsy experiencing myoclonic seizures, 11.7% of KEPPRA-
treated patients experienced somnolence compared to 1.7% of placebo patients. No patient discontinued treatment as a result of
somnolence. In 1.7% of KEPPRA-treated patients and in 0% of placebo patients the dose was reduced as aresult of somnolence.

Non-psychotic behavioral disorders (reported as aggression and irritability) occurred in 5% of the KEPPRA-treated patients compared
to 0% of placebo patients. Non-psychotic mood disorders (reported as depressed mood, depression, and mood swings) occurred in
6.7% of KEPPRA-treated patients compared to 3.3% of placebo patients. A total of 5.0% of KEPPRA-treated patients had areduction
in dose or discontinued treatment due to behavioral or psychiatric events (reported as anxiety, depressed mood, depression, irritability,
and nervousness), compared to 1.7% of placebo patients.

Primary Generalized Tonic-Clonic Seizures

During clinical development, the number of patients with primary generalized tonic-clonic epilepsy exposed to KEPPRA was
considerably smaller than the number with partial epilepsy, described above. Asin the partial seizure patients, behavioral symptoms
appeared to be associated with KEPPRA treatment. Gait disorders and somnolence were also described in the study in primary
generalized seizures, but with no difference between placebo and KEPPRA treatment groups and no appreciable discontinuations.
Although it may be expected that drug related events seen in partia seizure patients would be seen in primary generalized epilepsy
patients (e.g. somnolence and gait disturbance), these events may not have been observed because of the smaller sample size.

In some patients experiencing primary generalized tonic-clonic seizures, KEPPRA causes behavioral abnormalities.

In the double-blind, controlled tria in patients with idiopathic generalized epilepsy experiencing primary generalized tonic-clonic
seizures, irritability was the most frequently reported psychiatric adverse event occurring in 6.3% of KEPPRA-treated patients
compared to 2.4% of placebo patients. Additionally, non-psychotic behavioral disorders (reported as abnormal behavior, aggression,
conduct disorder, and irritability) occurred in 11.4% of the KEPPRA-treated patients compared to 3.6% of placebo patients. Of the
KEPPRA-treated patients experiencing non-psychotic behavioral disorders, one patient discontinued treatment due to aggression.

Non-psychotic mood disorders (reported as anger, apathy, depression, mood altered, mood swings, negativism, suicidal ideation,

and tearfulness) occurred in 12.7% of KEPPRA-treated patients compared to 8.3% of placebo patients. No KEPPRA-treated patients
discontinued or had a dose reduction as a result of these events. One KEPPRA -treated patient experienced suicidal ideation. One
patient experienced delusional behavior that required the lowering of the dose of KEPPRA.

In along-term open label study that examined patients with various forms of primary generalized epilepsy, along with the non-
psychotic behavioral disorders, 2 of 192 patients studied exhibited psychotic-like behavior. Behavior in one case was characterized by
auditory hallucinations and suicidal thoughts and led to KEPPRA discontinuation. The other case was described as worsening of pre-
existent schizophrenia and did not lead to drug discontinuation.

5.2 Withdrawal Seizures
Antiepileptic drugs, including KEPPRA, should be withdrawn gradually to minimize the potential of increased seizure frequency.

5.3 Hematologic Abnor malities

Partial Onset Seizures

Minor, but statistically significant, decreases compared to placebo in total mean RBC count (0.03 x 105/mm3), mean hemoglobin (0.09
g/dL), and mean hematocrit (0.38%), were seen in KEPPRA-treated patients in controlled trials.

A total of 3.2% of treated and 1.8% of placebo patients had at least one possibly significant (2.8 x 109/L) decreased WBC, and 2.4%
of treated and 1.4% of placebo patients had at |east one possibly significant (1.0 x 109/L) decreased neutrophil count. Of the treated
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patients with alow neutrophil count, all but one rose towards or to baseline with continued treatment. No patient was discontinued
secondary to low neutrophil counts.

Juvenile Myoclonic Epilepsy

Although there were no obvious hematol ogic abnormalities observed in patients with JIME, the limited number of patients makes any
conclusion tentative. The data from the partial seizure patients should be considered to be relevant for IME patients.

5.4 Hepatic Abnormalities

There were no meaningful changes in mean liver function tests (LFT) in controlled trialsin adult patients; lesser LFT abnormalities
were similar in drug and placebo treated patientsin controlled trials (1.4%). No patients were discontinued from controlled trials for
LFT abnormalities except for 1 (0.07%) adult epilepsy patient receiving open treatment.

5.5 Laboratory Tests
Although most laboratory tests are not systematically atered with KEPPRA treatment, there have been relatively infrequent
abnormalities seen in hematologic parameters and liver function tests.

6 ADVERSE REACTIONS

6.1 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug
cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

The adverse reactions that result from KEPPRA injection use include all of those reported for KEPPRA tablets and oral solution.
Equivaent doses of intravenous (V) levetiracetam and oral levetiracetam result in equivalent Crax, Ciin, and total systemic exposure
to levetiracetam when the |V levetiracetam is administered as a 15 minute infusion.

The prescriber should be aware that the adverse reaction incidence figures in the following tables, obtained when KEPPRA was
added to concurrent AED therapy, cannot be used to predict the frequency of adverse experiences in the course of usual medical
practice where patient characteristics and other factors may differ from those prevailing during clinical studies. Similarly, the cited
frequencies cannot be directly compared with figures obtained from other clinical investigations involving different treatments, uses,
or investigators. An inspection of these frequencies, however, does provide the prescriber with one basis to estimate the relative
contribution of drug and non-drug factors to the adverse reaction incidences in the population studied.

Partial Onset Seizures

In well-controlled clinical studies using KEPPRA tablets in adults with partial onset seizures, the most frequently reported adverse
reactions in patients receiving KEPPRA in combination with other AEDSs, not seen at an equivalent frequency among placebo-treated
patients, were somnolence, asthenia, infection and dizziness.

Of the most frequently reported adverse reactions in placebo-controlled studies using KEPPRA tablets in adults experiencing partial
onset seizures, asthenia, somnolence and dizziness appeared to occur predominantly during the first 4 weeks of treatment with
KEPPRA.

Table 3 lists treatment-emergent adverse reactions that occurred in at least 1% of adult epilepsy patients treated with KEPPRA tablets
participating in placebo-controlled studies and were numerically more common than in patients treated with placebo. In these studies,
either KEPPRA or placebo was added to concurrent AED therapy. Adverse reactions were usually mild to moderate in intensity.

Table 3: Incidence (%) of Treatment-Emergent Adverse Reactions in Placebo-Controlled, Add-On Studies in Adults Experiencing
Partial Onset Seizures by Body System (Adverse Reactions Occurred in at Least 1% of KEPPRA-Treated Patients and Occurred More
Frequently than Placebo-Treated Patients)

Body System/ KEPPRA Placebo
Adver se Reaction (N=769) (N=439)
% %
Body asa Whole
Asthenia 15 9
Headache 14 13
Infection 13 8
Pain 7 6
Digestive System
Anorexia 3 2
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[Nervous System | [ |
Somnolence 15 8
Dizziness 9 4
Depression 4 2
Nervousness 4 2
Ataxia 3 1
Vertigo 3 1
Amnesia 2 1
Anxiety 2 1
Hostility 2 1
Paresthesia 2 1
Emotional Lability 2 0

Respiratory System
Pharyngitis 6 4
Rhinitis 4 3
Cough Increased 2 1
Sinusitis 2 1

Special Senses
Diplopia 2 1

Myoclonic Seizures

Although the pattern of adverse reactionsin this study seems somewhat different from that seen in patients with partial seizures, this
islikely due to the much smaller number of patientsin this study compared to partial seizure studies. The adverse reaction pattern for
patients with IME is expected to be essentially the same as for patients with partial seizures.

In the well-controlled clinical study using KEPPRA tablets in patients with myoclonic seizures, the most frequently reported adverse
reactions in patients using KEPPRA in combination with other AEDS, not seen at an equivalent frequency among placebo-treated
patients, were somnolence, neck pain, and pharyngitis.

Table 4 lists treatment-emergent adverse reactions that occurred in at least 5% of juvenile myoclonic epilepsy patients experiencing
myoclonic seizures treated with KEPPRA tablets and were numerically more common than in patients treated with placebo. In

this study, either KEPPRA or placebo was added to concurrent AED therapy. Adverse reactions were usually mild to moderatein
intensity.

Table 4: Incidence (%) of Treatment-Emergent Adverse Reactionsin a Placebo-Controlled, Add-On Study in Patients with Myoclonic
Seizures by Body System (Adverse Reactions Occurred in at Least 5% of KEPPRA-Treated Patients and Occurred More Frequently
than Placebo-Treated Patients)

Body System/ KEPPRA Placebo
Adver se Reaction (N=60) (N=60)
% %
Ear and labyrinth disorders
Vertigo 5 3
I nfections and infestations
Pharyngitis 7 0
Influenza 5 2
M usculoskeletal and connective tissue
disorders
Neck pain 8 2
Nervous system disorders
Somnolence 12 2

[Psychiatric disorders | I
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[ Depression | 5 [ 2 |

Primary Generalized Tonic-Clonic Seizures

Although the pattern of adverse reactions in this study seems somewhat different from that seen in patients with partial seizures, this
islikely due to the much smaller number of patientsin this study compared to partial seizure studies. The adverse reaction pattern for
patients with PGTC seizures is expected to be essentially the same as for patients with partial seizures.

In the well-controlled clinical study that included patients 4 years of age and older with primary generalized tonic-clonic (PGTC)
seizures, the most frequently reported adverse reaction associated with the use of KEPPRA in combination with other AEDs, not seen
at an equivalent frequency among placebo-treated patients, was nasopharyngitis.

Table 5 lists treatment-emergent adverse reactions that occurred in at least 5% of idiopathic generalized epilepsy patients experiencing
PGTC seizures treated with KEPPRA and were numerically more common than in patients treated with placebo. In this study, either
KEPPRA or placebo was added to concurrent AED therapy. Adverse reactions were usually mild to moderate in intensity.

Table 5: Incidence (%) of Treatment-Emergent Adverse Reactions in a Placebo-Controlled, Add-On Study in Patients 4 Y ears of Age
and Older with PGTC Seizures by MedDRA System Organ Class (Adverse Reactions Occurred in at Least 5% of KEPPRA-Treated
Patients and Occurred More Frequently than Placebo-Treated Patients)

Body System/ KEPPRA Placebo
Adver se Reaction (N=79) (N=84)
% %

Gastrointestinal disorders
Diarrhea 8 7

General disordersand administration
site conditions

Fatigue 10 8
Infections and infestations

Nasopharyngitis 14 5
Psychiatric disorders

Irritability 6

Mood swings 5 1

Discontinuation or Dose Reduction in Well-Controlled Clinical Studies

Partial Onset Seizures

In well-controlled adult clinical studies using KEPPRA tablets, 15.0% of patients receiving KEPPRA and 11.6% receiving placebo
either discontinued or had a dose reduction as aresult of an adverse event. Table 6 lists the most common (>1%) adverse reactions that
resulted in discontinuation or dose reduction and that occurred more frequently in KEPPRA-treated patients than in placebo-treated
patients.

Table 6: Adverse Reactions that Most Commonly Resulted in Discontinuation or Dose Reduction that Occurred More Frequently in
KEPPRA-Treated Patients in Placebo-Controlled Studiesin Adult Patients Experiencing Partial Onset Seizures

Adver se Reaction KEPPRA Placebo
(N=769) (N=439)
n (%) n (%)
Asthenia 10 (1.3%) 3(0.7%)
[Dizziness | 11 (1.4%) I 0 |
[Somnolence | 34 (4.4%) I 7 (1.6%) |

Myoclonic Seizures

In the placebo-controlled study using KEPPRA tablets, 8.3% of patients receiving KEPPRA and 1.7% receiving placebo either
discontinued or had a dose reduction as aresult of an adverse event. The adverse reactions that led to discontinuation or dose
reduction in the well-controlled study and that occurred more frequently in KEPPRA -treated patients than in placebo-treated patients
are presented in Table 7.
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Table 7: Adverse Reactions that Resulted in Discontinuation or Dose Reduction that Occurred More Frequently in KEPPRA-Treated
Peatients in the Placebo-Controlled Study in Patients With Juvenile Myoclonic Epilepsy

Adver se Reaction KEPPRA Placebo
(N=60) (N=60)
n (%) n (%)
Anxiety 2 (3.3%) 1(1.7%)
Depressed mood 1(1.7%) 0
Depression 1(1.7%) 0
Diplopia 1(1.7%) 0
Hypersomnia 1(1.7%) 0
Insomnia 1(1.7%) 0
Irritability 1(1.7%) 0
[Nervousness | 1(1.7%) I 0 |
[Somnolence | 1 (L.7%) I 0 |

Primary Generalized Tonic-Clonic Seizures

In the placebo-controlled study, 5.1% of patients receiving KEPPRA and 8.3% receiving placebo either discontinued or had a dose
reduction during the treatment period as aresult of atreatment-emergent adverse reaction.

This study was too small to adequately characterize the adverse reactions leading to discontinuation. It is expected that the adverse
reactions that would lead to discontinuation in this population would be similar to those resulting in discontinuation in other epilepsy
trials (seetables 6 - 7).

Comparison of Gender, Age and Race

The overall adverse experience profile of KEPPRA was similar between females and males. There are insufficient data to support a
statement regarding the distribution of adverse experience reports by age and race.

6.2 Postmar keting Experience

The following adverse events have been identified during postapproval use of KEPPRA. Because these events are reported voluntarily
from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.

In addition to the adverse reactions listed above [see Adverse Reactions (6.1)], the following adverse events have been reported in
patients receiving marketed KEPPRA worldwide. The listing is alphabetized: abnormal liver function test, choreoathetosis, dyskinesia,
erythema multiforme, hepatic failure, hepatitis, leukopenia, neutropenia, pancreatitis, pancytopenia (with bone marrow suppression
identified in some of these cases), Stevens-Johnson syndrome, thrombocytopenia, toxic epidermal necrolysis, and weight |oss.
Alopecia has been reported with KEPPRA use; recovery was observed in mgjority of cases where KEPPRA was discontinued. There
have been reports of suicidal behavior (including completed suicide, suicide attempt and suicidal ideation) with marketed KEPPRA
[see Patient Counseling Information (17)].

7DRUG INTERACTIONS

7.1 General Information

In vitro data on metabolic interactions indicate that KEPPRA is unlikely to produce, or be subject to, pharmacokinetic interactions.
Levetiracetam and its major metabolite, at concentrations well above Cax levels achieved within the therapeutic dose range,

are neither inhibitors of nor high affinity substrates for human liver cytochrome P450 isoforms, epoxide hydrolase or UDP-
glucuronidation enzymes. In addition, levetiracetam does not affect the in vitro glucuronidation of valproic acid.

Levetiracetam circulates largely unbound (<10% bound) to plasma proteins; clinically significant interactions with other drugs
through competition for protein binding sites are therefore unlikely.

Potential pharmacokinetic interactions were assessed in clinical pharmacokinetic studies (phenytoin, valproate, oral contraceptive,
digoxin, warfarin, probenecid) and through pharmacokinetic screening in the placebo-controlled clinical studiesin epilepsy patients.

7.2 Phenytoin
KEPPRA (3000 mg daily) had no effect on the pharmacokinetic disposition of phenytoin in patients with refractory epilepsy.
Pharmacokinetics of levetiracetam were also not affected by phenytoin.

page 9 of 19



LAFSEE L 1.6 SHEICH T HERARKEFICET 2EH Page 46

7.3 Valproate

KEPPRA (1500 mg twice daily) did not alter the pharmacokinetics of valproate in healthy volunteers. Valproate 500 mg twice daily
did not modify the rate or extent of levetiracetam absorption or its plasma clearance or urinary excretion. There also was no effect on
exposure to and the excretion of the primary metabolite, ucb L057.

7.4 Other Antiepileptic Drugs

Potential drug interactions between KEPPRA and other AEDs (carbamazepine, gabapentin, lamotrigine, phenobarbital, phenytoin,
primidone and val proate) were al so assessed by evaluating the serum concentrations of |levetiracetam and these AEDs during placebo-
controlled clinical studies. These data indicate that |evetiracetam does not influence the plasma concentration of other AEDs and that
these AEDs do not influence the pharmacokinetics of levetiracetam.

7.5 Oral Contraceptives

KEPPRA (500 mg twice daily) did not influence the pharmacokinetics of an oral contraceptive containing 0.03 mg ethinyl estradiol
and 0.15 mg levonorgestrel, or of the luteinizing hormone and progesterone levels, indicating that impairment of contraceptive
efficacy isunlikely. Coadministration of this oral contraceptive did not influence the pharmacokinetics of levetiracetam.

7.6 Digoxin
KEPPRA (1000 mg twice daily) did not influence the pharmacokinetics and pharmacodynamics (ECG) of digoxin given asa0.25 mg
dose every day. Coadministration of digoxin did not influence the pharmacokinetics of levetiracetam.

7.7 Warfarin
KEPPRA (1000 mg twice daily) did not influence the pharmacokinetics of R and S warfarin. Prothrombin time was not affected by
levetiracetam. Coadministration of warfarin did not affect the pharmacokinetics of levetiracetam.

7.8 Probenecid
Probenecid, arena tubular secretion blocking agent, administered at a dose of 500 mg four times aday, did not change the

pharmacokinetics of levetiracetam 1000 mg twice daily. CSax of the metabolite, uch L057, was approximately doubled in the
presence of probenecid while the fraction of drug excreted unchanged in the urine remained the same. Renal clearance of ucb L057 in
the presence of probenecid decreased 60%, probably related to competitive inhibition of tubular secretion of ucb L057. The effect of
KEPPRA on probenecid was not studied.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. In animal studies, levetiracetam produced evidence of
developmental toxicity, including teratogenic effects, at doses similar to or greater than human therapeutic doses. KEPPRA should

be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. As with other antiepileptic drugs,
physiological changes during pregnancy may affect levetiracetam concentration. There have been reports of decreased levetiracetam
concentration during pregnancy. Discontinuation of antiepileptic trestments may result in disease worsening, which can be harmful to
the mother and the fetus.

Administration to female rats throughout pregnancy and lactation led to increased incidences of minor fetal skeletal abnormalities and
retarded offspring growth pre- and/or postnatally at doses =350 mg/kg/day (approximately equivaent to the maximum recommended

human dose of 3000 mg [MRHD] on amg/m? basis) and with increased pup mortality and offspring behavioral alterations at a dose of
1800 mg/kg/day (6 timesthe MRHD on a mg/m2 basis). The developmental no effect dose was 70 mg/kg/day (0.2 times the MRHD
ona mg/m2 basis). There was no overt maternal toxicity at the doses used in this study.

Treatment of pregnant rabbits during the period of organogenesis resulted in increased embryofetal mortality and increased incidences
of minor fetal skeletal abnormalities at doses =600 mg/kg/day (approximately 4 times MRHD on a mg/m2 basis) and in decreased fetal
weights and increased incidences of fetal malformations at a dose of 1800 mg/kg/day (12 timesthe MRHD on a mg/m2 basis). The

developmental no effect dose was 200 mg/kg/day (1.3 times the MRHD on a mg/m2 basis). Maternal toxicity was also observed at
1800 mg/kg/day.

When pregnant rats were treated during the period of organogenesis, fetal weights were decreased and the incidence of fetal

skeletal variations was increased at a dose of 3600 mg/kg/day (12 times the MRHD). 1200 mg/kg/day (4 timesthe MRHD) was a
developmental no effect dose. There was no evidence of maternal toxicity in this study.
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Treatment of rats during the last third 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/m2 basis).

UCB AED Pregnancy Registry

UCB, Inc. has established the UCB AED Pregnancy Registry to advance scientific knowledge about safety and outcomes in pregnant
women being treated with all UCB antiepileptic drugsincluding KEPPRA.. To ensure broad program access and reach, either a
healthcare provider or the patient can initiate enrollment in the UCB AED Pregnancy Registry by calling (888) 537-7734 (toll free).
Patients may also enroll in the North American Antiepileptic Drug Pregnancy Registry by calling (888) 233-2334 (toll free).

8.2 Labor and Delivery
The effect of KEPPRA on labor and delivery in humans is unknown.

8.3 Nursing Mothers

Levetiracetam is excreted in breast milk. Because of the potential for serious adverse reactions in nursing infants from KEPPRA, a
decision should be made whether to discontinue nursing or discontinue the drug, taking into account the importance of the drug to the
mother.

8.4 Pediatric Use
Safety and effectiveness of KEPPRA injection in patients below the age of 16 years have not been established.

8.5 Geriatric Use

Of the total number of subjectsin clinical studies of levetiracetam, 347 were 65 and over. No overall differencesin safety were
observed between these subjects and younger subjects. There were insufficient numbers of elderly subjectsin controlled trials of
epilepsy to adequately assess the effectiveness of KEPPRA in these patients.

A study in 16 elderly subjects (age 61-88 years) with oral administration of single dose and multiple twice-daily doses for 10 days
showed no pharmacokinetic differences related to age a one.

Levetiracetam is known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may be greater in
patients with impaired rena function. Because elderly patients are more likely to have decreased renal function, care should be taken
in dose selection, and it may be useful to monitor renal function.

8.6 Usein Patientswith Impaired Renal Function

Clearance of levetiracetam is decreased in patients with renal impairment and is correlated with creatinine clearance. Caution should
be taken in dosing patients with moderate and severe renal impairment and in patients undergoing hemodialysis. The dosage should be
reduced in patients with impaired renal function receiving KEPPRA and supplemental doses should be given to patients after dialysis
[see Clinical Pharmacology (12.3) and Dosage and Administration (2.6)].

9 DRUG ABUSE AND DEPENDENCE
The abuse and dependence potential of KEPPRA has not been evaluated in human studies.

10 OVERDOSAGE

Sgns, Symptoms and Laboratory Findings of Acute Overdosage in Humans

The highest known dose of oral KEPPRA received in the clinical development program was 6000 mg/day. Other than drowsiness,
there were no adverse reactionsin the few known cases of overdosein clinical trials. Cases of somnolence, agitation, aggression,
depressed level of consciousness, respiratory depression and coma were observed with KEPPRA overdoses in postmarketing use.
Treatment or Management of Overdose

There is no specific antidote for overdose with KEPPRA. If indicated, elimination of unabsorbed drug should be attempted by
emesis or gastric lavage; usual precautions should be observed to maintain airway. General supportive care of the patient is indicated
including monitoring of vital signs and observation of the patient's clinical status. A Certified Poison Control Center should be
contacted for up to date information on the management of overdose with KEPPRA.

Hemodialysis

Standard hemodialysis procedures result in significant clearance of levetiracetam (approximately 50% in 4 hours) and should be
considered in cases of overdose. Although hemodialysis has not been performed in the few known cases of overdose, it may be
indicated by the patient's clinical state or in patients with significant renal impairment.

11 DESCRIPTION

KEPPRA injection is an antiepileptic drug available as a clear, colorless, sterile solution (100 mg/mL) for intravenous administration.
The chemical name of levetiracetam, a single enantiomer, is (-)-(S)-a-ethyl-2-oxo-1-pyrrolidine acetamide, its molecular formulais
CgH14N20> and its molecular weight is 170.21. Levetiracetam is chemically unrelated to existing antiepileptic drugs (AEDS). It has
the following structural formula:
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Levetiracetam is awhite to off-white crystalline powder with afaint odor and a bitter taste. It is very soluble in water (104.0 g/100
mL). It isfreely solublein chloroform (65.3 g/100 mL) and in methanol (53.6 g/100 mL), soluble in ethanol (16.5 g/100 mL),
sparingly soluble in acetonitrile (5.7 g/100 mL) and practically insoluble in n-hexane. (Solubility limits are expressed as g/100 mL
solvent.)

KEPPRA injection contains 100 mg of levetiracetam per mL. It issupplied in single-use 5 mL vials containing 500 mg levetiracetam,
water for injection, 45 mg sodium chloride, and buffered at approximately pH 5.5 with glacial acetic acid and 8.2 mg sodium acetate
trihydrate. KEPPRA injection must be diluted prior to intravenous infusion [see Dosage and Administration (2.1)].

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The precise mechanism(s) by which levetiracetam exerts its antiepileptic effect is unknown. The antiepileptic activity of levetiracetam
was assessed in anumber of animal models of epileptic seizures. Levetiracetam did not inhibit single seizures induced by maximal
stimulation with electrical current or different chemoconvulsants and showed only minimal activity in submaximal stimulation

and in threshold tests. Protection was observed, however, against secondarily generalized activity from focal seizures induced by
pilocarpine and kainic acid, two chemoconvulsants that induce seizures that mimic some features of human complex partial seizures
with secondary generalization. Levetiracetam a so displayed inhibitory propertiesin the kindling model in rats, another model of
human complex partial seizures, both during kindling development and in the fully kindled state. The predictive value of these animal
models for specific types of human epilepsy is uncertain.

In vitro and in vivo recordings of epileptiform activity from the hippocampus have shown that |evetiracetam inhibits burst firing
without affecting normal neuronal excitability, suggesting that levetiracetam may selectively prevent hypersynchronization of
epileptiform burst firing and propagation of seizure activity.

Levetiracetam at concentrations of up to 10 uM did not demonstrate binding affinity for avariety of known receptors, such as those
associated with benzodiazepines, GABA (gamma-aminobutyric acid), glycine, NMDA (N-methyl-D-aspartate), re-uptake sites, and
second messenger systems. Furthermore, in vitro studies have failed to find an effect of levetiracetam on neuronal voltage-gated
sodium or T-type calcium currents and levetiracetam does not appear to directly facilitate GABAergic neurotransmission. However, in
vitro studies have demonstrated that |evetiracetam opposes the activity of negative modulators of GABA- and glycine-gated currents
and partialy inhibits N-type calcium currentsin neuronal cells.

A saturable and stereosel ective neuronal binding sitein rat brain tissue has been described for levetiracetam. Experimental data
indicate that this binding site is the synaptic vesicle protein SV2A, thought to be involved in the regulation of vesicle exocytosis.
Although the molecular significance of levetiracetam binding to synaptic vesicle protein SV2A is not understood, levetiracetam

and related anal ogs showed a rank order of affinity for SV2A which correlated with the potency of their antiseizure activity in
audiogenic seizure-prone mice. These findings suggest that the interaction of levetiracetam with the SV 2A protein may contribute to
the antiepileptic mechanism of action of the drug.

12.3 Phar macokinetics

Equivalent doses of intravenous (IV) levetiracetam and oral levetiracetam result in equivalent Cax, Crmin, and total systemic exposure
to levetiracetam when the IV levetiracetam is administered as a 15 minute infusion.

The pharmacokinetics of levetiracetam have been studied in healthy adult subjects, adults and pediatric patients with epilepsy, elderly
subjects and subjects with renal and hepatic impairment.

Overview

Levetiracetam israpidly and almost completely absorbed after oral administration. Levetiracetam injection and tablets are
bioequivalent. The pharmacokinetics of levetiracetam are linear and time-invariant, with low intra- and inter-subject variability.
Levetiracetam is not significantly protein-bound (<10% bound) and its volume of distribution is close to the volume of intracellular
and extracellular water. Sixty-six percent (66%) of the dose is renally excreted unchanged. The major metabolic pathway of
levetiracetam (24% of dose) is an enzymatic hydrolysis of the acetamide group. It is not liver cytochrome P450 dependent. The
metabolites have no known pharmacological activity and are renally excreted. Plasma half-life of levetiracetam across studies

is approximately 6-8 hours. It isincreased in the elderly (primarily due to impaired renal clearance) and in subjects with renal
impairment.

Distribution

The equivalence of levetiracetam injection and the oral formulation was demonstrated in a bioavailability study of 17 healthy
volunteers. In this study, levetiracetam 1500 mg was diluted in 100 mL 0.9% sterile saline solution and was infused over 15 minutes.
The selected infusion rate provided plasma concentrations of |evetiracetam at the end of the infusion period similar to those achieved
at Tmax after an equivalent oral dose. It is demonstrated that levetiracetam 1500 mg intravenous infusion is equivalent to levetiracetam

3 x 500 mg ora tablets. The time independent pharmacokinetic profile of levetiracetam was demonstrated following 1500 mg
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intravenousinfusion for 4 days with BID dosing. The AUC(o.12) at steady-state was equivalent to AUCis following an equivalent
single dose.

Levetiracetam and its major metabolite are less than 10% bound to plasma proteins; clinicaly significant interactions with other drugs
through competition for protein binding sites are therefore unlikely.

Metabolism

Levetiracetam is not extensively metabolized in humans. The major metabolic pathway is the enzymatic hydrolysis of the acetamide
group, which produces the carboxylic acid metabolite, ucb L057 (24% of dose) and is not dependent on any liver cytochrome P450
isoenzymes. The major metaboliteisinactivein animal seizure models. Two minor metabolites were identified as the product of
hydroxylation of the 2-oxo-pyrrolidine ring (2% of dose) and opening of the 2-oxo-pyrrolidinering in position 5 (1% of dose). There
is no enantiomeric interconversion of levetiracetam or its major metabolite.

Elimination

Levetiracetam plasma half-lifein adultsis 7 + 1 hour and is unaffected by either dose, route of administration or repeated
administration. Levetiracetam is eliminated from the systemic circulation by renal excretion as unchanged drug which represents
66% of administered dose. The total body clearance is 0.96 mL/min/kg and the renal clearanceis 0.6 mL/min/kg. The mechanism
of excretion is glomerular filtration with subsequent partial tubular reabsorption. The metabolite uch L057 is excreted by glomerular
filtration and active tubular secretion with arenal clearance of 4 mL/min/kg. Levetiracetam elimination is correlated to creatinine
clearance. Levetiracetam clearance is reduced in patients with impaired renal function [see Use in Specific Populations (8.6) and
Dosage and Administration (2.6)].

Pharmacokinetic Interactions

In vitro data on metabolic interactions indicate that levetiracetam is unlikely to produce, or be subject to, pharmacokinetic interactions.
Levetiracetam and its major metabolite, at concentrations well above Crax levels achieved within the therapeutic dose range,

are neither inhibitors of, nor high affinity substrates for, human liver cytochrome P450 isoforms, epoxide hydrolase or UDP-
glucuronidation enzymes. In addition, levetiracetam does not affect the in vitro glucuronidation of valproic acid.

Potential pharmacokinetic interactions of or with levetiracetam were assessed in clinical pharmacokinetic studies (phenytoin,
valproate, warfarin, digoxin, oral contraceptive, probenecid) and through pharmacokinetic screening in the placebo-controlled clinical
studiesin epilepsy patients [see Drug Interactions (7)].

Soecial Populations
Elderly

Pharmacokinetics of levetiracetam were evaluated in 16 elderly subjects (age 61-88 years) with creatinine clearance ranging from 30
to 74 mL/min. Following oral administration of twice-daily dosing for 10 days, total body clearance decreased by 38% and the half-
lifewas 2.5 hours longer in the elderly compared to healthy adults. Thisis most likely due to the decrease in renal function in these
subjects.

Pediatric Patients
Safety and effectiveness of KEPPRA injection in patients below the age of 16 years have not been established.
Gender

Levetiracetam Cpax and AUC were 20% higher in women (N=11) compared to men (N=12). However, clearances adjusted for body
weight were comparable.

Race

Formal pharmacokinetic studies of the effects of race have not been conducted. Cross study comparisons involving Caucasians
(N=12) and Asians (N=12), however, show that pharmacokinetics of levetiracetam were comparable between the two races. Because
levetiracetam is primarily renally excreted and there are no important racial differencesin creatinine clearance, pharmacokinetic
differences due to race are not expected.

Renal |mpairment
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The disposition of levetiracetam was studied in adult subjects with varying degrees of renal function. Total body clearance of
levetiracetam is reduced in patients with impaired renal function by 40% in the mild group (CLcr = 50-80 mL/min), 50% in
the moderate group (CLcr = 30-50 mL/min) and 60% in the severe renal impairment group (CLcr <30 mL/min). Clearance of
levetiracetam is correlated with creatinine clearance.

In anuric (end stage renal disease) patients, the total body clearance decreased 70% compared to normal subjects (CLcr >80mL/min).
Approximately 50% of the pool of levetiracetam in the body is removed during a standard 4 hour hemodialysis procedure.

Dosage should be reduced in patients with impaired renal function receiving levetiracetam, and supplemental doses should be given to
patients after dialysis [see Dosage and Administration (2.6)].

Hepatic Impairment

In subjects with mild (Child-Pugh A) to moderate (Child-Pugh B) hepatic impairment, the pharmacokinetics of |levetiracetam were
unchanged. In patients with severe hepatic impairment (Child-Pugh C), total body clearance was 50% that of normal subjects, but
decreased rena clearance accounted for most of the decrease. No dose adjustment is needed for patients with hepatic impairment.

13NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, M utagenesis, Impairment of Fertility
Carcinogenesis

Rats were dosed with levetiracetam in the diet for 104 weeks at doses of 50, 300 and 1800 mg/kg/day. The highest dose corresponds

to 6 times the maximum recommended daily human dose (MRHD) of 3000 mg on a mg/m2 basis and it also provided systemic
exposure (AUC) approximately 6 times that achieved in humans receiving the MRHD. There was no evidence of carcinogenicity. A
study was conducted in which mice received levetiracetam in the diet for 80 weeks at doses of 60, 240 and 960 mg/kg/day (high dose

isequivaent to 2 timesthe MRHD on a mg/m2 or exposure basis). Although no evidence for carcinogenicity was seen, the potential
for a carcinogenic response has not been fully evaluated in that species because adequate doses have not been studied.

Mutagenesis

Levetiracetam was not mutagenic in the Ames test or in mammalian cellsin vitro in the Chinese hamster ovary/HGPRT locus assay.

It was not clastogenic in an in vitro analysis of metaphase chromosomes obtained from Chinese hamster ovary cellsor in anin vivo
mouse micronucleus assay. The hydrolysis product and major human metabolite of levetiracetam (ucb L057) was not mutagenic in the
Amestest or the in vitro mouse lymphoma assay.

Impairment of Fertility

No adverse effects on male or female fertility or reproductive performance were observed in rats at doses up to 1800 mg/kg/day
(approximately 6 times the maximum recommended human dose on a mg/m2 or exposure basis).

13.2 Animal Toxicology and/or Phar macology
In animal studies, levetiracetam produced evidence of developmental toxicity at doses similar to or greater than human therapeutic
doses.

14 CLINICAL STUDIES

All efficacy trials utilized oral formulations. The recommendation for the parenteral formulation is based upon these studies as well as
the demonstration of comparable bioavailability of the oral and the parenteral formulation [see Pharmacokinetics (12.3)].

In the following studies, statistical significance versus placebo indicates a p value <0.05.

14.1 Partial Onset Seizures

Effectiveness in Partial Onset Seizuresin Adults with Epilepsy

The effectiveness of KEPPRA as adjunctive therapy (added to other antiepileptic drugs) in adults was established in three multicenter,
randomized, double-blind, placebo-controlled clinical studiesin patients who had refractory partial onset seizures with or without
secondary generalization. The tablet formulation was used in al these studies. In these studies, 904 patients were randomized to
placebo, 1000 mg, 2000 mg, or 3000 mg/day. Patients enrolled in Study 1 or Study 2 had refractory partial onset seizures for at least
two years and had taken two or more classical AEDs. Patients enrolled in Study 3 had refractory partial onset seizures for at least 1
year and had taken one classical AED. At the time of the study, patients were taking a stable dose regimen of at least one and could
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take amaximum of two AEDs. During the baseline period, patients had to have experienced at |east two partial onset seizures during
each 4-week period.

The criteriafor statistical significance in all studies was a p<0.05.
Sudy 1

Study 1 was a double-blind, placebo-controlled, parallel-group study conducted at 41 sitesin the United States comparing KEPPRA
1000 mg/day (N=97), KEPPRA 3000 mg/day (N=101), and placebo (N=95) given in equally divided doses twice daily. After a
prospective baseline period of 12 weeks, patients were randomized to one of the three treatment groups described above. The 18-
week treatment period consisted of a 6-week titration period, followed by a 12-week fixed dose evaluation period, during which
concomitant AED regimens were held constant. The primary measure of effectiveness was a between group comparison of the percent
reduction in weekly partial seizure frequency relative to placebo over the entire randomized treatment period (titration + evaluation
period). Secondary outcome variables included the responder rate (incidence of patients with 250% reduction from baseline in partial
onset seizure frequency). The results of the analysis of Study 1 are displayed in Table 8.

Table 8: Reduction in Mean Over Placebo in Weekly Frequency of Partial Onset Seizuresin Study 1

Placebo KEPPRA KEPPRA
(N=95) 1000 mg/day 3000 mg/day
(N=97) (N=101)
Percent reduction in partial - 26.1%* 30.1%*

seizure frequency over placebo
* Satistically significant versus placebo

The percentage of patients (y-axis) who achieved =50% reduction in weekly seizure rates from baseline in partial onset seizure
frequency over the entire randomized treatment period (titration + evaluation period) within the three treatment groups (x-axis) is
presented in Figure 1.

Figure 1: Responder Rate (=50% Reduction from Baseline) in Study 1

* Satistically significant versus placebo

Sudy 2

Study 2 was a double-blind, placebo-controlled, crossover study conducted at 62 centers in Europe comparing KEPPRA 1000 mg/day
(N=106), KEPPRA 2000 mg/day (N=105), and placebo (N=111) given in equally divided doses twice daily.

Thefirst period of the study (Period A) was designed to be analyzed as a parallel-group study. After a prospective baseline period

of up to 12 weeks, patients were randomized to one of the three treatment groups described above. The 16-week treatment period
consisted of the 4-week titration period followed by a 12-week fixed dose evaluation period, during which concomitant AED regimens
were held constant. The primary measure of effectiveness was a between group comparison of the percent reduction in weekly partial
seizure frequency relative to placebo over the entire randomized treatment period (titration + evaluation period). Secondary outcome
variablesincluded the responder rate (incidence of patients with 50% reduction from baseline in partial onset seizure frequency). The
results of the analysis of Period A are displayed in Table 9.

Table 9: Reduction in Mean Over Placebo in Weekly Frequency of Partial Onset Seizuresin Study 2: Period A

Placebo KEPPRA KEPPRA
(N=111) 1000 mg/day 2000 mg/day
(N=106) (N=105)
Percent reduction in partial - 17.1%* 21.4%*

seizure frequency over placebo
* Satistically significant versus placebo
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The percentage of patients (y-axis) who achieved =50% reduction in weekly seizure rates from baseline in partial onset seizure
frequency over the entire randomized treatment period (titration + evaluation period) within the three treatment groups (x-axis) is
presented in Figure 2.

Figure 2: Responder Rate (=50% Reduction from Baseline) in Study 2: Period A

Pako (11D KEFPRAIG mgday KEPPRAZON mgday
09 05

* Satistically significant versus placebo

The comparison of KEPPRA 2000 mg/day to KEPPRA 1000 mg/day for responder rate was statistically significant (P=0.02).
Analysis of thetrial asacross-over yielded similar results.

Sudy 3

Study 3 was a double-blind, placebo-controlled, parallel-group study conducted at 47 centersin Europe comparing KEPPRA 3000
mg/day (N=180) and placebo (N=104) in patients with refractory partial onset seizures, with or without secondary generalization,
receiving only one concomitant AED. Study drug was given in two divided doses. After a prospective baseline period of 12 weeks,
patients were randomized to one of two treatment groups described above. The 16-week treatment period consisted of a 4-week
titration period, followed by a 12-week fixed dose eval uation period, during which concomitant AED doses were held constant. The
primary measure of effectiveness was a between group comparison of the percent reduction in weekly seizure frequency relative

to placebo over the entire randomized treatment period (titration + evaluation period). Secondary outcome variables included the
responder rate (incidence of patients with >50% reduction from baseline in partial onset seizure frequency). Table 10 displaysthe
results of the analysis of Study 3.

Table 10: Reduction in Mean Over Placebo in Weekly Frequency of Partial Onset Seizuresin Study 3

Placebo KEPPRA
(N=104) 3000 mg/day
(N=180)

Percent reduction in partial seizure - 23.0%*
frequency over placebo
* Qatistically significant versus placebo

The percentage of patients (y-axis) who achieved >50% reduction in weekly seizure rates from baseline in partial onset seizure
frequency over the entire randomized treatment period (titration + evaluation period) within the two treatment groups (x-axis) is
presented in Figure 3.

Figure 3: Responder Rate (=50% Reduction from Baseline) in Study 3

o G50 KEPPRA 3009 mg oy (V=150

* Satistically significant versus placebo
14.2 Myoclonic Seizuresin Patients with Juvenile Myoclonic Epilepsy

Effectiveness in Myoclonic Seizures in Patients with Juvenile Myoclonic Epilepsy (JME)

The effectiveness of KEPPRA as adjunctive therapy (added to other antiepileptic drugs) in patients with juvenile myoclonic epilepsy
(JIME) experiencing myoclonic seizures was established in one multicenter, randomized, double-blind, placebo-controlled study,
conducted at 37 sitesin 14 countries. Of the 120 patients enrolled, 113 had a diagnosis of confirmed or suspected IME. Eligible
patients on a stable dose of 1 antiepileptic drug (AED) experiencing one or more myoclonic seizures per day for at least 8 days during
the prospective 8-week baseline period were randomized to either KEPPRA or placebo (KEPPRA N=60, placebo N=60). Patients
weretitrated over 4 weeks to atarget dose of 3000 mg/day and treated at a stable dose of 3000 mg/day over 12 weeks (evaluation
period). Study drug was given in 2 divided doses.
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The primary measure of effectiveness was the proportion of patients with at least 50% reduction in the number of days per week with
one or more myoclonic seizures during the treatment period (titration + evaluation periods) as compared to baseline. Table 11 displays
the results for the 113 patients with IME in this study.

Table 11: Responder Rate (=50% Reduction from Baseline) in Myoclonic Seizure Days per Week for Patients with IME

Placebo KEPPRA
(N=59) (N=54)
|Percentage of responders [23.7% |60.4%6* |

* Satistically significant versus placebo

14.3 Primary Generalized Tonic-Clonic Seizures

The effectiveness of KEPPRA as adjunctive therapy (added to other antiepileptic drugs) in patients with idiopathic generalized
epilepsy experiencing primary generalized tonic-clonic (PGTC) seizures was established in one multicenter, randomized, double-
blind, placebo-controlled study, conducted at 50 sitesin 8 countries. Eligible patients on a stable dose of 1 or 2 antiepileptic drugs
(AEDs) experiencing at least 3 PGTC seizures during the 8-week combined baseline period (at least one PGTC seizure during the

4 weeks prior to the prospective baseline period and at |east one PGTC seizure during the 4-week prospective baseline period) were
randomized to either KEPPRA or placebo. The 8-week combined baseline period is referred to as "baseline” in the remainder of this
section. The population included 164 patients (KEPPRA N=80, placebo N=84) with idiopathic generalized epilepsy (predominately
juvenile myoclonic epilepsy, juvenile absence epilepsy, childhood absence epilepsy, or epilepsy with Grand Mal seizures on
awakening) experiencing primary generalized tonic-clonic seizures. Each of these syndromes of idiopathic generalized epilepsy was
well represented in this patient population. Patients were titrated over 4 weeks to atarget dose of 3000 mg/day for adults or a pediatric
target dose of 60 mg/kg/day and treated at a stable dose of 3000 mg/day (or 60 mg/kg/day for children) over 20 weeks (evaluation
period). Study drug was givenin 2 equally divided doses per day.

The primary measure of effectiveness was the percent reduction from baseline in weekly PGTC seizure frequency for KEPPRA and
placebo treatment groups over the treatment period (titration + evaluation periods). There was a statistically significant decrease from
baselinein PGTC frequency in the KEPPRA-treated patients compared to the placebo-treated patients.

Table 12: Median Percent Reduction from Baseline in PGTC Seizure Frequency per Week

Placebo KEPPRA
(N=84) (N=78)

Percentage reduction in PGTC seizure 44.6% 77.6%*
frequency
* Satistically significant versus placebo

The percentage of patients (y-axis) who achieved >50% reduction in weekly seizure rates from baseline in PGTC seizure frequency
over the entire randomized treatment period (titration + evaluation period) within the two treatment groups (x-axis) is presented in
Figure 4.

Figure 4: Responder Rate (=50% Reduction from Baseline) in PGTC Seizure Frequency per Week

1005

yyyyy 5 KEPPRA (%)

* Satistically significant versus placebo
16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
KEPPRA (levetiracetam) 500 mg/5 mL injection isaclear, colorless, sterile solution. It is supplied in single-use 5 mL vials, available
in cartons of 10 vials (NDC 50474-002-63).

16.2 Storage
Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

Peatients should be advised to notify their physician if they are pregnant prior to therapy.

Patients should be advised that KEPPRA may cause dizziness and somnolence. Accordingly, patients should be advised not to drive
or operate heavy machinery or engage in other hazardous activities until they have gained sufficient experience on KEPPRA to gauge
whether it adversely affects their performance of these activities.
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Patients should be advised that KEPPRA may cause changes in behavior (e.g. aggression, agitation, anger, anxiety, apathy,
depression, hostility, and irritability) and in rare cases patients may experience psychotic symptoms.
Patients should be advised to immediately report any symptoms of depression and/or suicidal ideation to their prescribing physician as
suicide, suicide attempt and suicidal ideation have been reported in patients treated with levetiracetam.
KEPPRA injection manufactured for

UCB, Inc.

Smyrna, GA 30080

KEPPRA isaregistered trademark of UCB SA.

© 2011, UCB, Inc., Smyrna, GA 30080

All rights reserved.

Printed in the U.S.A.

8E

PRINCIPAL DISPLAY PANEL - 100 mg Vial Carton

NDC 50474-002-63

10 single-use 5 mL vials

Keppra®

(levetiracetam) injection

500 mg/5 mL

(200 mg/mL)

FOR INTRAVENOUSUSE ONLY

MUST BE DILUTED PRIOR TO ADMINISTRATION

Rx only
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ERITC 1 HHEROWSEEE L, @ET 28K 100 mL TAR LT, 15 oM IRN R 53
%)0

24 RBOFE~DEEZ

FrRIN B 5- D ¥ 5B R# T EIZ KEPPRA Ot D& H5-~Y) 0 B 2 5556 . KEPPRA F#lRINFE - & [F]
U1 HHAELOES R TRET S,

25 ®EHE

KEPPRA ERANIHFHEDHAMEH L, BEANCART 5, KEPPRA A1 1 T /UE, LRFF
& 25 500mg (500mg/5mL) Z &A%, KEPPRA VESHAID 500 mg, 1000 mg K OF 1500 mg -~
HESE S D RREN T IR L O 55 1E 2 £ 1 1R T,

# 1 : KEPPRA 3 MR O FREN 51k M O\ G- 515

REE FRE R SRR
500 mg 5mL (1x5mL/ 3 7)) 100 mL 15 43
1000 mg 10mL (2 x5mL /XA 7 /L) 100 mL 15 571
1500 mg 15mL (3x5mL /3o 7 )L) 100 mL 15 /7 f#]

¥ 54 1000 mg Z A+ 584, KEPPRAIO mL Z @& ARk 100 mL TR L [k - 4
Q2.7) #2815 RN &E 51 5,

2.6 BHEEES>HITOIRARSE

KEPPRA D5 J51k1%, HBE OBREREDRRE |G U CTEBNCTHET2 2 &, AR 2 HEEH &
EHEFRE T EAF2ITRT, UTFTOREZHAWAE=OIZX, 7L T7F=271U T 7 A (Cler) D
HEEM (mL/min) ZE T 20BN H 5, Cler DHEEM (mL/min) 1%, LT ORA AW TILiE 2
L7 F =l (mg/dl) HEHT 2,

[140— 4l (3%) 1% (KT (kg)
72 x 527 L7 F =2l (mg/dL)

CLcer=

(x'0.85)

Ve RE OB
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2 BHREREE AT D RN ZRE 9 5 M BRI T 1A

X453 IJVTF= T VT T A 1 [E$ 5 & ErasatliE
(mL/min) (mg)

B >80 500~1,500 12 5[ = &

R 50—80 500~1,000 12 FEfE 2 &

R 30—50 250~750 120 &

HE <30 250~500 12 5[ =&

BT & S T DRI AR — 500~1,000 A = &

VENTIC, 250~500 mg DIBNHE G HER S B,

27 BEEMEEEN

KEPPRA JEHHNI UL FIRTARIE & OHT T AN AR L BB EMERH Y . IRE LT-1% PVC
Ry 7 NT, 15~30°C DEFLENTZFIR T (59~86°F) THRAFT DAL, D7 &b 24 B
VLN ZETH D,

iz
0.9%H k7 b U o A7ESHR, USP
ALY > 7K

5% R o BEESHK, USP

DL TA D ASE

| AW

T RN
VA %A =1l LRy VN

ERRIR L2 DA OHT T A AR & KEPPRA VRS & OMEHE S TEICB 5 7 — 2 13720,

FERE ARLANZ SN TIE, IR & BARITOWTRREZRIR Y | R G-RTIHRL 7 R OZE IOV TR
IRENLETH D,

3 AAIROEE
KEPPRA JEHHI 1 34 7L, LARFTEHX L 500mg 2 a AT 5 (500mg/5mL)

4 £B

2L,
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5 BERUERLOTER
5.1 FErRAREROBIWER
B FELE

HOFEEAT DRANEEITIB T, KEPPRA K GIC KV L FIORT AT I =2 S X
R ORWER DRI 256030 %, 1) BIRMONES, 2) HihEEES, WONS 3) SE1TH)
TH D,

%W%ﬁ?éﬁAfﬂ#A%% BT 577 A REEEBRIZIB VT, KEPPRA &5 8FH D
hM%u@ﬁﬂmﬁght iZxt L, 77 B REE5BFE TIE 84% TH -7, 3000 mgkg £ TOHHE
FOSEIZBAME ClI 220 o7z, FEME 21T/ 723 BR Tld, 4000 mg/H 2% 5- L7238 DK
A5% MEIRDSFEBD B vz, BEE &R S -EIRIL, 77 B R BEGEE D 0%I2x L, KEPPRA ¢
HEET03% Th o7z, MHHIRIZ XL Y KEPPRA #5838 O 3% 0352 ik Lokt L, 77
TARBEHEBETIL07% TH o=, F-, HHRIZ LY KEPPRA % 5-BEH D 14% 4K VT 7 B R &5 H
FHD0.9% THEZRE L, ¥ KEPPRA #5-HH D 0.3%M AL L7,

WO RVEEHT DA TADAVBEICEBIT 5 7 7 2R R EGRER 23 T, KEPPRA #5840
14.7% I PENRRD HNT-DIZK L, 77 v REEERE TIL9.1%ThH 7=, EIPEIZLY
KEPPRA 55D 08% T G2 HIEL=DIizxt L, 778 R EEEETIL05% Tho7o, )
JEIZ £V KEPPRA £ 5-F835 D 0.5% M N7 7 B AREEHBF D 0.2%03 &2 i L7z,

AN KEPPRA $¢5-F8F 0D 3.4%\Z aiEEh RS GEEIGHH, BT UIHREBES & L CHd)
NEDOLNT-DIZH L, 77 vREHEEREETIE1.6%TH 7=, 77 2R3 REERRICBWV T,
KEPPRA #5-BFH D 04%05EEN LTI LV e h- 2k L7zolicxt L, 778 R EEBFETIX 0% T
Hotm, Tz, WITEBREEIC LY KEPPRA HHBEHED 0.7%M N7 7 2 RES5BED 02% THE

ZE L, B2 KEPPRA & 588 D 1 FINE0F L TV EB GO I L 0 ABE LT,

TR, M0 M O A E B 3, I G-PAAAEE 4 BHRILINICR b <RI LT,

%%%W%ﬁ?éfﬂﬂh%%"ﬁéfﬁtfﬁ%m@ﬁ%’ﬁwf KEPPRA #5-F838 D 5 1]
(0.7%) \TREMIEIRNRBO HNTZDICKT L, 77 v RESERETIZ1IH] (02%) THh-oT-,
MWWA&§%%®2W(M%)ﬂﬂhb\&ﬁ%¢mbto%@ﬁ&bfﬁ%éﬂt2#®$ﬁ
FEE% 1 EBIZHBLL, #ERIEE 1~2 BTHEK L, 2R E LTHESNTZZDOMD 2 I,
B 5BRGED 1~5 5 AH%ITHBLUTZ, 52k L7RRE T 2~7 HEAWIZTER L7z, 1 HIIIZER
DAVIREMIRME O DI, BEBIE G 1 5 ADIPNIZREL L7220y, #&5- 2/l L7 REET 45 B L)
PICIElfE L7z, KEPPRA 58 D 13.3%I2F OMOITEIB E DGR (BB, Hilk, &R0, RE,
R, BENIE, O O, IHBEVRELE, B, e S & LTl B LNzDIZx L,
T TR REEREETIL62% Thote, b DBEOR LT, BEHIEE 4 HFLUANIZZND
DOHFEGRRD Lz, KEPPRA 5 EED 1.7% N b DOHFRI L FH5E2FIE L7-olckt L,
7T REEBETIT02% Tho7-, F7-. KEPPRA 5 HBHFH D 08% K N7 7 v RFEH5BEHD
0.5% CH &AW E L7-, KEPPRA &5 EH DA G 0.8% N EHELRITHIEEDFS: (77 Ak b A
FTIL02%) 1280 ABE LTz,

W2, KEPPRA 5B 441 (0.5%) THEREBRPED LMD L, 77 BREH TIL0%T
bole, ZNHLDERFEDH B 1 HIITHR %Lfto@@3@@%%?@\$$%K$0&5$EX
T BOBEICIZE L holz, ZILOOFRITEGBRMGHE 4 B ~6 » AITRB LT [&F~
DA FIRICE T SIEH (17) M)
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IFo r=—FF

FRRBAR B MEIC B\ T, KEPPRA OG- 52521 7- I 47 v =—RIEE2 BT 2 BEKIT. Ho%EE
BT DRERELET D LRV THoT-, LEEN-T, 347 v=—REOEMTIL, —#f
ORIWERIZE D HE & oo TR S o Tz, —O I A7 n=—RIEE2HT 2 BEITBW T,
KEPPRA #5012 X AR K O FATEN RO v, MO IEE AT 5B BV GRO L FE
BUL, BEIA I/ 0 =—TANPADBEETHLRIATHZ ENTFHISND,

SA T = —REEATHEEIA 7 n=—TCANAMBEZSSRE L HER, 77 BRI
FEERERIZ BT, KEPPRA £ 585 D 11.7% CHIRAED b -Dlzxt L, 77 B AREG5BE T
1.7% Coh o 7=, EIRIC XV 5 ZFIE LB TV e o7, KEPPRA 5 BEH D 1.7% K% OTZ
ARG EEO 0% MEIRIC L FH R EE LT,

RSP IE O TR (MURM: R O G filigrE & U CTHes) A% KEPPRA %538 D 5%I238% iz
DIZK L, 77 vRELHEETIZ 0% TH o7z, ERBMREOKIIEE (19 2%, 2 2. K&
DR EHEE LT 73 KEPPRA &5 HE D 6.7% RO bN-DIcxt L, 77 v R H5EET
1%£33% Tod o7z, KEPPRA &5 HE D 5.0% T, 1TEISUTREMHICEN D FS (R, 19 OK57.

IONE. DRI, ROWROEE L LTHE) 1k v, 520k 3R G- B2 EE L= 0Ilx L,
T ERBEERBETIX1.I% TH -T2,

FhE TV

ER U7X 91, BRRBHZEEPSIC BT, KEPPRA O 5% 52 ) - RE MR IEE A3 5 BEEIT,
R RAERH T D BERE T 5 LD Th o7, O RIEEAT HEE LRI, 1TEIRED
JERIZIZ KEPPRA $¢5- & OBJHMED VRIR S v7e, B IEL x5 & LT BRIZI W T, S ThEE
T OMEIRASZRD BT, 77 R EGRE L KEPPRA G HEORIZEITRO LT, £/ b
DERIZE DT IFIGRBD e doTe, ERRIEELAT D TANAEE TRD b= AN B
THHESR (B, HIRLOBTEE) 8, BFIELA T2 TANAMBFIZBONTHRO LD T
HWENDH, BEEDDRD T2, ZIHDOERPBD LIRS AR H 5,

SRIELHIRIEIE 2 AT 5 —EBOBE TN T, KEPPRA K5 K 2 BFEATEOFHI I RE SN D,

TREHIRIIEZ AT DRI CANABE Z R E LI ZEHEMR, 77 2R REEGEERIC I
WTC, b K AT EMEEIZEET 5 A FFRIISHEMETH Y . KEPPRA 585 D
6.3%IZFRO LNT-DITK L, T EREGEE TIL24% Th o7z, £z, FREMHRIEOITEIEE
(RE1TE), BBV, 1TARBER OGRS U THRE) 25, KEPPRA H5-HE D 114%I238D 5
NIz L, 772 REHRETIE3.6%TH 7=, IEEMHRIEOITEIREENZD i
KEPPRA ¢ 5-BEH D 9 5 1 HINBEMEIZ L Y B G2 IR LTz,

IEREHIREDO R pIEE (Y, EEE, 5O, [oL®), [oBifg, ElE, BREEL RS
ol LCHA) 23, KEPPRA B 5-HED 127%ICBO LNT-DIZKT L, 77 2R EE TIX
83% Th o7z, ZIHDFERITE Y FEHZHIE XA L7z KEPPRA & 5-EBH TV Rho Tz,
KEPPRA #5588 D 1 Bl HRRIEN O Hivlz, 1HDOEH T, ZAMEREIZ L Y KEPPRA O
ENMLE LR oT,

FEREHRIRIE DI TEIfEE 2 AP DT 2 ORIERORIEL AT DR TANIBE ZR IR E L-EH
FEERREBRICIN T, 192 filH 2 610 BEITREARRIEDITENGRD B vz, 1 6%, LA OV E 7%
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B RS E T AITENDRE D H AL, KEPPRA O HHIEICE -T2, o 1 6L, A0FT5HE KA
JEDEALNFED L2, BEHIRIZIZE L 2o Tz,

5.2 BEBRIE

KEPPRA % & Tehi CAMAIKTIE, TADAIIERIBIE MO fTREM: % i/ NRIZT B 729012, HhxlZ
WETHZ &,

53 MERFHIREERRE
P FEE
7T AR %R LLEGRER I 81T D5 KEPPRA % 5- & TlX., I TH D077 BRI~ R

AR DRIV OFAME (0.03 x 10%mm’®) . ~F 27 1 B OSFEHHE (0.09 g/dl) KA~
N7 Uy ROVEME (038%) 1 AR LI,

KEPPRA % 5-B8E D 32% K O T 7w R EBE D 1.8% 2072 &b 1 BIOBEERNCERDH 5 A
MERKGED (2.8 x 10°/L) 73388 541, KEPPRA #5885 D 24% K N T T v R H5-HEED 1.4%
e L b 1 EOBREINCERD & 24P EREKBD (1.0 x 10°L) 25580 biviz, AF BB
&ﬁ%b%MKHWMA%E%%®QE\1@%%<?AT@%%T%5&M$L%M@ﬁ&@o
ey, N AT A AMENEEHE UTe, 723, GFTEREGEANC L0 B G A2 IR LI BE IRV R0 o T,

HEIF 2 n=—TAIA

BAE A B =T AP ABEITBNT, %ew@mw%mmﬁmﬁ%imwen@@otﬁ\@
BIEO B LD TERRRETRCH Y | MARIEBHITBIT 57— 4 85, BEIF/ n=—T
hﬂh%ﬁf%MéféaﬁzéA%f%éo

54 KFEERE

WA*%%ﬁ%kLtfﬁtfﬁ%%@ﬁ%"Téﬁ%%@ﬁ(uﬁ)®$ﬁﬁ’ﬁ%@%é%
ENIERD Do Te, 7T AR EGEER 31T D LFT 251X KEPPRA & 5-BFH KT 7 &
Tﬁﬁ%ﬁfﬂ&gf%w\%®ﬁﬁiﬁ#oﬁ(M%)oﬁaﬁfﬁﬁ%x?ﬁﬁkﬁﬁlm
(0.07%) ZFrZ, LFT 812X 0Bz ik L7 BF I o7,

55 ERRBRE

T & A EDERMRAMEIZIL, KEPPRA %502 X KR M 722 LITERD B ALY, MR 8T A
— & L ATHERERR A Tl A E TR E RO BTN D
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6 EIWEA
6.1 [FRPRFER TR AR

BERFERIIEE & 725 TIThN 5720, 5 HANDOEERFEER TR I NT-EWEH OR BRI, Bl
KN OFEIRRBR CORBR L EHEEBR TX 50O TIERL . BEREOBKBRE CORBERE K45
HDTHZRU,

KEPPRA 7E5 I O FIIC X 5 EIVEA 213 KEPPRA DOSEH K ONNARIRIC DWW TG S-4_To
BIWER NG EN 5,

LARF T & L% 15 pEIRNEHHR G LT Ga . RITEO LAF T8 7 AR S & LT
T2 DREABG-D Coraen Cooin X OVEE E%%iﬂ T%Oto

KEPPRA ZMiOHT T AMNASK L G LZBRIZRRD SN2 LL FORITR STV 2 BIVER O3 BUEE
E, BEERRTOMA P HFEZRE AR LERABRLVEONT LD TH LD, BEBZED
WFE CHRBBAE O THNIIEH TE AN &iC, MFEEF-ETDHZ L, FERIC, ZZT3IHLE
SEBUBERE & A - R ﬁ%ﬁézﬁﬁE&é%@%%ﬁnf@%htﬁﬁ%ﬁ%&@#é:&
IXTEAR, L LG, LUFORBMEEORGEIL, B SREMICB T D EIER ORBLIRIIC
DUNT, HEFNCBIE S 5 K & B U AWK OFERI 72 T 5 A B9 5 — 2 ORIL L LT, )7
Ik LRI 5 b0 TH 5,

P HLE
A REE AT HARNBEEZRR L L2 7 7 ARG ER 12 U T, KEPPRA g2 oHI TA

WA EGHH LTCBE TR LKBE SHRWERO 9 B, BIBEN T 7 AR EGEH L @
STCRWERNZ, BUR, HEAE, Bk REED N Th -7,

A 3EE AT HMANBRE TR L<MESNT-ATER TH 2 B )JE, EIRK OVFEIE O VK
101X, KEPPRA SEDHH-FAE G 4 HELANIZFBLNGEO BTz,

RN TAMMABE x5 L LTe 77 B A ELIGEER 12 35\ T, KEPPRA $EH G- D 1%L ki

HELL, 0O T REEBE IR CTRBEEEN SRR E2 R 3 IR T, 2D ORERT
1%, BEEOHI T ADASRIZ KEPPRA X377 B AT G- Sz, 13E A S ORIWER T, HEIE
FEITREN S EETH T2,

okk nw
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H 3 HORIERT DMABEERG L Uiz, BIRES . 77 0 RABILRRBICS T D 8E D
2L OREIREBUE (%) (KEPPRARGIHD 1% LSRR L, 107 7RI FHHIC
H TR A5 57 o 1= BITE )

=R/ KEPPRA 7R
BIYER (N=769) (N=439)
% %

Eo g

)i 15 9
G 14 13
kY 13 8
Eht 7 6
HLER

BRI IR 3 2
FRRER

(IS 15 8
FEIED 1 9 4
9 DY 4 2
e 4 2
TEE) K 3 1
[ElfsED 3 1
= 2 1
R 2 1
e 2 1
BEIRR 2 1
THE) e 2 0
FER R

MHEE 5% 6 4
R 4 3
RSN 2 1
R ST 2 1
BREESR

B 2 1

S A r=—3F

ARBRIZBT 2RIEROMIL, MaRIELET 2BE LR E LIl L I B TRRD LD
CHHNDD, ZhuF, ARRBROPERE LD I RAEORBR & LAFEFI Ao Te Z LITER L
TWDAREMEA &V, IME 269 % BH IR T 2RHWEHOBIIL, HoRE2ET 588 IR
LEWEH EABEMICFICTH D LHE SN D,

IFA T u=—FEEAETHREERG L L7 T B ARG ER 23 T, KEPPRA 5 Db
TADAIREGFH LIZBE TR L<ESNZEWER DY b, BREEEN T T v ARG HBE LY
o T-RIERNE, IR, FEER K& ONREER T - 72,

KEPPRA SO G- 232 T Te I A7 v =—3{E 2 G 25 F I A7 v =—TADPABED 5%LL Iz
FHHLL, 0 O7 T REGBEE AR CRBBEE N R - TRER 23 4 1R, ARBRcix, BE
FOPUT AN AT KEPPRA XU 7 7 B AR OB Sz, 3L A EORIER T, B3
ENbHFEETH ST,
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K4 IA 7 =LA TLEEEZNRLE Lo, BHA&REG. 77 23 RILEGBRIZ R T 58
HRIRGHEZ & ORIEMFBIBEE (%) (KEPPRA #&5EH D 5%LL LICHBLL, o7 7R
5 BB A~ TRBBAE DS & 0> - T2 BITEAD)

wEBRSE KEPPRA 7S5 ¥R
/EWER (N=60) (N=60)
% %

R L UKBEE

[ElfisED 5 3
BYHER X OE A4 e

WKEE 2% 7 0

A7 W 5 2
FERRE X O ARSI E

HH 8 2
REREE

(IS 12 2
BrEE

bReLr 5 2
FHIE T CHE

AR I D RIEH OBaNL, MORIEEETDRE R E LICRBR & S B TR DM
WHBNDD, T, ABROPERE BT RIE2 AT 2 BE LxIR & LIl &l RIS
Diplpo e Z EITER L TW S AR @V, PGTC #IEZ AT % BE 2B T 2 RIEH OB,
HORIEE AT 2B BT 2RWEH EARERICRCTH S LHERI S D,

4Ll EoRERM (PGTC) BIEEZHFT2RBEEZXRE L7 7 AR R BRI\ T,
KEPPRA ZDOFLTAMNAIEEH LTBE TR O K<HMESNZEWEHD > 6, IR &EHA
BT HARTRBBEE NG D - T-EIWEI T BIHIEE Th - 7=,

KEPPRA O 5-% %517 72 PGTC 281E % H 7 2 R IMEEM CAMAEE D 5%LL EIZHB L, 7o
TR R REE AR TRBBEE N - BIE 25 5 1R T, ARBRCIE, BEFOTITAA
HRYEHRIC KEPPRA XL 7' 7 v AN G SNz, 13 & A EORWER T, BERELE IR S s
EThot,

#5: PGTCHAEZ AT D 45l LOBEZ RIS E L-, PHA&RE., 77 2R REEGRERIC BT
% MedDRA ZREBIKRDEE T & ORIWERARBSEE (%) (KEPPRA #% 55D 5%LL BB L, »
DT T ARG BRE AR TR N E D T-EIER)

FEBIKRSE/ KEPPRA 758 R
BITEA (N=79) (N=84)
% %

BIRES

T 8 7
—f - EHEER OS5 OREE

Ty 10 8
BYHER X OE 4 e

- 1ETERAS 14 5
ErEE

SR 6 2

Koy 5 1
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7T BN BSH R TORLGEIE R OG- 17- D)) 4

HPRIE

N % x5 & L7z KEPPRA $E0D 7 7 & R %t B LLEGAER (285 T, KEPPRA #% 5- 5855 D 15.0% K% Y
TR REEEREED 11.6%0, AEFESORIUCL v REA2PIE IR GEAZRE L, &bL<

Nt 51%) BEPIE IR EGEOHEICESTEWERD Y 5. 7o RE5RE IR
KEPPRA #5- & CREBEE N E > T-EIER 23 6 (-7,

£ 6 HRIEEAT DMNEE XSG L L7 7 1A LGSR O KEPPRA 58 Tl b X
S H LN GTIEIHREGBOBWREIZESTZRWEM D 5 b, 77 v NG BE T~ TR
D@D T2 REIEM

RIVEMA KEPPRA VA A
(N=769) (N=439)
n (%) n (%)
0 e 10 (1.3%) 3(0.7%)
FRENED E W 11 (1.4%) 0
TR 34 (4.4%) 7 (1.6%)
I r=—XF

KEPPRA $ED 77 & R % R ELEEAER (23U T, KEPPRA #5585 D 83% M N7 T R HEBE D
L7%DEWER ORBIC L 0 &G 251 3R Lz, 77 bRk R EbEGBR Ic ¢, &5k
IR G EOFEICEST-EWERAD 9 b, 77 R 5EEF I T KEPPRA &5 HEF TO3REL

BEFE Em - T BWER 2 712777,

T HFEIF 7 0 =—TAPAVBEEZRNRE L7 7 AR IR EEGER I Z35\ T, KEPPRA & 5-
BE TRV BB R @D > TGP IR TR G & OB EICE > T2 IEH

BIfER

KEPPRA
(N=60)
n (%)

7R
(N=60)
n (%)

T%

2 (3.3%)

1(1.7%)

o >R

1(1.7%)

9 DY

1(1.7%)

B

1(1.7%)

TEHRE

1(1.7%)

ARIE

1(1.7%)

S REENE

1(1.7%)

PRI EC

1(1.7%)

IR

1(1.7%)

o|o|o|o|o|Io|o|o

AT CHETFE

7 F B AR ILEGAER (23U T, KEPPRA & 5 BEH D 51% & 7T 2R G-EE D 8.3%05. EITEH
(X0 BB PR S A e R S B AR LT,

AT IR E DS D T i o Telz . ASHGERTOHR G-I E > T2 BIEH ORI 5
MITT DT ENTERoT, AGERIZIBNT, FILICEL RO H HRITEHIL, o TA
PADRERTHILIZESTZEWER L EE L T & FHland (R6XKUVETESH) |
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1ERY, i A FED AL

KEPPRA OB RWER O 7 a7 7 A WiE, &t BYETRBRCH -T2, A EERMEOFE K
ONFERNZ BT 2RI ON T, B Z AT 5077 — 37w,

6.2 THIRH% O AR

TRUORTAEFRIT. KEPPRA OfilE O TR SNz, TNOOAEFFRIL, FEA R
REHERN S BREIICHRE SN bDOTHL D, 2N ORBEE L SWEEMETHEET 5.
TR & OIRNRBRE LT D 2 L1379 LH ATHETIERL,

FROFRITRUEZEIWER LAIES (6.1) #Z2M) [z, ik O KEPPRA $¢ 5 BE 1286\,
ROFFFEPIRS DG STV D @ IFEiERERE, BT 7 h—8, VAF R U—,
SIALBE, A4, P28, FAMERBUDE, fFPERBUE, Ege, PLIMERBDE ()< D2DIER] T
X BREEHEIGERD HNTE) | AT 4 —T U R - D a Y UEERE, (UIMRIBAE, ThEEE R R
FERMAEE K OMAEIBY GRadE 7 v 7 7w MIA) . KEPPRA OF 512 L Y ESEDHE 40TV
%73, KEPPRA O 5% H 1k L 7= KO FER] TRIE 38D H i/, miRH% O KEPPRA THITA
(AREEZ, BRCHEOHZSERE) NG SN TWD [AZ~DHIHHIZ[T 5 E8 (17)
FMH

7 EYHEEER
7.1

KRBT DHENEH D in vitro 7—# 1%, KEPPRA M 3EWEhRe A0 B AR 2 5| &k = 3 ArREME,
UTZ T B AHEMMENZ L EZR LTS, LRF T X L EZOTNREIL. IBEAROHIHN
THOLND CoBE LY FITEWVREICBWT, & MNFF F 7 v A P450 53 1Fl, =ARFT RE R
7 —EXITUDP-7 V7 v VR OIHERITH e < mEitEORE TH 220, £z, L
FZ ¥ X LML invitro TV T 0D 7V b R A B E B 2 720,

LT T & 2 AORETMEE T2 L BITHEEET (FEEE<10%) IZ2FIIBRT D (L7e-> T,
7o AV BEREBTENL T OFAIZ X DM FEY) & OFRIICRIE L 7 2 AERORTREMEIXIZ & A E 72

v

S EhRE A BEAER O RTREMEIZ DWW TIE, BRASRENRERER (T == kA, 2L Bk, &0
BHESE, Yaxv ] ULT 7Y TaRXRUR) IZBWT, FETANAREICBITS 7 7k
ARt B EHGERBR IS B 1T DI ENREAR 7 ) — = JNZ L - Tl L 7=,

72 T7xz=hFfV

KEPPRA (3000 mg/ H#5) 1FEHAETANAZAT HBEICEBIT D7 == M o OFYEEIZ 5%
ERIFS o Te, £, VRF T X LAOHEYEIHESL 7 == N NI X DB EZ TR0 o7,
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73 LS upg

KEPPRA (1500 mg 1 H 2 [EI#5) 1, fEEMR AT 5L 7 a i OEWERE I B %2 RIT S 72
Molz, 7L alE500mg 1 H 2B EIX, LART T8 52 AOWRIGEE R OWRIE, XimEs
U7 T v AR ORFPRINC R E KT X ootz E2, FEREW TH S ucb L057 DAL OBE
NN 3S 7 e oA Ny

74 HOHTTTANAK

KEPPRA & iDL TCANAIE (AR~ IR F o FERNIXF, Tz /N EX—
v, Zz=hA v, U R, 27 el LoOEYMHEEROMREMER. 77 AR xR g
BIZBWTLART T X AROMOFLCANAIEOMFETRE AT 5 Z LIk gLz, =
NOEDOF—EZnG, LRFIFTEvH LIMOBF TANAIED MBEPEE L2 KIFESP, £/, 2
NHDOHTANAIES LT T & LAOIYEREIC B 2 TSI N 2 LD RSN,

75 RROEEHEEK

KEPPRA (500mg 1 H 2[El%5) 1%, =F =LA hF P4 —10.03mg KOLR LA A RLL
0.15mg Z & AT 5 F% OBHERR, SUTEATERALE R ONT 07 2T 0 v ORYEEI 8% &
F&pote, TOZ LD, BHERE L TOMREWE SED 2 LIHFLEAERN T LVRIRE
Nic, £/, ZORABTE L OJFRIL, LT T8 X2 2AOEYBRBIZEEL KT S enoT,

7.6 YIxT v

KEPPRA (1000mg 1 H 2[E[%5) 1%, I 025mgl A 1[a)HE 0 &5 OHYEhRE &K OS5
(DEX) ITHBELRIES kot Flo, VAT LML, LRF T X LADOIEYEREIC
WEL RITI ehoT,

77 UNTFUY

KEPPRA (1000 mg 1 H 2[E#%5) (TR KNS VLT 7 U v OIMYEEEIZ 5B % MIF S o 7=,
F/2, Tu b B UVEBIIL AT T X AOEEBEZ T ahols, ULT 7 U ORI, U
RF T X LOIRYENREIZ B KT S 2o T,

78 Tu~NRVF

BRANE WL ERITH L 7 a2y K (500mg1 H 4[E#5) (X, L XFF7EHX L 1000mg1 H
2 [l G- O3YEhRE & 2L S B2 0o T2, R TdH D ucb LO5S7 O C* i 1X. 7B X%y K EDf
XV RI 25172 o 7o hs . IRPICRE(VIA THRE S N D R I e o 7o, 7wy REH]
T Tucb LO5S7T D7 U T 72 A3 60 %K T L7, B85 < uch LO57 DJRAE SWNIXTT 5 71
Ry ROBAHENEET S L EX b, 7a_%Y FIZRIET KEPPRA OIS TIT
5 Ca A DNGAVAIAN
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8 FeRlREM~DKE
8.1 HR
LR 7 =2 —C

bt MEFIZBO CEYIZR BRI = STV, BFERICBW T, LXF T X AT b
TR & & A% SUTENLL EOH & CEEAFEMEERS O EFEMEA R Lz, KEPPRA [TAHEHIZH
WTCTTRHRENDRXRT 4w EBIRIE~D Y A7 % L[R5 LW SN GEICOMERTHZ L, il
DPLTANAIE L FRRIC, EIRF OABRRAEALI LT T8 & DRI E RITT A TREMDS &
Do HHRFIZLARF T & AOMHPRENBD Lzt OWENDH D, FLTANAKOEGHIEIC X
D, R LTRHALIBIRICERE L5252 b H 0 2 DEBOE(ZH L /RN S 5,

IR O OMEZ » MW T, LRF T4 A 350 mgkg/H [ARmMEHRFECE MESE T A
xEHE (MRHD) THh 2 3000 mg iZisi LZMHY] DL EOHEICL AR N#EE T, RITORED
B ELE OB L OB - AN O TEIEN D Hiv, 1800 mgkg/H (AR HEFEHAE C
MRHD @ 6 %) Tix, R TCROEINE NHAEROITEZ(LAFR D b, RIEREEICHT S
HERZHL T 70 mg/kg/ B (R EREHAE T MRHD @ 02 £%) Thol-, ARBRTHW-#E5ETH
DR RHRTEMEITRR O Do T2,

PREIERIOEIRE Y X TlE, L XF T B X L 600 mgkeg/H  (RFE SR T MRHD DR 4 4%)

U EOHEIZ L2 A#E-T, IR - JrVEFE =GN0 &% MR EE D G VB 48 225 DO FE BRI NN AT &
AU, 1800 mgkg/ H (ARMmFEHLE CMRHD @ 121%) T, FREAREOHD & IRV A T OF BN
DFRD BT, BRIBRANTHR§ A MR 200 mgke/ B (REEHAEHAR TMRHD @ 1.31%) Th
STz, Fi2, RHAENEIX 1800 mg/kg/ H TRl HiT-,

RETERIADIERT v FTlX, L_XFT&H A 3600mgkg/H (MRHD O 12 %) Z#&5L7-& &,
JE VR E DO K OB VR B R B O3B NG00 B vz, JRIBIAITHkd 2 M AR X
1200 mgkg/H (MRHD @ 4 %) TH Y, AR CTIIRHMARIEITERD e o7z,

FEIRR GHEA) ROBIMOT v M LRF T 2 MK 1800 mgkg/ B (KR FRHRE T
MRHD O 6 %) Z#5 L7z & & MREAE R ORE~OHERPEITRD bR T,

UCB AED Pregnancy Registry (ZFRD BHERZ 1)

UCB fti%, KEPPRA %169 XTD UCB OHLCTANARE IRA U722 B9 5 228 M QMR
IZOWT, B a3 % TUCB AED Pregnancy Registry] ZBHex L C\5, 72/ J AlZ
T EALLT VL 1T, [TUCB AED Pregnancy Registry ] ~D% k%, ERIEFEE THEEDO L
H 5T H(888)537-7734 (EELEHEERL) (ZHERE LG CTE 5, £/, BAIE, (888)233-2334 (ilah
BHERL) (ZHEEG L. [North American Antiepileptic Drug pregnancy registry | (Z8$kT 52 & HTX 5,

82 KR UHE
t kOo K O FEIZ 52 5 KEPPRA ORI RATH 5.,
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8.3 F¥lim

L R_RF T & LIRFAFICEITT D, KEPPRA &5 OREINGRILF OFLIRICEEZ2EIERH O]
MRS D7-0, I EHFIET H &), HAEZHIETHRETHHI0E, HEA~OFEARGOE
A EBICANTRETDHZ L,

84 /NR~DEE
16 AT O/ N BT 12 351F % KEPPRA JEHFI D22 2 e OVE M EIIMENL X Tu 7y,

85 EEE~DOHRE

LT T2 AOERAKRBRICEB T HHERE D 5 B, 347 BIH 65 WLl ETh oz, LaMEIZHB T,
IS OEEE & X B RS L ORICEIRN R T2 o T, 7B, TADADT 78R
KB GBI 35 1) 2 m s O WkBRE B L. KEPPRA O N A N 3l 2 12134 Tlde ho
77

EEnE (61~887%) 16 filaxf4 & Lo B N#& G LN 1 H 28] 10 HHOKER D #5388 TlL,
IRENREIZAFIRIC K 2 23O b o T2,

LARFZ X NIEICENOIRME S NS Z Mo TR, AADORIWERICE D U 2713, B
REHFEE TV mWEEDbND, mlirD~EE TIEBEENMET L TW LR H 50T, &5
BIXERELTERTARETHY, BEEOT=4) V7L HAHATHL LEbI s,

8.6 EHEEREERE ~OHSE

L RFFGHHX DI VT T ATEEREREERE TR TLTCBY, 2LV T7F= 27077 AL
BIL T\ 5, HEERE K OVER E O B = R I DN I EBIT 252 1 TV D ERE ~ D B2, 1
BEONNLETH D, KEPPRA %5251 T D BHEREREE RS CIIR 5 B2HE L, M z2%7
TWHBRETIIBITRIGBINE G T2 Z ERN RSN D [BFERE (12.3) KOV - HE (2.6)
e Y A

9 RWELH RO
KEPPRA O $WpEL A M OFEMAF O Al REME 2 5l 92 & b TORERIT, 2 L TR0,

10 BERE

E NCEI B A E R G HEDSEIR, IR R OV 2T 42,

BRIRBAFE B 1T VT, 5 - S 4172 KEPPRA DO O 502 & 2 BERN D fe i #% 5- 813 6000 mg/ A T
bt HERFER Tl B 5 RS S H T, BEIRIRREZBR X BIERIZERD bive o7z,

MR #2315 5 KEPPRA O 5-Tid, MR, Hogk, BORME, SRk~ O RIS K
OEHENGERD T,
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W 7 RGHFIC T 1T & LT KT

KEPPRA it &5 51256 LRFE OFERAN T 700, @B G-25580 bz @%Xia%@

W S TWRWERIZRET D L oA L Z L, ZDFE, %%ﬁﬂiﬁﬁﬁﬁ Zi _E,%Lﬁ‘é z
&o BEITRT D —MREZRRPERRE & LT, A%&w%4y®%*&)yﬁ&0m%ﬁ%®ﬁ§ﬁ
ENRFEF 5, [Certified Poison Control Center| (% KEPPRA 18 & 4% 5-RFOE PRI B 1 H = lf
REFEHT LTV D72, a2 mb 2 &,

YiRika%z/n
R R IMEEITIC L > T LRF T8 X ANRTRICBRESNDIZ0 @GRFETR S50%) | i

HOBIZITEET 5 2 & DB OB O B 50 CILMEENT 3T DO 2o 7253, BE DORFIR
JERIZ K> TIBEERE ENIAE TH A BRIV TCIEMELE SNH0E LIV,

11 MR

KEPPRA JERAFNIHLCTAMNAIKETH Y | FRNE G- O AT 728 E K (100 mg/mL) Th D,
LARFF 12 NMIEFEERTH O | ALF41T(-)-(S)- o-ethyl-2-0x0-1-pyrrolidine acetamide, 532\

1% CsHEN,Oye 3 7813 17021 TH D, LT T8 X MIFEFOHLCTAMNASE (AEDs) & i3{b*
BN BT %, HERIILUTOEEY TH D,

LARF F 2 H AIHE~RIKAEOFRERIEOHAR T, DT DITRRRITBVAH D | RITHED, K
IZE DO TETRT < (1040g/100mL) . 7 r kLA (653g100mL) MUNA X J—)b

(53.6 /100 mL) (2T 9 <, =& ) —/MZEEITRT < (165g/100mL) . 7k h=F U/
RIEFRT < (5.7g/100mL) | n-~FHATIE E A ERT R (AT /100 mL AL S LOR
DR

KEPPRA JEHANL, 1 mL H720 L _XF T X A 100mg 25 HT 5, FEEHLE OKEERE &K OWHE T k
U o LK) 82mg) THRIpHSSIZHHHE STz, LT T8HX A 500 mg, EHAK, HikFT Y
U A4A5mg EEAT D 1EEVEID O 5mL A TV THEG S5, KEPPRA TEHANTEAIRNR 5-
AT 2 UHL - HE 2.1) #2H]

12 EEPREEH
121 {EFRSF

LT T Z LPUTADAAER 2R TR EREF IR TH D, LT T8 X LOHTAN
MERIE, 2 < D TANAFEEEIET VTR SNz, LT T8 2 MIEBSRECUTT WA
FFEMVEN & D B & > THFE LCHBIORMEZ MRS, HE L Wi ABIEE
TNAORBRT I DT NNTEEZRTOR TH o7z, —FH T, b MBI D ke a2t #
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HEER Y FAE D —E ORI T 2 EL /T 2 2O ITWIAFHREYE (e s kO
A=V DFHFET DERMERIEN S IR T 2RI LT IHIER RO bz, F
7o, & NEMEROGRIEOMOET NV THDLT v hX U KU U TET VBT, LRFTEHX AL
XU RY U THERKLOF S R o ERBEOREBOWTIUIKT LTS, MfilfENEZ R LTz, 72d,
INHOEYETAINE N TANADEDH A TSI D DOINIIAME TIER 0,

WS 6 D T AN ARG 2508k U72 invitro X DN invivo IRERN G . LT T & ATIEF ik
ﬂﬁi/% PEICB A 5 2312, B KEIHIT D Z EXRINNTEY . AFNTTADARERERE KD
W 22 R b & FEENER %%*ﬂﬁ‘]@iﬂﬂﬁﬁ_é MRS D Z L BRI LTV D,

LARFTEH AT 10 M £ TOREICBNT, XY UTEE Y, GABA (-7 2/ BEER) .

2V, NMDA (N-AF/-D-T7 AT X R) 72 EDOREAOSZEHAR, FBOAEM L O ﬁ%ﬁmL
W2 LS BB 2 R & o 7=, BT invitro FRERTIL, MREOENAEEIMET B Y 7 AEHRX

ELL TR B LT NERICEE L KT o T-, £72. GABA 1EEI:O#REE 2 EAE e L7
o — . LRF T H AL GABA KOV L AEEIE BT OB OFIER T OIEIEZ I A, ik

ﬁﬁﬂ’ﬂ@ N AT v 7 N A S BN BHE T D Z & 28 in vitro iR C/R U7z,

7 v MMHERCIIT D LT T X AOFIFWE CIL BRI S S VR &, T OFEA
EALIE T T AT AR SV2A TH D Z ERERT — X bRz, SV2A X7 2 &/
FEBE AW OHIENCBE S L TS EEZ LN TWD, YT 7 A/NMalz A HE SV2A ICHEST 5 L
F T X AORTIIBRIIERE SN TRV, LRF T X AL ZOHPWEIZIE, SV2A X
T HRECBREICFAN D . ZOFF| L~ T AREFPERIEET T /W 2 RBEMHIER & ORI

FHEEASZRD BTz, ZOFERIL, LRF T H LE SV2A L OMOMHAENERN., AAIOFLTANA
TEFH ORI L TOW D REMZRIE L TV D,

123 EyEhig

LRF T v & L% 15 5B CilRNEiie G L7256, RHEDO L RXF T8 & A RNEEE & L
F 784 LREAPEGD Cha Cinin X VB IRFZ :]:H ECHoT,

B ABBRE . BN CTADAEE, /INETALAEE, milnd ., OB R OWTREREIR T 45t
RIZ, LARF T AOFYEIREE R LT,

#E

LRF T X AL, BROEGZECHITODIZ IR END, LRF T H LAOESH LG
RIS R%ETh 5, VA%7?&A@%%@ I CH Y . RIS, EIRNE
B OMERRIZEEN NSV, LARF T2 ATME- A A & ITBEERE S 2 RS T (BE%R

<10%) . S RAFEITAIIEN & OIS O K BIZEEL L TV 5, FEED 66 %Ik, RELIKE L
TEPOHRSND, LT T84 LOTRBHEEE EEED 24 %) 1L, 78 M7 I REORHE
HINKGIRETE D, FFF R 7 1 2 PASO LKA L 722wy, REMICSEBEM T2 <. B bk
Noe LARFT7EZLOMBETIHIFEINL, FBRZEL TN 6~8FHTh o7, milmd (E
W7 VT T AMETICE D) MOBHEREREE 2 A7 28 CIRE T HA BN ER T %,
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iy

TREEERER T 17 Bl 23t & Lo A FRIEMERBRICB W T, LRF T/ & AyERHF & &0 8E o
FISEMER MR STz, ARBRClE, L _XF T8 H A 1500 mg ZJ4E L7 0.9%H(bT R U o AR
100 mL TR L, 15 o RIFIRNERE G Uiz, B8R U7 Sl T, BERTROLXF Tk
& IMHET R LR UGB TOR OB G D T (BT D METEE L FETH -7, LF
7& & A 1500 mg DFFIRNFRE G1E, LR_FF7EX LA 500mg iR HEE3 8E L RIS TH D Z LR
Shiz, LXFTEX AL 1500mg 2 1 A 2B 4 AREFIRNE G L7220 LA_F 1 2 Lo3EYERE
707 7 A JVTRERENCARAT L7222 E R S Te, EFRIRIEICE T D AUC0-12)i%, H[A#EE% D
AUC;y & [RIBRTH o 72,

L _RF T X LRPEOFENRFOMSEET - A H & ORERIZ 10% AL THY . -ABEEE
N COBEIZ K HMOIEY) & OEFRANCRIE & 72 D AEERAORTREMEIRIZ & A K720y,

LARFZEH AL, B MIBWTRHEICRH S22, EREHEKILT & b7 X REOEERINK
RTH Y VR TH D ucb L057 (Be5-8D 24%) OERIT, FFF b7 1 L P450 4y
FREZMNE 720, EREIZERIET T MCB WO TREZ R S 20, 2FEORIEIT. 2-4
XV-vnl RUi (BEGED2%) KOOSO 2-AFY-v'r ) PUBROBEY (R5ED 1%) &
FE SNz, LT T ATEOERBMITEIT 27 BMROM AT /20,

k7214

FRANIZET D LA_TF T8 2 LAOMBEFHEIRINT 7 = 1 FFE T, 58, REREXIIRERS
DWTHUICE > THHBINR, LRXF T H ATREED 66%NRE(MAE LT, B

L IREBEMSHt SN D, 257 V7T 7 A% 096 mL/minkg TH Y, B2 VT 7 A%

0.6 mL/minkg T&h 5, HEMOBEFFITRERIEAIE T, —EHITRME D S FHRIN SN D, D ucb
LO57 I3-RERIAR A & PRANE DOREENAY AT K 0 Pttt <41, &2 U7 7 213 4 mL/minkg Th -7z,
L RFFv X AOENNLDHEKIZIZ VT F=o 7 YT RAEHBELTWE, LRXFFT8X LD
7 VT T RAIEERBEEL AT LRE TIRT T 5 [FREM~DKT (8.6) ROVHL - HE

2.6) XM .

VB REFHINT A A

RBMBEOMENEFNCEET D invitro T —Z 1%, L_XF T & AN ERE LA FAEH 2 KIET
ATREME T2 T D ATREMEAMEVNZ L 2R LT D, LT T X AL ZOEREWIT. IBEHAED
HHNTHEOND Cua X D HITEWIREIZBWT, & NFF b7 1 A P450 5 7-HE, =R¥
Kt Kr o —¥ T UDP-Z/ V7 b UREaBIEEOILERITH <, mEfttoRE T2, £
oo ULRFZ8Z AT invitro T/IVTRBO VT v URIEITE B R 5 2 T,

LARF Z 75 AORWERERM AAERA O FREMEIZ DWW, BRREDEIERER (7 o= 1 A
nralk, OV7y Uy AT HBEEE, Tr SR R) (ZBWT, £ TADLARE
(2B 277 BARXRERGABRIZ B 2 FYEREA 7 V) —= 0 71X > TR ST 5 LA
HfEH (7)) M
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FERl 22 EE [T

B

EEEICBIT A LR_XF T X LOEYEEIZHOWNT, Z LT F=227 U T T2 AN 30~T74 mL/min
DOPERFE 1651 (v 61~887%) Zxfg:L L CaMliL7=, 1 H 218110 HOKER B G%, il
FIBITFELHE 7 VT T AL, BEEERRAICH AR 38%E < | 1T 2.5 I E - T-, 21
I, BEOLWBRE OB TIC L 5,

B

16 AT O /N EBEIZH 1 D KEPPRA EH A D Z2 M M O ZIMEIIHENT S U TUVRU,

R

LRFTHH LD Chax & AUC T BN (1261) Ll L T4t (1 B1) DI 20%mE70 -7, L
ML, KETHIELZZZ VT T ALRRETH -T2,

N

NHE OB H & LR EiiesBiirbh T, AA (1260 ZRICLi-dEre Ty
TN (126]) ZxtGel LERRELLELIZE ZA, LARF T X AOMEYEREIXRETH - 72,
LARF T MIEICENLHEES, 7V T =07 VT TR, EERNEET RN &0
5. ANFHIZ X 0 RWENRENS B2 2 AlREMEIX RV 6B X B,

e
FREE D L7 2 BHERE 2 T D AR E 2 6 R LRTF T v X LA OYEhRRIC DWW TS LT-, L
RFFTHvH ORI VT T AL, B TFERE (Cler =50~80 mL/min) T 40%., HZERELT

FH#E (CLer=30~50 mL/min) C 50%, B THERE (CLer <30 mL/min) T 60%fK T3 %, LXF
FHYRELDI VT T AT VT F =7 VT A EFHBET 5,

MFRIE CREIEAE) BEICB T 2257 V7 70 A%, BHEEIER# (CLler >80 mL/min) Tk
X, T0%IK T L7z, RNIZH D LT T ' X LD 50%H, FEAER) 72 4 BER O MkENTIC &> TER
EEhb,

LRF T Z LOEREZ25%21T 5B E 2 A3 0 B TIIHEOBEZ1T 5 LRI, mikEiTk
CBNkET o 28 UL - HE 2.6) 22 .

Vg =

#EHE (Child -Pugh A 27 A) S HZEE (Child - Pugh 2 =27 B) OFEREIR T& Tk, L_XFF
Y 2 AOEYENEEITEA L7272, B (Child-Pugh 2 27 C) OIFEREIR THEICBIT 228
7 VT T AR, FFSREIEEE D 50% Th o720, IKFOIZEAEITEZ VT 70 AMK T EH
LEZ LN, EERELZ AT 2BE CRBSEOREOMLE T2,



LRFSt4A L 1.6 HEIZE T3 ERARREICET 25 Page 76

13 FEEREREME
131 DBAFRME - BEEN - ZRBE~OPE
AL

7 v MZVLR_F T4 L0 50, 300 KT 1800 mg/kg/ H % 104 HEFREER S Uiz, I RKHARITAE
AfERRE T MESE 1 BicEAE (MRHD) TH25 3000mg D 6 528 L, 557~ 2EigiE
(AUC) IZMRHD ##5- L=t N THEOLND AUC DRI 6 {5 TH 7=, MBASFNEITRIE S22 h
ST, T RIZLARFTTEH L 60, 240 LN 960 mgkg/ H % 80 MR H G- Lz (W ARIXAER
TR T T MR a5 C MRHD O 2 f512HHY) o DSAFWEIIRE SN2 h o 7208, wmyliaf 5 &%
W RF Tl o 7ole®, ZOFEIIHT 2B ASFEIZ OWTHa i il TE o7z,

B R 7T

LT T & & AT Ames R XTI T v A =— AL A Z —PREGHIRG 2 F o8 R 72288 BRI
BWTEBLGERIEE RS 2o, T ¥ A =— AL AL —INEMI % V= in vitro 4y Zd i Ge 4,
KRB N O~ 0 2% W2 invivo /MERBRIZEBW T, LRF T8 NIRRT ZFHHL
inole, VRFTHE LONKGIRESMTHY & MBI 2 FENREH TH 2 ucb L057 13,
Ames iR K O in vitro D~ A 7 p—<ilBRICB W CGRInEE 2 R S o7z,

INEPN ﬁ/
iﬂ Hz ™ %‘g

WERE > MIZIW T, 1800 mgkg/H [ARERSUIRE R T MER 1 RRmHREOK 6 f4]
FTOMBEROKE L& & ZIREUIATERE~ OB FRPBILGRD bl

13.2 EMp CoOFMER OV SUIZRSh IR
BB ClE. LT T4 Al MARHRE RS U ZNL O R R CRAERIES T L,

14 FEEERFAER

FTARTOARERBR TR O 8G55 2 F e, FEROAIORERHT, 2 b OA MRS K& O 1A & JE
BRAF TN AT A Z VT A DR ThH o122 & [EYEHE (12.3) #2204 1[2HSL,

DR HRRBRICEO T, 77 RIS L, SEHERREEAED Y | 13, p<0.05 2757

14.1 EPrFIE
JEN TADPASBEAZ 1T S P FENEIC S9-S5 B2

N TOPREE (o TANAIEKE OOFEE) (231 %5 KEPPRA OF &ML, HHAMEDE
DEEEET L (CIRMERBRCOFEL D) BE G & Lic s dtF, BEAEI, —
B, 77 ARG 3 HBRIC K W BRES e, ZAh TR ToRBRIL, SEAIC T S
NTn5, ZNHORBRIZEBWNT, 904 BlDRE N7 EAR, 1000 mg, NMmgziwmmgam
WTNNCEEES BN Sz, RBR 1 SUTRER 2 THAAN BT BE T, HHRMER D IEE A L
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QAELE) | WP TANAEEZ 2KILL EIRA L TR0 . 3k 3 THAAN LB,

AT SRR A L (L) | Fl2 i C A A E 1RIIRA Lz, Bk, BT
DI LB 1AIDO—E LIl CANAIRIBIRZZ T THE Y, RR2FNOH CTANAEKERAT S Z
EMTET, Fz, BIEHBICBW T 4B Z &2 2RI EOESHIEEAT HEREEZXIRE LT,

TACORRBIRT, FEHANRAERL, p<005 27T,

k1

ABR 113, KED 41 fligg TEM SN2, ZEHEMR, 77 AR TRERH LGB T, KEPPRA
1000mg/H (9745) . KEPPRA 3000 mg/H (101 ) KO7"Z &R (95641) ik L7z (HiEE1
H 2 B0 ESEFRE) o 12 8MOBEMIRKE 7%, BEIX RO 3FEOWT NI EIE RIS
INTo, 1I8EMOIEFMIMIL, 6 HEOHEEMM & 2 12 MO (BEHE) <
WS AL, ZOMOOFRICTANAIEORIE - AR —E & Uiz, A0 FEFHIfEEIT, BIE
ZEIA R ORIREIE CEE MBI (BT 257 0 OESRIERE D 7 T BRI DI
DHIZ K DRERM L & Uiz, RIVGEHEEIZIZ L AR X — L — b (B &7z OFFEIERE) B2
25 50 %LL B LB oFE) & Lz, 3B 1 O R %2 &R 8 1T,

# 8RB 1ICH 57 71 RIS B BT Y ORI R FETR D 5%

7SR KEPPRA KEPPRA
(N=95) 1000 mg/ H 3000 mg/ H
(N=97) (N=101)
TR RIIKT D
. o - 26.1%* 30.1%*
e G ' ’

RITURICH L R FHREFED D

TEVEL BN ORIGRHIRE (EE+FHMEHIR) (BT 2 H 72 0 OSBRI B MR 2 5
50 %Ll B L= BE OEIS (i) % 3 o058 i) &L IZK 1ITRT,

M1 RBBR1CBIALVAR S E—L— b (BEYE D 50 %L EDJED)

45% 1

39.6%
40% 37.1%
35%
30% *
K]
EZS% *
£20%
b
=]
215%
10% 7.4%
5% A
0%

Placebo (N=95) KEPPRA 1000 mg/day KEPPRA 3000 mg/day
(N=97) (N=101)

* TV L, A PR EED Y
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2

ARBR 213, BRIND 62 fiik THEMi SNz, “HEMR., 7T AR m 2 A — " —3 BT,

KEPPRA 1000 mg/H (106 /1)

(HIEIX 1 B 2[EIOFESERS)

AR O FAN OB G A) 1 F, WATHER RS & L Tfr S s Lo ICBES e, &k
12 AR OBIEIFE TR, BH T RO 3FHOWFNMTEIEREIN Sz, 16 R OTRFR I
(3. 4 BEFOHEIIH & Zicki< 12 BROFHMEHIF (EEMRE) & L. CORFARTANA
HKOME HEIT—E L Lic, AMMEOTERHMIEEIE, BIE/FIS RO RIFMN &+ FH
WD) (2B il B 7= 0 O RIERERD 7 7 2 RISk T 20 I L AR E LTz, BIREE
MHFERII VAR Z =L — b GHHTZ Y O FEIEREDBEIR D> 5 50%LL b L7z B o

FlE) L L, B2 O A OFFTRER 23 9 1TRT,

#£9:RWER22BIT D7 T HRITKT 2B T- 0 OFRFRIERECELHAR - HiE A

. KEPPRA 2000 mg/H (105 ) KO 7 &R (11141 Z#k L7

Z5 R KEPPRA KEPPRA
(N=111) 1000 mg/ A 2000 mg/ B
(N=106) (N=105)
7o RICKT S
. N — 17.1%* 21.4%*
5 R B 4 : :

RITURICH L R FHVRHEFED D

IEVEL BN ORI EE+ YR (2B 25720 O FIERER R S
50%LL b L2 BE OB (yil) % 3 0BHRE i) Z &I 21aR7,

2 ABR2ICBITD VAR A —L— | (EEMED 50 %A O - Wil A

45% 1

40% 1 35.2%
35%
30% -
:E 25% 1 20.8%
5
fs-' 20% A K
X 15% A
10% 6.3% *
5% 1 ’—|
0%

Placebo (N=111) KEPPRA 1000 mg/day ~ KEPPRA 2000 mg/day

(N=106) (N=105)
KT FUIRITH L, BFEII D D
VAR Z—L— s ORI OfE$, KEPPRA 2000 mg/ H & KEPPRA 1000 mg/ H ORI, #Eata

HNCHEBRENRD bz (P=0.02) , £7-. 7o x4 —"—BR L L COMHTRE R L EETH -
72
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AR 3

nft%m X, BRI D 47 fagk CHEM S, ZEHER, 77 BRI, AT GRS T, #HETE

B lE (CIRMEERIEOFEZDR) 26 L, 1 BIOBROHT A AIIEE 2T T DR
%%ﬁ%kbf KEPPRA 3000 mg/H (180 f5) & 7 Z&AR (1044) 7% kit Uiz, 7B5KIT 1
A 2N E#E Uiz, 12 8MOBIERHIFRE 7%, BFIT RO 2 FEOWT NN EERSEIT S
iz, 16 BB, 4 BREOSEHM & Zhicke< 12 B O (EEHRE) &L,
%@F‘ﬁ@ﬁﬁﬁﬁf/wﬁx/@%@ﬂ%-ﬂﬂ% i*ﬁz“é: L7oo AWM EERHIfEEIE, EERR %O
IR EE M) (B2l H 720 OEDRIERED 7 T v RICHT DI RIZL D
BERILLEE & U7z, BINREHmFERE X vmw& L— |k (#H 70 O FIERE D BEIR &
50%LL b L2 BE0EIE) & Lz, R 3 O R 2% 10 1277,

10 : ABR 31CBT 57 7 B RITHT D 72V OSSR LD 3

7R KEPPRA
(N=104) 3000 mg/ H
(N=180)
7IeRIZHT B
oy FAE RS - 23.0%*

R ZURICX L, Brf PRI EAED Y

HEVE 2 B OTRIRIAR] R+ FHERIR) 1B DB HT- 0 OES FEIERE B ESMN 5
50%Lh B L7z BE OIS (i) 2 2 o058 i) Z &I 317,

3:ARBRIICBID VAR —L— b (BIEHRIN D 50%LL L)
45%
39.4%
40%
35%
30%
5 25% oo
£ 20%
S 14.4%
= 15%
10%
5%
0%
Placebo (N=104) KEPPRA 3000 mg/day (N=180)

*TZURICX L, Brf AR EAED Y

142 FHEIF 7 n=—TAPAVBERCBIT S IA7 n=—F{E
EHEIA 2 2 =—TADPA (OME) BEIZEIFS I 42 2 =—FEIZH 55 G5F

A= *w%‘ﬂ”ﬁ%ﬁﬁ‘é%ﬁ“ F 7 vu=—Tiini (IME) HETOHEE OB TANA
L OHHEKE) 12317 D KEPPRA OFZMWEIL, 14 » [E, 37 gk CHEl iz, ZharikE, #
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EZEINT, —HEER, 77 2R BEEGABRIC L v BFE Sz, MAaARN S 120 69, 113 4
DIEH R ﬁam~—1hmmab<i%@ﬁwﬂ&5& ST SN HBETH 72, 1HIOHF T A
A (AED) Z—EH&ECIRH L, 8K OBIEHFHIZ 1 H 1B EDO I A7 v =—F/EA 8 H
MLl E§RD b o B 254t & LT, KEPPRA XX 774 (KEPPRAEE : 60 ffil, 77 EARE :

60 B) DOWTIINCIEELEIMN L-, BEMAETH D 3000 mg/H F T 4T THE L2,

3000 mg/ H DO EEH & T 12 8# GHIEIR) #%&5 Uiz, 1REREET 1 A 2BOEFE & L,

BHRIMEDO EEFMFEEIT, AyRFEMRE (EE+HFHIEIRE) B WnW T, 247 v =—%/E2 1Rl L
RO LN BT 0 O BEDBIEY & el LT 50%UL R L2 BEOEIG & L=, KRBRriC
BIAEEIF 7 0 =—TCADAEE 1B3HIOFREEZFR 11ITRT,

F 1l FHEIA IV 0 =—TANAVEBETOERBTZVDI A7 o =—RERBIARICBITS L AR
UE—L— | (BEARI D 50%LL D)

7 IR KEPPRA
(N=59) (N=54)
VARV H—L— | 23.7% 60.4%*

RITURICH L R FHVRHEFED D

143 SRERIRREIE

ﬁpﬁﬁ(HH@£%¢%ﬁ¢5ﬁ%éA%Thﬁh$%T@ﬁﬁ%%(M@ﬁfﬂ#h%k@ﬁ
%&5) B %5 KEPPRA OFZMEIL, 8 »[E., 50 Mgk CTHfi Sz, ZhtiskdhE, MIELEILT,
g@\77ﬁfﬁ%mﬁﬁﬁ_;bﬁﬁéhto1Xizﬁ®#ThWA$(AHm T—IE
HAETIRA L, SEHEIOHFE LTe_X—2 7 A VHIBICEBWT 3 [EILLED PGTC HIE (R—R T A >
AT 4N 1TECLE, 22 4B OR_R—2 T A A2 1ELLE) RNROON-BEZRGE LT,
KEPPRA X177 B ROWT NN EIELEINS Lz, ATATIL, SEBOHA LT-_—2T 1
Wz MBIZIM) & Lo, ARBUIE, REMRRBIEL AT D8R MESMR TANA (FIT, HFEIL
Ja=—ThDh, HFERMTADA, NERTAUNA, ATREERFRFEIETADNA) BE 164
W(HWMAﬁ:mW\fﬁtﬁﬁzmm)%ﬂ%&bko%%ﬁéﬁfhﬁh@:h%ﬁﬁﬁ
id, ABRFEMTIS AN, 4T T, RAOBEHRETHS 3000mg/H (NET
60 mg/kg/H) ~HEE L72#%, 3000mg/H (MR TiX 60 mgkg/H) OREEMET 20 #HfH (ﬂi{ﬂﬁﬁﬁﬁ'ﬁ)
5 U7z, BB 1A 2B00ERE L Lz,

BHRNED EEEFEMIERE 1L, KEPPRA BEL 7T B ARBEORTEEHN GEE+ M) ([cBi 58152
NS O H 720 O PGTC BIEREHADRE L=, 77 ARG 8E & il L. KEPPRA #5-
BEICBWT, #ERICH B ZRBIEWIN A5 O PGTC ZERIE OB/ 03380 HiT-,

F 12 BUEHIN B D &7 Y O PGTC FE/ERIEIRA = (1 HufE)

TSR KEPPRA
(N=84) (N=78)
PGTC FAERIE DR F 44.6 % 77.6 %*

BT URICH L R FHVRHEFED D
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IR B ORIRHREIME O & +FHMEIE) (2B 285720 0 PGTC RIERHEDBIEHM A5
50%LL b L= B oElG (yil) % 20@#}5% (xfil) Z &2 417,

X4 H7-0 O PGTC RIEREIZHBIT D VAR X —1L— |k (HEEWED 50%LL EDJED)

90%
80% 1 72.2%
70%
2 60%
g %
3 )
2 aw 45.2%
A~
S 40%
N
30%
20%
10%
0%
Placebo (N=84) KEPPRA (N=79)

RITURICH L R FHVRAEFED D

16 BHEHFE / EREROELY
161 fHaHE

KEPPRA (L _XFZtE42A) 500 mg/5 mLiEHFAIL, EW, EAOWEK THD, i E DO 5mL
SNATIVTHAE S, THIC 10 231 7L &’)%zhfb\é (NDC 50474-002-63) .

162 f7iE

25°C (77°F) TRET 5, 15~30°C (59~86°F) DL rl CKEZHE/FT7 [Controlled Room
Temperature| ZZH)

17 BE~ORATHEICET HHR
TBRRPHARRINIC IR L TV D EEIE, ERICMOE D X ) I IIRET 5 2 L,

B IT% L. KEPPRA O 52 L 0 i#Ehith D F VDR OMEIRSAE C S A[REMENH D Z L 2 bE 5 =
L. ZD72, KEPPRA 23 H B HL O IEHA-CH AR E T2 OMGERRZRESEITKR LT, B8 KT
TIENE W T D 72O O+ RS SN D £ TIE, BEICRLENS OFEEITHEE L
WE BT S Z &,

BAIZxF L, KEPPRA OFEHIZ X VATEIOZ L (BB, Bk, &R0 Rz, MRS, 9O, i
BROGREIEZ: E) 00 FIUTHEMFIERSRBD bid Z L a5 2 &,

L RF T2 X AREEINZBREICZBNT, B, BB, KOHBRSERNRESINTWDH T2,

BEITK L, 2R KE Y T EREE DM S OIERDFED b5 5a1E, 3 <ICRT7 LIZERAT
ICHRET DL BET 52 &,
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KEPPRAVENH Al D BGE 5T T

UCB, Inc

Smyrna, GA 30080

KEPPRA is a registered trademark of the UCB S.A.
© 2011, UCB, Inc., Smyrna, GA 30080.

All rights reserved.

Printed in the U.S.A.
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16.3 DEHKT—4S—F (CCDS : Company Core Data Sheet)
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1.7 RIE R —

FfEFRZhAL & LT, A —7 77 miEE 500 mg (KA | BFA M U#E 750 mg, / —LN
—VERER 250 mg, 7 L ET F U250 mg, 7 v AVERE 2%, BV U TERK 5 mg/10 mg, XA
TE 7 AESHH 500 mg, 7 = /3 — LIEFHK 100 mg & F 1.7-1~F 1.7-8 [T LTz,

# 1.7-1 RfERZS—ER (—7 77 KJHEE 500 mg)

-4, LRFTEH A
[onzd A =5 77 B 500 mg
A 2= — =T P USSR

WAEA R —
AR X —
AR H H
HiHlX 5y L5 AR,
1b544 (25)-2-(2-Oxopyrrolidine-1-yl)butyramide
{bAEE o

HaC , N Haz
WY H o

312 0 CHNO,, 2318 1 170.21
F - & AL 13470 ml) FIZLAFTTEH L S500mg &4
BHRE - 2R BRI RR OGN T ARWVEREICIIT D, TR OWBIEICKT 5 LATF T & & L 0 o RBRE
MDFT AN AIE TS REIEDNZRD SR T ADNAEE OIS IMNE (IR LI EE &) o3t
HPLTAPAIE L OOF AL
Ak - A& LRF T AOROBEG N OARANEI B2 5546
EH, LT T X AROES EECTHAELR OGS EERIC T, 1EIEZ 155500 THRIRNE 535,
LRF T4 AORAB G AR Z G5 T 554
WA 8, RAIILA_NF T2 &AL LTIHI000 mgZ 1 H2ENIS4T . 1EIRZ 15555 TEARA %54
Do
INR EE, 4 BRI L RF T 2 AL LTIH20 mgkgd 1 H2ENIT, 1EEZ 15532 TElR
W59 %, 72720, Wém@uimm LCIE, A &R CHE - mg%%mé L,
WTROBAICEWTY, JERICK VS CE 525, 1HEEREER B HIEIUTOLEY 452
L,
AR BN T B e 5-2=0133000mg & 2 72 b b L, BEREMEM EoRREEH T CIEAREE L
T1000mglh 3217 9,
INR 4Ll B/ NRTTI B & G- mI360mg/kg B A 2 L & L, HEEIFAMLL EoRE H i Tl
AH&EE L CQ20mgkgbl F 92179, 7272 L, RESOkgPl EO/NETIE, A ERICEGEZRWD Z L,

(i - AEICEET 5FERALOEFE)

1. AFNE, FRL T e&RETHZ L,

2. AENIMMOFTTADAIKE AL THERT 22 &, [ENERRBRICB VT, RFIFIRE 5 CofE BRI
A AN

3. FRABHREREEBRE AR 2R G T 2501E, TRIORTZ VT F=o 2 U750 RMaEBE L LTARID
BHERLOESRREHE T2 &, £, MRENT 22T W DRABRETIE, Z1LT7F= 27T 7
ZEISIE U2 1 B ARICINZ T, MiioEir & 3206 L 72 AR OB 52175 2 &, 72k, 22 ORLT
WA - RIS I 2L—ya UIERICESS LD THAZ LD, FHRETLICHEEICBE LN D,
M - HB2HFET 2L, ( TERpEME) OEBM)

WEFE | Soooms | ooooms | 1500me | 1000me | 1000me
s | e | e | e | T | T |
s |t e T | e R

. BEDNTREEEDH HHBRETIL, IFETOZ L7 FUEENMERFLTRY, ZLT7F=0 27 V77 A E
b%fimﬁ @i@&ﬁ%ﬁmﬁﬁiéﬁ EMRHDZ b, LOIKAENLHAT S L L b, HE
WRER 28122 L 722y & G - HEEFHT22 &,
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e LAF T8 H N
5. FEIRNE G2 SR MR G20 5 2 DBROR N 5O ik - R fIRNE S LRC 1 EAER O G E
BLdnrll,

6. RO ENFREIC 2R o Te B BTN LART T & AR ARFNCTI 0 B 2 5 Z & [EPSORRERERIC 3
W, 5 B EOFRA G OfRRERIZ V] .

st —
e KOBEITITHES L2 &)

AFNDR S XFE R U R RS LIBEUEDBEEED & 2 BF

R EOER | 1. EERS (ROBEICHEEICKRET S &)

(1) BWREEEOH 28 ( THIE - HEICBES 2N LowE) | HEYEE) oEER)

(2) HENTREEEOHDEE ( THIE - HEICHEES MM Lok | i) oEEHR)
(3) @t (&g ~oks) | HEyEE) oHEzR)

2. BEELGEAMEE

(1) EHPICBT 2% 5 BEOAMAAEERR2N LG IEIC LY . TADATRIEOHE LT AN A ERIKEEN
HOLONDEZENHDHDOT, LRF T H LAOFEEFIETIHAITIE, D7 &b 2 B ET Thxa
BT DR EEEIITH 2 L,

Q) IRK., EE - =P - REEBRE NSO TN D Z ENHDHDT, ARG OREICITABHED
RS AR R D B OB EICIE R SR WK O BEETH 2 L,

(3) Shlatt, SEEL. B BUE, WREHOBMERSS bbb, BEAERIZELZLLH 0T, RAIHE
U IRFEORER QRO Z L2 FEIRSBIETH 2 &,

(4) BEROEOFIERECHENE, AR NEORBERIEBLO FTREMIZ DWW CTHadi 21TV ERl & 855
ICHAE R D &) KRBT L,

3. El¥EA
CESHFIZB 1T B HERAE]
B BEFOTITANAIE L LT T & LEZ AT OEGHIEEZ AT 2N (165%2L 1) TANABEL6
BlERRL LT, LRF T X AORGRKE AR OZEG 0155 MHEIRNEES @GR 2B BExilx, 3
B (18.8%) \ZEWERZGR® HiLTz, ZOWFRIL, FHEALRAE, TESHBALER, ESAEIRD %141 (6.3%)
Th-ol,

HEOFIZE T DAERKAE]

BN KGR E COENT T & ARG & OV Ui < ik 5 58RI B 1 D 22 B VEMRT < 4
5 543 D 5 5., 490 5] (90.2%) \CRIWEMADZRD Hiviz, EARWERIX, SIHEEZE (53.0%) . IR (35.5%) |
B (19.9%) . FEEDEV (175%) . FH (13.8%) . 1#f (109%) &ThoTt-, £, EARRHRHRE
ERA (BIERD) 1%, y-GTP N (6.8%) . (KEED (5.7%) . WFHEERD (5.5%) Thoiz,

INR GRS E COENE MR (RHRS 25T 1SR 2Lt 46] 73 il 5 5, 43 i
(58.9%) ICEMWEHDSED b, E2EWEMIE, IR 42.5%) Thot-, £z, WRREMEER GEHWERH)
W, GRS (1.4%) . AImEREEEEN (1.4%) ThoTz,

() EXGEMER

1) BRIEHIREREEIREE (Stevens—Johnson JEIRE) . HHBMERKIRIEAE (Lvel | FEMREE (BHE AW
Bz o0TATV, JEE RIBE, K - OB A, 2 58, TRERN, IRFCM, ANKEOREDTBD S
Al G T L, WYIRLEEIT D 2 &

2) FHIBEERERRF (AR
WIMPER & U TR, BB AL, BICITERERS, U o )EEIR, meREm, ek, Sy
ARERHBSE 20 5 BIMEO BRBEUERD® H 5D Z LB D DD T, BlEZE THITATV, ZD X9 IE
Wb oo Haicidfbzhib L, WURLEZITS 2L, ok, & bR AT AL X 6 (HHV-6)
FEDOTANADFHEMLZMED ZENE L BEPIZRLIE, B ITHEREREZEOERDI R D 23
BIEAL T 22 LR HDHOTEET DI &,

3) BERLGMEREE (BHEAI*)

DLILERIED . SERERIERE, BRI AF Bk, MR b Db s ZE R DT, BEE 5y
ATV, BERRRD SN AT G 2Pk L, @ERLE LT 2 &,

4 FFE. B GEEARD)
FRE, FREOEELRIFIEENHLDNL I ERHHDT, REMEO bNIHEIITREG 2P L, #
YIZRLEZATD Z L,

5) BEXK (HEERIA*)
BLWVIER, B B, BB OMERD S bz | RO LA TR b Ga i, ARlok
Gk L, WYIRLEET O 2 &

6) WEE., BRER (1%
SR, BEEL, MM BUE, WEEMBORMERN S b oL, BAREMICES Z L bH 20T, BEDRK
RBICHHERE L. 2RO DMERY & H DI EEITIE, e g L P32 72 Sl i 2175 2 &,

* IR O B FEER T M OSMEI D ERIAR BRI 5 < RRl D 7 OB AR & L7e,

(2) ZDithDEIER
WD &5 REWERDGED BN HEITE, REIE T, iR, KGRSO/ LELITS 2 &,




LRFSHA L 1.7 RS —ER Page 3
4 LRF T H A
TEAE/HE Y 3%LA 1~ 3% 1%AT BEPE A B
FEAER | RIS U, B, | R, (RAPED EV, | T, S, EE AR | SEELIREE. E. K
AHRSE, IR, FRAE | SR, K[oAH), | F. L%, HEhEL, | HEE. shEm,
Mmoo MR BRORVEERYR ., | FOIERESE, SEEE, D | AMREESE, EtES)
PRk, REPRIERETE | R, PR, R TUE, BT T h—
BEREE, BEITE, | BiEs), =y 5%
WhAHEEN S . SR | 1, rEHR
P By UAFRY
AR B, AERRE AR 57 . AR 2 e, | Bt
FRIIE
JiiIRY:3 HifEREAD, G | A, A ekEd, gk
RSk REPEEIN, /MRS
W, AmEREEEMN
PEER A e it
WHbas MR, R, HILL | DBk, RNIER, | MERER
Higse, Bl O | W%, Bk, ER,
%, WE, Bld . PR | B ASPRE
i
JFhik FFsRE R ALP #5/0
AR - ZE5ER | A R EEE [t . MR, PR
R o bERGPE. SRS
P, R EE
IR 2 mUEEESE, WHBHZE, | RUECAE. K, s
WEMEEEAS R, E&GE | M, iz, SR
DRIE. A 7 )L=x
N T/
KRR O | BAARE
o WE, BB, S| BER, WL | REE LIALHE
HARFES, % O FEIE,
EpRed
fNEE =D BB, A EtE JETE. FRPIYE. DU, MR
SR AR A
IR By [AldEMED FE
Z0fth BEgk, BB KE (M NY 2 YY) R | IR, RS =S L M (K

Wb, RERYN, T
SHENLIRE™ | TR
[z AR sl
HE'H,)

DN NI N (R E TN

PURsEAIR FEEE N

JE )

* R O H IEH T M OSME DRI AGR I 25 < FER O 7o O BERIA & L7e,
1) EWNERRER AR SEFHA~DE Y 35 258 TR b -/IER

4. BERE~DERS
EE CITEREIME T LTV 2 EBZ N, 2 LT F=u s V7 7 o AMEE BB IR ERE, KE5HIREL
AT o R LEEICKR G T L,

DIHZ)

R

5. IEIE. Em.

RIEE~DRE

( THE - AEICBEES D8 EoEE] |

MEFER G KO THRYEITE )

(1) AR SUTHEIR L TS TREME O & D im AT, 18R LA faRME A LR D S HW SN D HEIC DR

BT

&

UEIRF OB G4 5 22T LTy, £72, B MTBWT, R LT

T H AOMAFRENMET L2 EOEERDH Y, 3 FU ARZ WML, B THEIEATO 60% & 72
ST DWERH D, T v MCBWTHREBITHENRO S TW5, BERICEWNT, v hTike b
~OUREGE R & RIFRFELL 1 OUREE TEAR A R ORI O B DN, RGBT, RS - RN
Hiv, VXTI, B hDORFEED 4~5 [FOIREE CRILIE, BT OBINE O OHINAED i

TW5, ]

(2) RIS O NIIAFR G PR LR S T2 2 L,

6. INREADERE
BrAR, FIE. 4 AR OSIUTGT D ZAMEEMENL L TRy (EIWNTIEL 4 s8Rl CofEM

IR AR,

BRI 2 <, 4~16 FER COMERARBRITEOANR D) |

(& MU ABATT D 2 e Eh T g, ]
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s LRFTEH N

1. BEHRS

(1) JEdR
SHEOTIRGHREICIHBNT, LRF I8 LE—FEIC VAMgWﬁbtﬁﬂ%D IR, Wk, Brit:
FAR L~V ORISR O IED S STV 5D

()

AANLMIEENTIZ LV BREFRETH Y . FEHL L TV DIERORRFEIZIS U CIIRENT OFE A B R 5 Z &,
( TERMIENRE) OISR

8. FRLMDIE

(1) ARENIFIRANC DAL G5 &,

(2) FMBFE

1) AFIO 1[5 (500~1500mg) % 100mL OAEFEIER, gD 7 /WU 5% 7 B U BESHIK TR
THZ &, NETHE, BRATOMRREZ BRICHRIREDOHEEZBET 5 L,

2) FRLIE, HeNITHAT S Z L,

3) A%, BEXITERPICEDZRD DG EIMER LienZ b,

9. ZOHDIFE

(1) 5 CHME SNT-AK 2 &I OFICTANAIKITEIT 5, TADA., HHHIEBEEZXSRE L2199 07
7‘{21—)(1—5.@&1[‘1%5;%%@*&!14}#% ?DI/\VC\ Q&Afﬁogx&ﬁ.@%ﬁ@ D) Xﬁﬁ\ +/'LT/1/7)‘/U7'§'<@H&):‘H
HCTT7uRBEL R L TR 2Mm < BUTADAZEIRARE : 043%, 77 BAREE : 024%) . FLCTANA
HRORARETIEL, T BRBEL 1000 Adb720 1.9 AW EFR SN (95%EFEXM : 0.6-3.9) , £
2. CADABEOY T I N—T"TTlE, 77 BREELEH~N1000 AdH720 24 AW EFEENTWD,

() HEAFEATADABE 1208 il 2515 L L= 75 & AR BBEGRRBR O A MITIC T, FER S TE)
SEROGERG (BURME, Wk, B0, KL, 8 BEVE, 5o, HEREE, e, S,
Sk, faEE, ARE, AEEEE) ORBIRIIAFIRET 13.3%, 7T BREET62% Tho7-, [FIEE
2 AAENNERTADAEE (4~161%) 198 FlZxtg e L7 7 R RERRRER I C 1) 2 YA FHE
DIFRITAAIRET 37.6%, 77 R T 18.6% ThH -7,
F2, SMENNETADABRE (4~16 %) 98 Bl k5 & U5kt & O 7Bl x4~ 2 284 3Hil 5

7T RRIERRRICB N T, ERALRSTTH B, 7T REE L i U CECRATEI O B L3R
iz,

INE B EI2) -
TERRAEH
15 —
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#1722 FERDSR—ER (X M UFE 750mg)
g2 FRATZ 2= " UF NV U LKFIY
MR5e4 BRA M CFRE 750mg
A ) =L T 7 — <Rt
PAEH H 20114E7H1H

SR L —
FRHIEA A
Bl X5y [y
b4 Disodium (2,5-dioxo0-4, 4-diphenylimidazolidin-1-yl) methyl phosphate heptahydrate
===/ > 9

HN)LN/\\O/POJNEZ

N - TH:0
5373 CisHisNaNa:OsP- TH20, 43F-Hk : 532.34 (K4 & L T 406.24)

HE - o HHHALL 154 74 10mL FUZAR AT == b A > F kU 7 A 750mg &FH
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Tz ) EH—LE LT, 2.5~5Smgkg & 1 A 1 BIFEARANEST 5,
2. TAMAERRIREE
Tz )NV ER—LE LT, 15~20mgkg Z 1 B 1 [BEFEIRNEST 5,
[(FRi% - AEICEET FERLDIEFE]
G AT WL A B ONC Ao A BEREIRTE)
EiREE MR, RSN S SRS Z ENH LD T, HEMEAEYNIT ) 2dIc, AFIO ML PR
BIEEITH ZENEFE LV, 7o, FERIIEIN S &bz IE, HHIC AT SR 0iE %175 2
Eo (WNREA~0 ), EEEE ) OESH)
CHrA R T WA
BFAEWRTHE, 5~10 90 TRRicERGT252 8, 2L, BEORBIOST, LVBRICEREGID 265
BToZl, £, BME5 21T BT, BEOREZBIZE L, YEEG»OHokEz itz ET, &
M sz, (TR DB
(CTAMAERRIREE)
SN OREATIE, 10 L0 BT TRERIZER G352 &, 72720, 100mg/sy O GEEZ B 22 &,
T —
3= (ROBEITHEE L2 &)
1. RENORS XT3 e — VR AR L GRIBUE DBEERED & 5 B
2. RAMERIRMERNLT 4 U REDERE [RAT7 4 U AL, fERDS T 282101 5, ]
3. RV aF)—) ZETT 40 (T RV | UAVERD UEEGROBEE ( TFEER] OEBR)
A EOEE | 1. BERS ROBEICIESRCHRETEIL)

1
(1) EHAEKRER (2 OEFNISHT 2 #5887y (DNRSEA~DBE ) OTESH), ]
() snE (&g ~o&sE OESR)

(3) 99, MPUSREDIK T L CW DB [ 2 242 2839 5, ]

(4) FEERSMEALTEIE XITHEAT L - BRI LIE D EE [AFIOIERREL H bbb Z & 1d 5, ]
(5) DFEEOHZDEE [MEK TR 2R - T 82hnd 5, ]

(6) THEE, BEEDHDHBRE [ZNOOIEROE, EimpRE ERoBZERRH 5, ]
(7) SRWBEHUE D B

®) 7Aa—AhEOHLEE [HHIHIER RSN S, ]

(9) EMIRAFOMER SUIBEEREOH 5 BE DEMKIE RO MM 2 R T2 8035 5, ]

(10) HERMRIEOBE URFE T TBZNRH S, ]

(11) HUREREIR RO SRS [FIREMSREORE 2 X -T2 d 5. ]

2. EELEAWEE

(1) EAPICRBT 2B BEOSMAB N LESORIEICED . TALATBERERS LbNEZ BB D
DT, BeHEPIETHEAICIE, ReICHBETHRLHEEICIT) 2 &, 2B, &g, EREOHAITE
WCHEETHZ L,

() HEMPILEMNNCHT - BigtE, MERE 2175 2 ENZEE LUy,

Q) EHICEVIEMRGFEELDZ EBRDHHOT, BELHMIITV, EHEICKETSZ L, (TRIEH) 0
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T )NV EHX—)LF R A

ZR)

(4) WS, EES) - P ) - BOTEERE I FEOR TR 2 2 &R H DD T, AREETOEFIITHEED
ERRESE R O R OBMEIC R S ERV L S ERT 2 2 L,

3. HHEA

ARANITGHEESE CYP3A S OFHEEN 26T 5,

() #tREE WBRALGWLCIE)

HEHAE EEASEIR - HEE 1L Wy - BRI T
RY ary—i IS OIEFN O SH, M | AFIOFFERDCHEESE (CYP3A4)
(A 7= F) TRENMETT2BENWRH 5, FHEEMICL D,
2HETT 4V
(7 Rond)
yareny v

(=¥a2F 1)

(2) tREE BRISEEI S L)

HAA BRASEIR - #1871k T - fElRR 1
AR A FHEIZERS R E NS Z 035 FEANET AR E RIS X 5.
7 x ) FTVUEEK LT, WETHREEETDHZ
IOL Y — LB R R &
[N S G
T ~— b
Pt 24 2 Al
V7 RT3 U
T a— L
MAO FHEH| F A
ZBRSRELD DA (1) MEICEMBEIREND Z &2 | (1) FEINEPHERMEHEIER I &
AITTIVE HHOT, WETIHIREEFEETHZ | 5,
YRR D OF = (2) AR DI RFHENE
~7uFy &k (2) ZnboHtd SHOMHPRED | Hick s,

KFEF25ZLndbr™),

AFNT =T — |

AFNOMAPEN LH3 52 &M
boDT, AR RS 5720 EER
T5HT L,

AFNT = =7 — PR Z
42 LEZLENTND,

A=
AF YRy b=

(1) AFOMmHFRELS EH L, /EH
DHBREND Z END D,

(2) 6O M HPREINMET
THZENHDHEY

(1) 25 DA 2 P
T 5,

(2) AFNOFFEEMTESR TR LEAE
Hick s,

=P VAP (D AFOMPREN LA L2 L | (1) HBFAY
VAL Y (2) AHNDNTHM SR B
Q) ZuA"AFLOMPREIMET T | 2L D,
HILBBHBHEY

AV I AT AV AT v OFEERE O AFNONTHEH 1 G 5 S A

BEME T L, ERSERT 22 L
DBHDHOT, MEMEEETHZ L
F LW,

FIZ CYP3A4 THE & 412 FHA
TEL=IE
A T7I7FER
A=F=7
ATV EN
TN
P
B ARY
V=3I K
gl hA
TJruaIE
RS 83 L
EUT VA N
Rl R R VE Al
F XA AL
PR A - IR VE
H

IV ARV s ZF =)L

RS DK M P EEAE T L,
YERMEE 5 Z B8 H 5D T, M
BICEETHZEHY

IZX 5,
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e

T )NV EHX—)LF R A

TR NI UA—VE

PDES FHZEHA
BEZTT 4N (T YR,
SIVTFT 4 v, VTS
7 4V

T 74V K

rmaI A7 r=a—)L

TAET4 Y

[N =R s gl N = %

NaxkFr

TVHA=FR

FERUF D DIRF D i PR EE MK <Vl (NP [T =
A LT ERHDHED CIERE AR D,

N7 4F IR A

e 740 IN4 e 7NN 3 e o5 ARAN O IR R E RIS

W R 22 &b D,

7~V R Al
N7y

2~ U SRR MLA O AE I A3 18ES
THIERDHDHOT, WE LY HE
(I IREEE R H] ORE 21TV, 7~
U RPikE A o AT 5 2
&

£%,

TN B — )L

TR B — )L DIEMAE D
M HREMET L, ZMRPEETT 5
ZENBHD,

BT

FPRAI
FT Y FREEER R A

P HR S % = &S
BBOT, MRT 57 CERET 5 T
L

BFFHI AR TH D0, mAROAK
FNTMEZAR T SED 2 E03H
%

TEEZYIIFR

VIR, HIRAGEED & B o R
W,

AFNZ LD EH I > DOREMAL
e, Xk, 7kZY I Fick
BB RMEREE, REET v F—
VAENEZ BN TWD,

TENTI )T

AANDOREHEREIL, 7B T I/
7 = OREMI L DTS 2R
L9 <72 %,

AANDNFHD AT LSS
L0, TN I 7= VinBRF
FMEEFEO N-T7 B Fbp-
XA L ~OREIMEE S
2EZDNTND,

A3 UAF XY VT (St
John's Wort, &> h-¥a—r
R U—b) EERMN

AFN O DMEAE S Ui R A

KT 52BENNHLHDT, K
5T A3 o4 MY VY UER

AHEBRL2NE I EET S

L,

AU Y Y T OFERR
BEERFEIC L D B2 T
2.

1 3) AFERESUIHIET 5581003, b OEFIOMPRED EAICEET 52 &,

4. EIfER

FAERWAEZRISE LTI SN ERERRBRIC W TR A2 L7z 10 i, @ER Bk
TS 2 Ede) FBUERNT 6 B (60%) T. FFUAMG] 3 413 4 (30%)
MFEARTR 161 (10%) | R 161 148 (10%) | ARIEAERT 1631 144 (10%) | S8 St 141 14 (10%) .

JREJZ 16111 (10%) Thotz,

(1) EXLEIER

(KGBEF)

o FRIFREAFNEEARTR 2 1 2 1 (20%) .

1) hEMRFIEFERAZAE (Toxic Epidermal Necrolysis: TEN) . RE$EIRARSEIZEE (Stevens—Johnson SEI&REE) .

FIRE (RIBMERIER) (HEETHA)
B2 O0TATO, FEE KB, K - DA, £ 9 FRRR, WHEESE, IRFeM, NANRSEOREDRD bl

LEIE, #E5 A2 L, BIRERERVE RO GEOREULEEZTTY Z &,

2) BEYEREREE (SRETH)

WIHMER & LTI, BEDLHIL, S HICY o HillER, JITHERRRREE % Dlifiashz

FMERHEIN,  AFRER

W%, B Y L ERHBIE 2 5 BRMEO BEZBBEUERD H 5o s 2 E D 5 DT, BIEE TITATO.
ZO LD IIERD B D ONTHEITIE, &E5EPIE L, BWYRNEEZITS 2, B, B bV RAT AL
26 (HHV-6) DT A NAOFEMLEED 2 ENE <, BB, FR TR ESOERP LD 50
FEE LTS Z L ADLOTEET L L,

3

=

&KFE RETRE)

B KV FEYHEFZEC D 2 e BHLOT, Bl FoIATO HREZEA RV K ) HEIRET5 2 L,
FElo, EHBPIZEBT 2RERORRABD 2N LG ORILIC LY | REZ AR, Tuhva, B, 25,

ZAR, B PEEL T 5 oIRAEE

(IS 57 SEEICIT O 2 &,

4) FRMIBREA. M/MRED (BEEEARER)
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4 T )NV EH = R T A
BRZ ATV, BENRO ONZHAICIT, BEE2PIE L, EYRLEEITY Z L,
5) RFHEEEREE (BEREEAER)
AST (GOT) . ALT (GPT) . y-GTP ® ERAEAFE S HREEE RS Lbn b Z L3 5D T, Bt +n
ATV, BEDRO bIEAITE, B2 IR 57 SR AE AT Z L,
6) FREIRINE (%L L)
BIEATOIATV, BB SN EAICIT, #E5E2 PIET 572 PEIANEEZITH) 2 &,

(2) ZoinEIER

5%LL 1 HEEAH
EFEET Y TEALBMEFRIE ., WIBERIEIE, B iERe
i /B ELARSEERMER 1
JFA© AST (GOT) -+ ALT (GPT) - vy-GTP S0 FHGEREE, ia
Xl EARFEOGESE
KR R&. 7 AT U XA (asterixis) . BZm, FEE. YA =, Bk, S,
MRS, SRR, EBITE, hERER T, S, 20
TG ER # MJER T, IR
W bds B
‘H - 7 RS | EWIEEEY | I OBERAEEY | KA vy T A fE
Py FOR IR RERRAT I (T T %) DR
Z DAt FRFARER TR | MEEREORT, ~~ bBRLT ¢ U U RED | 388
A IWEE N PR

B RIRKT

H4) phaeplds e,

E5) B aPIET 57 SEERLE AT Z L,

1 6) BEEZ+/MATV, BENRD LN EICE, KEE2 P 273 EHRURNEEITS Z &,

W7 HHCEV SN LD D,

E8) BEHICKVHODND I LBHHOT, BlgEe TIATV, B (FT7 A Y 73 A7 7 4 —2fH
DES- MEVN T T L Y D OIETE) N bONTSEICIE, BRI Y I D 05%E
WYZRILEEAT D Z &

5 EE~DERS
DDA T 2R CEEICRST 22 L, ok, BEEPIETHEAITE, heICEET 2R UEE
WATO 2 & [l T, MR, BUE, #09 o, $EELED D S (( TEERARRER) OHF
ZIR) . ]

(1) S SUTATAR LTV D TTREMED & 2 I AL, TR LOAENE (RO TAPAFIERREZhE | RE
IRFIRIED DT D) Dbtz LR D LW SNSRI OREET 52 L, UlIRPITAA & B,
XixpE&EG s -BEFofic, siBEaad 2R (NER, nEH, LaH, KREIEES) 2 MHEL
I\ N & OFFRIRER S H 5, ]

() FRPOREICEY | FERICHmER, FREHELEZ T EN DD,

(3) Al Lz 5a, HERHERICEEBER (28, R REDUE, B8RS »Hb5bhd 2L
VAL Y

(4) JHRPOBEFIZLY | HERIKTBELCD LORERH D,

(5) WAFDWANOEEITRET 5 2 LREE LV, RL2HTHRETLHAIT, RALZET S5 2 L,

(b PRELRA~BATL, BrER, ARICEIR, WaARERTZEZ T2 L03H2, ]

1LINREADRE
AFN D EZANHRITAER 10 B~20 BIZTERT 2 L OWMENRH D Z L2 5, FHARHARER R OHEAER T
MHREE=2 U V2T 2 Z ENAEE LY,

8. BEiRE

(M EIR
AR AR R M OV AE SR, (PR EE 40~45pg/mL DL CHRAL, IRER, EEIRFHASE Z v | EiEDHH
TITEMRRRE & 72 2, MR L D ] S, RS <, BURIZIImITA S 0 . RRIT TS 5, Mo
BOHESLEIEE ORI S H 2,

(2) Mmig
FREREEE, BRIRAKFET DU U ARG L DRT A VAL, FURAIFR G &0 o dht 2 S5, HE
DAL, MRSk ZZET5 2 &,

0. WALOXE

(1) AAULFHRNLESC DAHT 5 2 &,

2) BUFH

D BHICEL T, B, 131 7% SmL OEHFA UL AR RS CTERT 5 (GREORE : 7=/
SES =L LT Simgiml) . 7, REIT, 0N (6 ML) (TR 5 2 &,
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LRFSE45 L
-4 Tx )N )VEHX—LF RY DA
2) UUFIORTERAIE OBAZLZR T2 ERERINTHDEOT, IBAELRWI &, RS Ui,
L-TANRTGXUBHI D T L, AFT L/ (EXIVK) |, _Xyua=u A58, 70> R,
PR VUG, AT 2u~v Sy () AuvA YT NEF VB
10. ZDMDFE
(1) 7 MER~ORERERE (60mgkg K TH5) T, MOBEDSRIIREE bl LTl S h iz & omis
BdH 5,
Q) 7y PR~ ACEHMKERS (T v b 25mgkg, ~ U A : T5mgkg) L=t 25, xHEHCHE L
TR ORAENE BTN LT L ORENRD 5.
(3) MmiGEsREI 2 7Y (IgA, 1gG %) DEFENRHHDONDZ LRH 5,
(4) AENEMMOFTIADAIE (Tx= Ay, IANTEEY) LOBICKRERBRE GREUEEREREEZ ST R
JEBEUE) ZEZ L OWmERDH S,
WSGED 2013 4F 10 AGT (55 S hR)
VERRAEH
ik —
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# 174 FERDR—ER (7L ETF & 250mg)

4 Txz= bV
MR5e4 7 L ET F U 250mg
24 K HAFE A IR A S
TKRAEH B 200342 A 27 H (IRIRGE4 7L ETF U HGHK : 197845 A 18 H)
R T —
FEMIEH H
Bl 5 ISR, ALTE A BESR
1b544 5, 5-Diphenylimidazolidine-2, 4-dione
{bAEE

()

S, N0

JHSE 7

g™

1 CisHpNO,, 0 T8 252.27

K - &8 TUTNERA, 17T smL 7 == BT x2= b F b DAL LT 250mg &FH

ZhRE - R L. TADPARRTONATEN RIS SR ClE 2 556 (TADARBIEERIE)

2. OG- BARARET, 232, TOWNAFBEOHBINREIZ DN A6 (FRCEMREE, 15, i)

3. AEHIC CAD AT WO AFIEO BRI LB 255

Ak - A& AR OB G RIT, BIEORE, BEOMERMELIC L v B 508, @A, A#25~5mL (7 ==k
AT RU DAL LTI125~250mg) %, 143 ImL Z#8 2 72V CRx ICHIRNIER 2,
PLEORETHEENIIHICE 2V E XTI, 30 5% E6I1I22~3mL (ZF==hAf T U T AL LTI100~
150mg) ZBMEEET 50, oK EBES 5, PRI, RARZEES LT, REICLVRET S,
AHNDOBEHIZE D T ORANEER L, BEERASEETIUIRORGIZE B 5,

(Ri% - AEICEET SERALDEE]

(1) BRI, #EEREE, Eil, IFGMESENDH O b B AITREIC2> TS0 T, #52ELICHIET
HZ L, Fio, EibEE MER T, PREERS SDONESEAICIE, EHICATIEY, BEERA, FIE
FOBe 570 L2 B 21T 2 b, AEFEE X0 EUNCAT O oiid, ABIOMFRERNEEZTTS 2
EIREE LU,

Q) AMUTHE LA, OfFE L, —BEOMTER T, MR SEOMRESR - MPREEZ L 352 LR8H 5D T,
155 ImL ZAB X 72Vl E TRA ICIEFT 5 2 L, . BRHOFLWERE, GlnE. WEROH HHBE
TIEINSORIWERNREE LT WO T, FEFRHEEZ S DICES TR EEETDL L,

(ROBH TG Lz &)

1. AFIOESEZITe £ M U REEWIRT UIBBUE D B

2. JAMERIR, EEORIMEEEEDH S EE MEILEZEZTZE18H 5, )

3. BXZ 740 (T RIA), Yave ) veishols (FAEER) OEBK]
A EOEE | 1. BERS (ROBHICTEERCHRETEIE)

(1) THHOELWEE, @fE., DREBOS 5 EF LMEIE, FERE AR Z )90, ]
Q) HEEOH »BEH HEEOE/|, £/-, hFRE EFoBEhLRH 5,)

(3) MmiEkEEOH 2 BE MEEESELT 28203 $5,)

(4) SEYRBEE D B
(
(

93 | g
EU |TF

5) HUREMERER TIEO B (FIRIMEREO R 2 & - FkEh i3 H 5. ]
6) FERIFOBE RAPEIRFHOERE T, milb i Z L7z 0RENRH D, )

2. EELEAWEE

(1) BAEFERCIE, BB G X 0/ NIEOFR EITINEEZR 2 03 b 5,

Q) EHPICRBT 2 EL5BEOSMAWBA N LESORIEIZED . TALATBERERS ODNEZ EBHD
DT, BEHGE2FIETHEAICIT, RAIHET AR LEEITO 2L, 2B, G, EBRHEOLEAIIRF
WCHEETHZ L,

(3) EAPITEMICHT - BitE, MKREZ4TH 2 ENEE LU,

4) IR&. B - H£hh - RKHEBRE SR TR Z 5 2 B8 H 5D T, AAEGFORZIZITHBHED
TR DA A P O B OBMEICIE R SRV L Y ERTH 2 L,

3. HHEEA
AENE, T U THRHIEE CYP2C9 B L OV CYP2C19 TR &N 5, E7-. CYP3A B LU CYP2B6
DOFENEREE T D, ([FEYBRE] OESH)

() #tREES WBRALGWLCIE)

HEHI% EEASEIR - HEE 1L Wy - BRI T
HHEZTT 4 IS OIEFNOMFMEE SH, M | AFIOFFERDCHEESE (CYP3A4)
7RI T FIREMETT2Z L013H 5, HEIZL D,
ey
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e

Trx= kA

(2) tREE BHRISEET S L)

TR EEAAEIR - HEE 1k Y - fERIAT-
V=3I K (1) Zx== " COMAFREN EF | (1) 2D OFEFIMIFEZ Bl
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RY ) —i (2) TR OHOFEAIOMPRRENMET | 2) AAIOITHRYA IS FEIC
AF Y~ k=)L THIENHD ED karEzbnTWS,

T 7 — VR
RE 7Y D%
SRR DAl

AITTIVE

VATV /PN (1) BFEArHTH D,
2l hA (2) AFNONFSEMRHIETH LI
K5,
N7 4F IR 1) . Q) HWFIFRHTHD,
DN (1) Z7z= b rOMPRENER | (1) I~V BNFRHZ
THZENHDH D 92,
Q) 7= M OMHFRENMET | 2) BB E L ONFEMGH
THZENHDH EI FERHEIC L A,
(3) ZNHOFEANOMARENMET | 3) ARANOIFEMAHEERSR LI
THZENHD D K5,
A =]y (1) 77 e EEDSATFAHH 2 P 3
Do
() ST aBZ L AEERBE D
DOBEHIZE Y, W7 =~ A
VIREEN EH L. IR
HEEZLNTWD,
(3) ARANDOIFFI I FRTHE I
K5,
VT 4 FEN (1) N7 4 FEARIFRHE
HTBLEEZBNTND,
() HFIIArHTH D,
(3) HFIIARHTHDH, 7 ==
b v OISR R HE SN
EzHNTNW5,
FE R F S OFRF D i P E MK T AEIN DR DTNy v
FIxTIms A LT ERDHDH EY WG et 5,
V@IV X713 el (1) 7xz=r vOfPRER EF | (1) 7~V o RBugtmA T3
IN7 7w THIENHD ED T 5,
Q) 7~V rRPELAOERBEY | 2) AANZL2EAMKA»DLORE
WDz EnH D, #uc kv, 7~V RPuEnAID
(3) 7~V »RGUERMANOIER AR | i PREN R34 5,
Tz Endh D, (3) ARANDOIFFI I FRTHE I
WHE X0 FEC M REEERER OWE | X5,
AR/ A QUINZ X711 1Bl [2)3Eh=s
IS b,
VAR = Tz = " U OMAPPREN ERT 2B OFFNE T IR
TarY ) — LZERHDH B WEIHRTHLEEZLN TS,
AIV=T TR
T RRAZVIF
FATS T =
rmaI A7 =a—)L
CANT 4T A
VAFU
ONTFTE A
ANFT A
ANT 7 A RFH Y= R
A KTV A
Fruryr
INTT 2 WU TR
Taf ) —
TNRFY I
RATZ NS —)L
Rafy—u
AFNT 2 =F—h
TNAa T vV RERA BRI TH B,

18




LRAFSER L 1.7 ARERMSR—EX Page 19
S LA TJr=hkAYV
U ERREL D HOH
~7aFy
FFY R
THT4Y (1) 7==rA OMPREMET | (1) #HFIAHATH D,
TI)T7 4V THZERHD FY (2) AN OIFHE IR TH LI

Q) TAHT 4V DM EEINMET
FTHZLnbn H,

£%,

Voyrrevyr

CTEFVR
VAT TF
AT RA R
vy s AF
A=t A=

7= A DI TEEAE T
BLBBD B

V77 L DTS
FHEIC LB,

BFITRHTH D,

AV )T

AV T I OIEERE O f
WEME T L, ERSEHT 22 &
NHDHOT, JHHZEET D2 ENE
F LW,

ARFNORT MR A X
%o

FIZ CYP3A4 T & 412 FAl
TENL=TUE
A hTary—n
A ~=F=7
ATV EN
N AVl N =
F=Uv
JFTE
H¥ e
UYET IR
=Yy A
=7V
TrarIry
TIOH LTIV
NT NIV
BB BB 7R L8 LA
FXA AL
PR AR F - AR L
NG
JIVF AN L= F =)L
TARNTUA—VE
PDES FHEHA
ZHEFTT 4 (T VU R)
NTFT 4
PIVTFFT 4

NaxtFr
TLVHA=R
AXVF

B ARY v

IS OEEHIO RN
6:&ﬁ%50@%

ARFNORT DR A X
Do

ARFNORT MR A X
%o £lo AP ZHES D,

AR AR L Al BFIIAHTH D,
LRF ks %
HART 7 X AAENIB A ART 7 X OB A
HIGHERRIEB L, WART 7
VXD VT T U AFHENE
HEEZLNTND,
RELHY A7 RS YA 7 U oD PR AFIORFERD R L THEIC L
WINEHT 228D D, Do
TR — )L TN — L DVEMERE) D BRI TH B,
MHFRREAME T L. 2R 5
N B,
FERL S MR % st kA 7= M v E R G LT IR TH 5,

N7 m=y L5 B LSRRI AR D 1E 2336
BWIDI LD D,
AR T MBERE FRIOER 2N 6ES Sh, @il | AFIOA 2 ) ki ERNIC
AARY BRI TZLRnHL0T, MO | X5,
A9 11 B R 41 ERICEET DI L,
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R4, To= A
TEESFIR JE. BEIGIEDR S bt | AANC LD E X 2 DAREMELE

v, [ TEWER) oESH)

HE, T T I FICLHRENE
TV R A BIRMEREEOR
BNEZ HNTND,

TENTI )T

AANDOREHEREIL, TR T I/
7 = OREMI L DTS 2R
L9 <72 %,

AFAN DT AR BE R AT L
V., TEINT I 7= BT
WEFFON-T BT Lp- /¥
J oA L~ DOREBRES D
LEZLNTVD,

‘A IUF MY VT (St
John's Wort, &> h-¥a—r
R U— ) R/

7= b ORFPMEES L, 1L
FIREMETT 28200350
T, AFE R EA U4 XY

A IRV Y T ORFERR
BEERHEIC L D EB 2 T
%o

VOEGEAERLEERLRNE
BILH Lk,

T2 b VORBIERNH SDONDEZENHHDT, ZOLIRGAEIIE, BETAREEETS
k. [ THE - ARICEET 24 H EoEE] omEBMH)

IS OEFIOERNEEI T2 2 ERHDHOT, HRICERTDZ &, £io, AFIZEEIPIET
LHEAITIE. NS OFEAIOMAFRED FRICEETDL L,

ABNOVERBBEIT 25 Z ENH DD T, TONAEDOTAUNPARIEORBICEETHZ L, 2. 2
O OIANEWETH LT DAL, AFIOMPRED FRICEETDHZ L,

1
2

H3:

4. El¥ER
IRFI VKRR FF 5 BUBEE A B & 72 2 FH7 % 20 L CU 7R,
(1) EX%GEEA
1) hEMREIEFTRAEAE (ToxicEpidermal Necrolysis : TEN) . RIEFEIZEREREE (Stevens—Johnson SEIREE)
BIEAET2ITATO, JE RLBE, A0 - OB A, & FFRE. RIS, ARTEM. DNZRZEORE NGRS bz
BATIE, BE5EFIEL, FIBRERLVEVEIORESOMY B EZITH = L.,
2) BEEEIREF
PIFHER & LTRIB, BEBA LI, I DIV U EEIR, SRS Ofesiis, AmERHEN, LFRER
W% BALY L SERHEAE 20 0 BRMEO EEREUEIRN S S b b 2 ER3H 5O T, BlEE ATV,
O XD RIERB S S oG, BhEERIEL, WYRLEEITI L, B, B R A YA L
Z 6 (HHV-6) DU A NADOFTEMALEZED 2 ENEL, 395, BB SRR EZEOERNS D 5\
ITEBEALT D EMHLOTHERTDH I &,
SLE #RAEIR
SLE fEIR (G2, HIBE, BIEWR. Mige. AmBRkEr . M/ MB . PEPREES) e bbb 2 &
HHOT, BEETDIATO, BESRO ORI, #EE2FIEL, @YRUEELZITI L,
BAEFRMEAM., FMBRE/D. \|BEABE, BEEREODF. /MRED. BAhtEEm. FRFEHRES
BEE T TV, BERO DA, BESUIER G A P Id 57 P e E R T 2k,
BIRERT. FFHEEEIEE. &E
BERFZ. 2 LW AST (GOT) . ALT (GPT) . y-GTP O_bE5H&% 44 5 R IFHERERE, #EAH bbh
L2 ENHDHOT, BEETDIATO, BESRO NG, #5257 CEURLE 1T
L,
P2 T4 it ¢
WK, RO IRIEE, MO X BRI, AFREERME LA 1 O MBI (WilgZ) N obn s Z Lnd D
DT, ZOX ) RIERNH Lo GAEIZE, #52FIEL, RIBEERVE L RORGEOEY) /2 LE %
1792 &,
7 MELE, DEME). FRELE
HHEERCHE DRIEICL D . ZHLDIERRH LD ZEB8H DT, BEE DTV, 20X 57k
LAE, B5EPIEL, BHICHEYRLEERTO L, [ ey . MEEES) . THE - AR
T A EOER] OHEBHR]
8) REFIE
BIEAE 2TV, 2O X RIERD H B2 GAICIE, B2 IS 57 EEUEEITH Z L,
9) B /EE. ) U NHIFERR
BIEATHIATV, 20X ) BRIEIRDR S BN BAIIE, HET 572 SEvAaLEs21TH 2 L,
HORINFE=
EHEG6IC, /INNEER D Db ZENH Y, Rt LI AFI O MPIRE F5 & o#EIVRE I T D
DT, IEER (IRIR, HEFEEE, BT ISR L, THNICREZ1T 5 7 CESRE2 Ho1cin, B
HORRD BV, B BICBEUTE G4 H 15 72 SR ALE A 1T 5 Z L,
1) HERUERRLARE
FREUHEMRIEDS & 5 oD 2 &N H D DT, BEE o7V, BN, B, CK (CPK) EH- Mk
WRF I AT ey ERSRG SbnHacid, BE52F 1L, @WYRUELITH) 2 &, £7=, MR
FRIEIC L A EMBREOREICEETD 2 &,
12) 2HBre, MEEER
AL, MEEBRND HbND ZENHDLDOT, BERETSIITV, BENRD SN AT, #
HEPRIEL, @URMEEITY Z L,
13) EMHEEE
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=
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-4 TJrx=hrAf

HEMSEEREN S Db Z BB DO T, BlEEHITITV, BB BakbEE, sl RREEES), T,
BEIRED B DN GAITIE, RO EF I, RGH, Koflits, FPREFSEOMEZAEBEEZITH 2 &,
AIEFIER 1T, ARG CK (CPK) D LANL BN ZENEL, $7-, I AU Rs
£ BRREDIR TR A LN Z BB D,

(2) ZoinEIER

Sy¥E B
WEE F PRALEVER - BRBER - PEISHRS
g 52 ELARFERPEE 1.
JiFieg 0% AST (GOT) * ALT (GPT) * y-GTP ®_bR55 D Fkkfekss,
ik EHREOREE

REpfiEE % REEEEE) (PAXRTT, BERT 7 b—E, 7AT VXA (asterixis) %), =2—n
Ny— EE - B - KETEERENFOR T, BEE. TWhA - TAnABEE
BRPIHTI Y| P

e Y 7V, CBWALIE, A OTERRA A

N FORIRBSRERR AT (M35 Ts, T %) ORE., @b
i A8, MR, MEEREOKT., CK (CPK) k5, w27 a7 ) UET (gA, 1gG%)

W1 ZokoEalax, B5eahikdsz L,

H2: ZOXHIRGEIIE, WET LR S RNEEITY 2 &,

H3: INLOIERRSHLbNDZ ENRHDHDOT, BEE STV, BRESED ONGEAITIE, 5%
FikT 57 EEUIRALEEITH 2 L,

W HEWAICEY, HABIERH b Z ERB 5,

ESHEAIZLY, ZNUHDERBPHHDND ZENRHHDOT, BIEE ATV, By (WETLHY 7
G AT 7 A—BEO LR, MEIL T L Y COIRTE) B3h b mAiE, BEEx
v ¥ 2 v D OEG 7 Sl B 2T O 2 &,

5 EE~DERS
BEORELBIZE L 2N DEEICRET D 2 &, ok, BEE2TITLBE8ITIT, the 2R 570 SEEIC
1528, [RERETIE, Ok, FPUEIEE Z 03V, THRELRFEANER] OHSH]

6. iIiR. EiF. RIWF~DORE

(1) S SUTATHR LTV D TTREMED & 2 I AT, TR EOAENE (RMAD TAPAFIERREZIhE | RE
IRREFRIRAED BT D) Atz B2 LT SN2 5aIcoA 535 2L, UHRPICAAZ L &
NEBEOM, aBeAT R (MR, AHER LWEE) 2 HE LIRS & ORETRA WL
BH5, ]

Q@) HIRPICR L EGT AR B G 2HEITIE, TRERIRY BB G9 25 Z EAEE LY, BERPICHmO
FLTADAH (BRHZTY I FY) EO L THRE SN BERIC, a2z A3 2 W2 HEE L7 flhs AAI 5
P GEE L B L C W & OFE BRSNS D, )

() HIRPOREIC LY | RITHES (MREEHIAES) 2207l OBENH D,

@) dRbhOREIC LY | EHAERICHOEAH bbb 2 ER DD,

(5) MHRFOFEIZLY | FERIETHRELD LORERDHD,

1. BEHRS

(M EIR
TG, IR, MRS EIAGH, IS TH 5, TOMOMEE LT, Rk, #HEORR
JUHE, PEIR, SREMEE, EAK. WSRO D, EEOHEAIT, SERE, MEETICRY WREE, W
EROMENCLVECT L LADH D,

(2) &
FRRAIFAN I O TOROND T, AT, BREBEWA, FEAIOR 72 Sl iE 21715 Z &, £z,
7= M ATMBEE A & ERIZITRSE LT RWo T, BIEOLGIE. RSN EZET 5 &,

8. WARLDIE

(1) THERE AANTHIRNESHZOAREH T2 Z &,

1) B7AH )M CHEEERZEZTRBZENAH DT, BT, HANEIZMEROIITES Lenz &,

2) BIRPICES L78GA02id. R OESEAE Z TR8ZNRH 5 DT, BIRMICITHEHTER LanZ &,

(2) BEr

1) FRIRNTESHIES L Cid, SRS MEIMImN D SR, BIR, EIREORIE, BRAEZEZTILeB8H LD
T, BEEICESTH L,

2) FEARNTESIRC, MABESMNRHAH S TIHRWESICB W TS, B GEMIC G OE M, Fm, IR
TV WEBIEMENCIEN Y . SOICEHICEL Z L b HDHDOT, BEE 5TV, DX ) 7RERA
HEbNIZHA L, WYRLEEITY 2L,

3) FARNTEFIC L D IMERZE 2352 &8 H D0 T, HEREML, ERFESICO N THAEET D 2 &,

Q) ZFoTIAhy bB TUTNH Y MERTIZEOBANERENT B2, =X ) — ) UETIERT 5 Z L
F LW,
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e Tz= kA

9. ZOHDEE

(1) migsEr7 a7y v (IgA, 1gG%) ORFERHLDONDZ ENH D,

(2) RARTER %G OBRE T, AFIOMPRENMET L7z &L ORERD D,

(3) AEIEMOFLTAMAI (T ) S LEZ—L, HANRTEEY) & ORICRERBRE GRECEEERE%
ET R EREYE) 2R Lz OWERDH D,

(4) M CHEMESNTEEOMTADATKICEBT 5, TAMA, FEMERESELGRLE L 199 07 T 2R
FERRBROBRFREIICE VT, HEASEB L OABREROREIOY 2703, HICADAEKORMBETT S
TARREL B L TR 2 f5m < U CADASKIRAEE : 043%, 7T BAREE : 024%) . PLCADAIEDAR
BECIEL. 7T BEREEE 1,000 AH720 1.9 ABWEFHE SN (95%EMEIXE : 0.6~3.9) . £7-. TA
DABEOY T I NV—TTlx, TITRRBEE 1,000 AbHTZ0 24 ABWEFHREESATWS,

A& 2013 47 10 HekET (36 13 [l

VERAE A
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# 175 RfERZS—ER (7o VERE 2%)

W BAL L A
R4 7 a B VERE 2%
24 KGR A

RGBT R | 20084E2 1 28 A (IAfRGE4 7 mi/VE [4—Y 7] 1 19704 5 /1 19 H)
PR UL THAHM : 1976 457 A 23 A

el H B
HRHIX 5y WU AU RIS
%4 Calcium Bromide

(LA IE 45F3 : CaBry 2H,0, 458 : 23592

A - G ARPEFESFL, 14 QomL) FicE by oA (CaBr b LC) # 04g Q%) &HT 5,
BHRE - 2R 1. REERIRIEOHEH:

2. NEOEREETADA

Ak - A= WH A, BAEA AT T AL LT 1E[02~0.6g (10~30mL) % 1 H 1~2 [RIFHRNIES 92,
ek, AR, RIS K 0 EET D,

S
3= (&®$% TG Lnz k)
1. AAFIUTEFCA 5 LBBUE D B3
2. BHEREREEOH D BE, PUKEOEE, EFICERNALNLBE, [KEMAFLAERL TV EE [T
UL A RS AN
3. WEMNMEEO D HBHF, 2 OROBH UERPELTrBE1H 5, ]
4, FNEOBRE UERBSELT 58201 H 5, ]
Lo EEHRES (ROBBIZIFEEIH/RESTHE)

1.
(D) MEEOH 2 EH DERPELT 28N H 5, ]
(2) /MR [7m LRI Y R0, ]

2. EEGEAHER

(1) AFBGHOBEIZIL, Eﬁﬁwﬁﬁi’%ﬁﬂﬁ%%5%&&0)1‘%{’Hdi%$éﬁf£b\i IEET DI L,

(2) AFNTHEBEEARH Y, PR L EAROLN/NS OO T, mHPRE, BIfEHEZBIEZ L OOMEICE
5452 ¢,

3. HHEH
HHRER (BERISERT S &)
k23T R TD HAIIMAEICRS T2 L,

A E BT - AT
Bl (7 b= —8) PR IIHIE DR S5 = LD %,
AR
7= ) FT VU
PV — VEEE IR

4. EIfEA
ARFUN A R A S O BIWEHIREBUREE D3RR & 70 5 FH2 2 St L Cu \iﬁb\
RITER 238D DI, RG22 b4 572 b2 LiE 2175 =

FRER/ RN
B L. KLBE, RRIERGE
Heas A - MR, RABGR, RS
RipfiE % iR, HEV, Sbox, B EEGH, #1150, MFIEE, BlEES
B IR

B ERHRSE R E D 9, 1976 4

5 EEE~DERS
—fRICEEE IR ESEMET LTV 0T, HEHEZERICL, BETOIRLERT LI L,

6. ERALEDIEE
FGET: @ BEGITERL TR, BT 2REE T2 2 & (BEORELHRER) .
@ ZEMINITERBREIRO THEMRT 2 2 &,
@ PHEZEGITHM L, HRRITR LTHER LenZ &,

1. ZOt0EE
WS CEM SN EHOPLTADAIRICIKIT D, TAMA, FBRESE 255 e LT 199 O 5 R &I
PRERBR O REHRE B2 T, HRSE L AR EMOFERD U 273, FiTADAERDOIRAETT T & REE
LR L TR 2 5E < (FLCADASIRARE : 043%, 77 2AREE: 024%) . FTCADARKOIRARETIX
TTHERBEL 1000 AT 1.9 AE W EER SN (95%EEXRE : 0.6-3.9) . £7-. TADABRED
BT IN—TTlE, FITEREL L1000 AHT-V 24 NSV EEE STV,
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W BALA L A
WASCED 2009 4 7 AckET (GF 4 ()
VERRAEH
ik —
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#1.7-6 FERDL—ER (BT BEHK 5 mg/10 mg)

g2 DTN
iongd] YT U ERHNE S mg, BV Y SR 10 mg
e o L TRt

HKERAEA B 2001 4£ 8 A 24 H [IHIRSE4  © K (Smge lmL) . &L K (10mg-2mL) : 1969 4E 8 A 30 H ]
AT TREM - 199746 A S A

AR H H
B xX oy PGPSR, M5 AR
1b544 7- Chloro-1-methyl-5-phenyl-1, 3-dihydro-2H-1, 4-benzodiazepin-2-one
{bAEE s 4
A~
o S N N>
1A CieHisCINO, 43 F it : 284.74

A - S AKPEESAl Smg A EHF T E L% Smg &) . AKMENA Iomg QA EHF VT /L% 10mg 5R)
PILEREIES 1. ’f‘?ﬁﬁ&::ﬁﬁé&ﬁ - BAR - oo

2. TFRURBKRONMRIEICI T 5 AR% - BUE - #15 SO

IR, PR FE’#&J\H% Jﬁﬁﬁﬂfﬂ fite. 73— /VRTFEDEWT (BERL) JER. S

3. CTAMAFRERUREL LA O

Ak - HE AFNE, RE O, JIE#(@%%B‘Z R OMREZ2 BB L THWA,

SRR AR, FIIE 2mL (7B 848 LT 10mg) Z#ARNSUTHRANIC, TE B 2HERICERN T 5, B
%, IR UC 3~4 [ = L 1ot 5,

FIRPIICIERT 2 B81201%, 72D KWEIRZIRA T, TEXAETBARIC QML Lo 22 T) &
545,

(A% - REICEET 4EALDIEE]
1. AR, %ﬁ AR LR, SR, NRIZIE BRI LenZ &,
2. RO DT jﬁ%' %:Eﬁ-ﬁ‘éﬁ%e %_LJJH}&Q%E%%@J&@‘W . PR © EBRAR R OMEN RS

HZ L,
s
iz /M)%%L ERE LN &)
1. 2MHRARNEO H 2 B RAIOTHPLa U AERIC K VERERS ER L, FERSELT28Thn’d 5, ]
2. EEMEAEOS D BRE [ARFIOFMMAEERIC L WIERPSELT 28T A 5, ]
3. va v Bl SA ZAYA L OENAT L a—LhEORE [ L ER. SR ST, fEE
vavIBbLbNOIERH D, ]
4. UV hFE HIV 7 u7 7 —BER) 28&5F0E%E ((FHEER) oESBR)
A FoRE EERE (ROBEICIKEEICBRETSHE)

1.
(D) DFFEE, RS, BREOHLEE DUEE TIHEREL, T - EEE CEIRESBTE T 28 Thh H 5. ]
2 Hu :%%’EII—!’JI“?@&)@%%L HER R & 6o 5, ]

(3) # PR HERDRLS Hobh D, ]

4) %ﬁ%#—% (Ml E ~D¥ 5] DHEZIR)

(5) mHIBE ERMAR Hobi D, ]

(6) BEEIEEE, MU THAOHIRSNTWDEBE [HIRPER R, BEIRR, (S ESE Y H]

2. EEGEAMER

IR EETT - by - KETEDE J'Jj?@ffﬂ‘fft DI ENBHDDOT, AEIEHOBEIITEEEDE
TR O RO BMEICIEF SERVW L S ICERET 5 2 &

3. HHEH
() #tREES WRALGWLCI L)
A& BERAR - HEIE T i BT - SERRIA T
U rFen T E O EEFFRCIF NI 5 = % F R 71— L P450 IS DA
J—EeT® AJREMED D D, RIFLFIZ LD o AHIO iR 3
RIBIZ EAT 5 Z ERTFRHISAT
V5,
(2) tREE BRISEEI S L)
Pl BERAER - HEIE T i BT - fERRIA T
PR A MRS, RS - Py - ENETIRE | AR AR R 2 58

Tx ) FTVUFHER, OV | DEORTIEE TSR D, HIENEZLNTND
Y — LR A
T/ 7 3 UBALBER I ER]

T a—L MRS, R - Py - ENETIRE | AR AR e 2 58
(BkiH) NEORTFPEBT H L0 HD, | 2T ERBEILNTVD
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4 T ERA
VAFT IRK. B - 00 - KFHEEfE | AFIOZ VT T AR AF Vv

FRATZ =

NEOETRERS 22 LR35,

LOPFRAICE Y 27~51%, A AT
F =)L OPFRIZ L Y 27~55%
BT 5 2 ERHSE I TND,

b5,
2) G A & R IR A
RS &R 2 % T

D A=Er A=t N R& FEES - B - KEHEEIRE | AFID7 VT T 2 A0 37%B 3
FHEOIRTIMERT A EB3h D, | BT ENRESNTNS,

TNRFH I v~ LA U IRE, EES - EFRD - KEHEEIRE | ABIDZ VT T 2 R0 65%Bi 3
TIEOIK TN T D2 &b D, D2 ERHEEINTND,

~7uF Y UHERRE D) IRA, EE - B9 REHE | D) RIS PR (e & R
BIRE N DIR T A5 5 = &2 THZENEZ LN TN D,

2) ARFNOPUEAEERIZ X0 #iil S
NTCWi~wraF ) SEBEORK
EFHFAERDARSOPE - Hkiz

PR D D, FvbobhsdZ&RnELLNT
W5,
Zrbmrlr o atE R A AN IR % AITREMEAS & FRELZ iRl B & imd% Z &
ERNVEY LY 2. BEZBNTVD,

4. BlER

PRI E TOFHE TIE 1,221 B 315 6 (25.8%) (&, Tl #% OFEIWER OMBEEETZE (1973 4F 9 HRER) Tid 1,091
Bl 263 Bl (24.1%) (ZERFERAEMEO R 2 ETRITERSRD ST 5,
LUTFORWERIZ ERROFED 5 WIXARRELETROLNIZHDOTH D,

(1) EXLEER

1) KEEMICLY ., BikE EEAH) 2E05 203650 T, B2 FoTITV. HEEZBLRNED
HEEICREGTH L, £, KRERGUBERTICRIT 3 HESBEOEMRBA 2V LIRS P IEIC LY | &
AR, AR, Rk, RIR, A%, 25, SEEOHTUER EERY) bbb I eRnHbHDT,
P52 P IET BRI 2 IR T 570 SEEITY 2 L,

2) EROETICL D FXIEATE (0.1~5%A00) 2. Fi. BIERE X REOMRERBICHWI 5SS, R
i EEARE) BHobndZ ERHDHOT, BIEEZ DTV, BENRD SR HEIC3 b %Pk
T 57 U EEITO 2 &,

3) MARIEZEORMEEEZ I G920 L IIRRELE . 550 (0.1~5%Kl) ERdbobbhb Zenbsb o
T, BEEZFDIATO. BEPBED ONGEAIETRS- 2 FIET 57 CEYRAE 1T Z &,

4) PEERMEY 3 v (BEEAR) RN ERHDHOT, BIRE ATV, EENRO LNEEEICE
P54 5 72 PP REEITH 2 &,

(2) ZoHnEIER

e — 5%LL E 0.1~ 5%Ai 0.1%A5i

TR IR SHoE, MGE, T, SEbEE | R, B0 B IRIR. Kb RER
BATRIM. ZEhE

JFFRRE TH

g2 PERIER . A mERD

TEER AR DNER SR, TRk

Y bas B, @M, B, 0B BRI

IBRET 35

Z Dfh, R, i) VR

2 BB E 54TV, BENRD ONEEAICIIR G2 P 57 SR AEETTY Z &,
W3 2ok AcEEsSERIET A &,

5 EE~DERS
(] RaSe A IAE e N
LR, ]

DB LRGN T SR SIREICERST 5 2 L, DEBGHEFORIEM 5

6. 1TIR. FELR. BIRE~DOERE

(D) i 3 % ALI) SUTEEIR L T D AMREME O H 2 ks NZiE, 1BE EOFRMENGMMEEZ EE b D Ll s
NEGEICOREETHZ L, UHRPICARIOR S 2% - BEOPICH K267 5 WSOmRE 2 H
PE LT 5 At R & et U TR RIS S & O SFERTRE RS 03 5o ]

IEHRE IO NTIRFR OB IRMENEREE EEb b LRI SN GAICoRBETHZ L, [N
U7 R R A CHA IS HTLIREE, IR, TEEMK T, MERIEINT . AR, mER, R, Rdmi) -
R 57 7 —B, S, e, R, KRR, SRS AR T EBARESN TS, ks,
TS OFERIT, BEBUER D DVITHAERBIEE L THESNDIGEE L H D, XY UTEBEVRIEAMT
FERICEEOMREE - 32 ENE SN TW5, Fio, SHRHIEIRN TS L7262 Sleeping baby 73
WS TND, ]

IERNCER L726 . HERFTAICEEREIRR S Hboid Z 013, X U7 B REEW THE
EhTnsd,

)

~

3
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Wt DT ERA
@) BB A~OEHITRET HZ ENEFE LWV, RS TR TGS ALRTSEL 28, [k ME
FHAF~BITL, FAERICBIR, AERVSZEZ 5208350, /-, HELZHEEIT ARl ndH 5, |

1. BEHRS
AN OWER G- DS A TR ON I HEORE L LTIV~ B =)L (R U7 BB IRETA) 28
256103, N7 v~ = Aol EoEkE B, HERE, A% 2096l s,

8. WRLDIE
(1) HE5&E
1) ROEGEPRELRGAC, BADEE, $io, BROBRE ORI EBZONIHGAICOMERT S
Z b, ek, RAOBLEATIRE T4y LMl SNIZEAICIE, HONCRARGICE VR D &,
2) BELRRIITHIRANTES 2RI &5 2 L,
(2) ®BEA%
1) BRNEFHICSH Tz T, flEE - RS~ ORBE BT D720 FRlOMICHERTH 2 &,
O WHENERIT, P02 ERVEAICOR, BERDBRICITY 2 &, 2B, BRI~ EEF X
TNz &,
@ MRETIAIZRET 5 X O EETH L,
@ FEHEERA LI &, WHEZFATZY ., MROWRE RIZEEE. BEHICEHERE, ez THE
4z,
2) RURIZFRIRPICES L7256, & D WITHOEIRNICES L7258k, etk 2 E 2 2 nn
H5,
3) BIARPIICTER L7238 icid, RIMOBEAE 2 TREZNRH DO T, BIRICITHSHI SR L2 &,
(3) HE5EL
R ER R ISR Y, £ 72, FANERRHCESFRE, @R oND 2 ENRH 5,
@) BEZEE
L DTEFHE S IRA IR L CHEA LR &,

9. ZDHDEE
BB LT EAIDEBEESNARWEFIC I (R DT P EUSEIRENAD) 2GS hi-8E5 T,
BT AANE B G325 6. AKIOHEE - UEIERSE b, BIET 28210 H D,
R SCED 2010 47 9 AT GF 8 W)
VERRAEH
fifi& —
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#£1.7-7 FERGS—ER (XA 7y 7 AEHH 500mg)

e TEEYIIFF I T
WRE4 AT E v 7 AESA 500mg
N d RS A =R bR SE T

RGSAEA B 2006 4£ 7 /1 24 B (IRfRGE4 ERHMAZATE Y 7 2 1 1963 4 11 J 8 A)
FREASUE | TN 19824E 1 A 8 H

FrEHfiAEA H
e S5 AR

54 N —(5-Sulfamoyl-1,3,4-thiadiazol-2-yl)- acetamide monosodium salt
{ezEAE o 0

ﬁ%ﬁ . C4H5N4NaO3SZ\ %%% 124423
WAL, 1A T T7 825 FF U7 A550mg (78X 53 FELT500mg) 2ah
. FRPNRE

AIE -

&
7 |

1

2. TADA (fOFITAD AR TEEAR 4372858 A

3. HEHEIZRT BT > R— 2 DkE

4. A=z )UR M OA = VYEGERE

1. FkPBR
TEHZVTIRELT, @A LB 250mg~1g % 55E L THARN SUIAARNTESRT 5,

2. TADA (O TAD AR TEEAR 437285 -E A
TEHVTIRELT, @FEA 1 H 250~750mg % 43E] U CERIRPN UL AR5,

3. WRIEIZ BT DERIET v K— 2D
TEHVTIRELT, @HFHEALH 1[0 250~500mg Z HHRMNSUTHANES 42,

4. A =TIV ONA = VE(ERE
TEHYTIRELT, @EMRALA 1IE250~750mg & F RPN SUIHRNTESR3 5,

B, WTHNOBEA S, Fle, SERIC X 0 EERERET 5,

ik -

X
i

(A% - AEICEET 2ERALDEER]
BARGRRERGECRADEE, o, BROKG THRP AT EBZONLIHEICORTI Z L,
B, FROEGNATRE TR 14 &Il S A IR ISR AR GICO D B2 B 2 &,
ROBEIIFEL Lz L)
L ARENORG IFANR T I FRFEHN K UMBUE OB ERE O & 2 B35
2. MRS OMEST LI FRESOIEEDOESRREED H 2 B8 [P T o E=TRELY L5 S, FESiEs
HRITLI2BEWDNH D, ]
3. MR, SR AREOBRE [(AEOYEINEIEIC XY BIEARML HobhsBsZhnd s, ]
4. B\ r—VIENT ¥ R—Y A RIRPOF MU O A« B U O AR LAIED LTS EE, GIEHKER
2T UYIROBE [ERERENEEISNIBENGH D, ]
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ROBHFRS L) W5 = L. (EHBE) OESH)
ARNOR S XIEE T Y R FFEAERIC UIBEUE O BE: E S,
DI B EE = . . BR[| Mg
JUTTUA| 280 (25080123050 | B0 |l e :
‘ . (mL/min) ;
CRERY - PEIK] s | 1000~ | 1000~ | 500~ [ 500~ [ 500~
R = & A —H TS5 g E500mg TR 3000mg | 2000mg | 1500mg | 1000mg 1000mg
B - 9B 131 7L (5ul) I L~_F Tt & A500mg T 18]500mg | 1[71500mg | 1[2]250mg | 1/01250mg | 1[E]500mg 250ng
. WERET 1 U & 5o KRIH . KB, TRlET R U % & LAZe] | 120 | LA2R] | LAZR] | LALR
w m VA K i e [1EI1500mg|1[E11000mg]| 1[E1750mg | 151500mg | 1[11000mg
i B GH 500ng
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EEE LS ARERGT L,
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T, 5L EOBIRAI S ORI 720 ],

(EALDEE]
1. BEE®RE (ROBHCITERIHRSTEIL)

FLT A AT E OO L

(A% - RE]
LARF T Z LD ARG N OAFNEI D HEZ 256 ¢

WE, LRF I AROEEEFCIAAEROERY
mIEKICC, 1EIEZ 155000 CEHIRNER 535,

LARF T AOROEE IS bARE 253 58546
A EE. AIE L RNF T Z AL LTLH1000mg
Z1H2ENZA T, 1EEZ 15T THARNE ST 5,
INR lE, 4 EO/NRIIELARNF T H L E LTI
H20mg/kgZ 1 A 2[ENZ43 0, 1Al 2 154 T TEARN#
5%, 7272 L, IRESOkglh E/NTIE, A LRI T
Ak - HEERWSZ &,

WTFROBAITB N T, ERICE D BRI TE 525, 1

AREE G5Bl BRI T LB 4§52 &,
A - AT H fE &% 5 &133000mg & B 2 720N 2 &
E L. WEITEBU EOMFEEHITTIEHAELE LT
1000mgPh 972979,
INBR 4R LA B /NI B R s R SR 360meg kg & A
27N e e L, BETEMU EOMEE ST CT1LA A
L LTC20mg/kglh T 2175, 7272 L. {KE5S0kgll
O/NRTIE, RAEFULEGEREEZA VS Z &,
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0 KAV DR T ADATE L DR L RT3 = & [ |
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WX, CTANARIEOHEE T TANAERIRRE
NHLDLNDZENHDLDT, LRXFTE®HX LDOK
HEPIETAEHAICE., Dl & b2l BT T
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(18.8%) (ZEMWEANRD bivlz, ZOWNFRIL, HEHE
&ﬁﬁ%&%%ﬁ%ﬁ\&%%mﬁﬁﬁ%WHwam
ToHolz,

OBEMBEEETTFS 2 &, 8B, T2 TRLTHDHEE - |
AEEF VI aL—va VRERIZESC LD THDLZ L |
)



L
* MR E O B 3 M OSME O G R BRIk 12 25 < FEd oo 7=
DFEARR L Lz,

(2) ZzotoaElER
WD X5 REIERARD SN HAICIE, BHEIDS
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Z U < 2 IRERE I 5 3UBRIT 35 1 2 20 e PERRAT R 2 e | o %
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(R (10.9%) % Thore, Fio, ERRRRERRY AR
(B 1. y-GTPHEIN (6.8%). AEEA (5.7%). f3E L
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2) FAIMBBAEAEIRE (WERHY) s LAl | Wi Sl
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6. NRE~ADERE
IRHAEREE, AR, SR, 4RO LIk 45
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1. BERE

(1) ER
AEOTRGEHREICBNT, LRXFTEX LE—FEIC
156~140gRA L7=Bl3 v | EIR, Bk, %8, B
LUV OIRTR, FEIRINH R OV S Sh T D,

(2) wnig
AANZMARBEITIC L VEBREFARETH D . FEIHLTWD
HER ORI IS U T ENST O FEfi &2 B 5 2 &,
(TFEpmEhhe ) OESH)

8. ERALMDIE

(D) RANIEFIRNIC O AP G555 Z &,

(2) FRIFik

1) AFlo1E#EEfE (500~1500mg) % 100mL oA FE At
W, ILER Y AR XIEE% T R R AR
B2 &, NRTIEE, RN COMPURE % B 2 RIR
BEOWEEZETH L,

2) BRI, He T Z b,

3) TR, O UTRETICEYERO LA L
AN

9. ZDHMDIE

(1) WA CHM S N AHN 2 LB O TAPAIKICE
5, TADA, FEREELEXISE L2190 7 7 &
A% PRI R R BR ORTHERICB W T, ARSEL DA
BEROFBLOY 2793 FUTANAIEDOIRMAFE TS
T AREEE bl U CR2fEE < (BT An ASRIRAEE
0.43%., 77 BAREE 1 0.24%), FLTAMNASEDARARE
Tld, 7T EARBEL 1000 A 5H7- 1 1.9A S & 31
ST (9B5%EFEXR - 0.6-3.9), F7-. TAMNAER
BOYVTIN—TTIX, TTRREEE 1000\ H7-
N2.ANZWEFHE I TN D,

(2) FMEAFRAN T AN ABE1208F 255 L Li-7 TR
R PREE PR R BR O OFAFRNTIC R\ T FERS R M TENE
WORFEEL (BB, Wl &Ko, KL, B,
BENGE, #15 o, HEIARLE, #E., EHihl, Sl
e, PRRRER, FRRRE, AASEETE) DFEBLEIIAHAI
TET13.3%. 7T BAREETE. 2% Th o7, FEEEIZ, 4+
ENNECANABRE (A~165%) 19861455 L LTz
7T v R IR R RIS B 1T B YA EERORIR
IIAFIET37. 6%, 7T BRETIS. 6% Th o7,
T2, SAENNECTANABRE (4~165%) 9861 % %15
& LA RE K O TENC 3T 2 B A 3+ 5 75
TR FREERERBRIC BT, IEROARHRETH 528,
7T R REE L Hl U CHCRA TR O B L )RR STz,

2) BIRMNZSLBEOR/REDOLEKR Y

TERER AT LT T & & 51500mg % 155 FERIRIN % 5- X
RO Lzt &, LR_F T X LOMEETRERERE
KOOSR ENRE R T A — X IZLLTFTD EBY Tho7-, &1
P & bl U C L BRI -8R C, 135591 65 < L AUC
RO IFB LTV, RB, LAF T AROKS
FRED AW F R SRITHI100% TH - 72,

(ng/mL)

110 (417 49+ 95% {EREEX ) —e— WRAIRS -o- BORS

100 (ng/mL)
90 o
ié
0| X
# 70| z
; 60| ‘g
1% 50 %
Z E
2 47 7
30
20+
10
!
0T T
0 4
BE %M
EMEE RN RS ®oks BRI 1y L
NTA—=4 (N=25) (N=25) (90%{E %8 X )
Coe (ng/mlL) 97.0 [27.6] 58.9 [37.0] 1.64(1.47-1.83)
AUC, , (pg-h/mL) 472.3 [15.4) 487.4 [15.9] | 0.97(0.95-0. 99)
ty, (h) 0.25(0.17-0.27) | 0.75(0. 50-3. 00) -
ty, (h) 7.11 [11.7] 7.23 [12.7] —

AP [V ] t,, TR (/MBI fE)
a) FRIRPE G/ D

(2 MR

) HAEANRTANARE Y
SENNRETADAEE GHIBI - B85 A ~ 450w
L76, 4~ 16 AR 3201) 7> I L7z g L~F
B Y LRET — 2 EFWT, LARFZ & X L1555 HHR
W 5-#% DI ENTE 2 it LTo, AKIR G T L
NF T ¥ H LREIE, VARF T2 ARARG R L AR
EThote, Eio, AROREHEDIREAT OHER,
BH 7 VT T A LT E R OB SRERRE, /)0
BRI U CTHRENHEH RIS A B2 D BIRIICE
DI DR & LTHEE STz,

2) BEAEMEERT @OFICH T HHEBRE

AARNNE (4~165%) KRORA (16~555%) O TAD
WNEENLELNMER LT T2 LARET — 4
% T, RHEER S EhREfET 21T > 7=, € OfE R, CL/F
W% L CRE RO C A SR, V/FICK L CIAE
DRF AN BN OEERICER O H DN & LT
HeE &Nz, BARNNER O A CTAD B O Mg
B A I al—3 g LTERER. BRANETA

(EYEEE] A B IZ10~30mg/kg % 1 A 2[E] B 55 L 72 B oD i e v 36
1. meiEeE WIREEL, AARNRA CTANABEIZ500~1500mgl H 2
1) BA G L7BE & Rk L TRl S a7,

) BEBERVRERS

R IZ LT T & & 5 1500mg % 1647 i 12 C B [m] §f
RN 5% O H 2[R14. 5 B I EFIRNEES L= & &
LRFZ X AOIRWYENRENRT A —ZITLLTFDEEBY

2. ﬁ\ﬁ 2,6)

TEFERR A LT T+ & 51500mg % WA F AR5 L
7o & & OO ETEO I35, 8L (0. 54L/kg) TH V2,
RNFRK S BEICIEVMETH 72, in vitroft Nex vivo

Thol, RO ORI, LT T 4 LR OERBN Th Huch
LOSTD MAET A B 3IE, 10% AR TH 5,

RMERE HEES RE®RS

RS A—8 (N=16) (N=16) 3.
Cyy (ng/ml) 108.7 [17.5] 109.0 [17.3] LRF ¥ H ML, IFF 27 10— APAS0RICHTESE Tl
o (W) 0. 25 (0. 25-0. 25) 0. 25(0. 250. 25) REts e, TEANBREKITIT® M7 2 FEOREE
AUC,pp, (ug-h/mL) — 390.8 [10.0] BRI ETH Y . ZHUT K D AR S 2 O ERHY
AUC, ., (ug-h/mL) 437.3 [11.7] — Duch LO57 (7:7/1/7]53?{//1/{2‘:) Th D, . Moty
t,, (h) 7.21 [11.9] — VBT 1 2R,
CL (L/h) ¥ 3.43 [11.7] 3.84 [10.0] in vitrotBRIC BT, LNF 5+ & AR Quch LO5TIE

AT [CVED ], t,, CTIEPRAL (e ME i KA

a) FIEHE TIXCL,

Coon @ TR PR EE  t,,, o ocren I v 0 8 B e )

AUC = fi, P SED e 5 - R ET R RS ¢, o TR0
CL:&2H 7 VT TR

(3)

CYP (3A3/4. 2A6. 2C9. 2C19. 2D6. 2E1% (R1A2). UDP-
T a TS (UGTIAL K TUGT1AG) K IR
v RE Rr T —BIZR LCEERAEZ RS o7, &
7oy 2V U T AD TV v RIS S R
& RIEE 2o Tz,
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4. *3F7|ﬁ' 2,6,7)
TR AIC L AF T & & L 1500mg & B[R F RN 5 L
tk%@é%ﬁU7§yxmﬁﬁﬁmammmm&gé
o7z,
fatEERR N (K 5-864) 12 L_FF & & 5250~5000mg™
ZZSERFICEER ARG Lz & &7, 48R £ T
OG- BITHRT D IR HEIE RO EEIL, REIKE L
T5H6.3~65.3%., ucb LO57& L T17.7~21.9% T > 7=,
HEEERR A B BMEN) 42V C-L_F T & Z 1500mg
FHEROES L2 L&Y, BE548HE% E Clok b5’
D92. 8% DIETEEMN R 5. 0. 1% N FEH 25 EIL &
iz, BHASFERIt: £ Co b BTk T 2 R HEik R
1L R & LT65. 9%, uch L057 & LT23. 7% Tdh o
7=
LAR_F Z & X L OHEHIITRERIR Al K OR A B
I3, uch LOSTIZIFRERIAR Al & REBHAG SR AN /0 is 23 BE
HELTWwW3,

) EWNTERRINEAF OB KER S EIT3000mg TH 5,

5. B EEIEEERE (BOFICH T SHEAE ¥
EHRAEOILE O 570 B ARG & X5, LT T 1
HZLEHERO#ELE L& RToey s )77
AITBHEREIE W A (CLy : 280mL/min/1. 73m®) & b L
T, BEIC T (CLy: 50~<80mL/min/1. 73m?) Ti40%.
MR T (Cly : 30~<50mL/min/1. 73m*) T52%.
AN TFHE (CLy : <30mL/min/1. 73m?) T60%{K F L7z,
LA_RFTEHAluch LOSTOE 7 VT Z 2 AE 7 VT F
=27 UT TR EABICHBE L,

E BHEEDIZE
RS A—4 % BE PEE EE
(N=6) (N=6) (N=6) (N=6)
CLy, (mL/min/1. 73m?) >80 50-<80 30-<50 <30
5 500mg 500mg 250mg 250mg
LA_F T LA
C,.. (ug/mL) 22.846.3 | 16.0+4.1 | 11.0+2.2 | 9.5+3.0
to (h) 0.5 1.0 0.5 0.5
(0.5-2.0) | (0.5-2.0) | (0.5-1.0) | (0.5-1.0)
AUC,, (ug-h/mL) 167.9+27.9( 250. 5+41.0 | 171.227. 8 | 215. 3+41.0
t,, (h) 7.60.5 | 12.7+1.4 | 15.7+2.6 | 20.3+5.5
CL/F (mL/min/1. 73m®)| 51.7%4.1 | 31.2+4.8 | 24.9+3.9 | 20.6+4.0
CL, (nL/min/1.73m%) | 32.5%8.3 | 15.7+4.1 | 10.0+2.4 | 6.6+2.7
uch L057
C,.. (ug/ml) 0.36+0.03 | 0.77+0.17 | 0.58+0.17 | 1.10+0. 36
. (h) 5.0 8.0 12.0 24.0
(2.0-8.0) | (6.0-12.0) | (8.0-12.0) | (12.0-24.0)
AUC, , (ug-h/nL) 5.990.6 | 24.0+7.6 | 20.7+10.0 | 66.5+45.8
ty (h) 12.4 19.0 20.3 26.8
(11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)
CL, (nL/min/1.73m%) |251.4=35.8| 111.8=43.9 | 83.8+44.1 | 31.3+11.6

IEESD, t,,, (TP GR/ME R KAE)
CL/F: ARDNIOERHE 7 VT T A Cly: I VT TR

6. MAEBEHEZITTVIRBHEEETERE @OFIZE TS

SERRE) ¥

MARENT 2 52 F T 2 KB B RE R 5 o il AR 1
L _RF T & & L500mg % AT B Aa 44N TS HL R O B
HL7mE &, VRFTBH LOIEBNTIOM IR
TR CTh o 7ons, BEHTHIEL. 3RFRIC A L 7=, L
RF T+ & 5K Quch LOBTOENTIC L HBENRITE
<. B1%RKUBT% Tl -7,

EMERE/NS A —4 LRFSEE L ucb L057
C,.. (ug/mL) 18.7+1.6 8.86+0. 63
£y (h) 0.7(0.4-1.0)  [44.0(44.0-44.0)
t,, (h) 34.7(29. 2-38. 6) -
AUC, ,, (pg+h/mL) 464.649. 6 231.0+18.0
CL/F (nL/min/1. 73m?) 10.9(9.4-13. 1) -
AT FAF—DBREDE (%) 81.3%5.8 86.9+5.9
MEHT P OS] (h) 2.3(2.1-2.6) 2.1(1.9-2.6)
MiE#EN 2 V7 F > A (al/min/1. 73m%) 115.7+9.3 123.1+8.6

N=6, ¥ £SD
tyn tyon CL/F, BT O A0 Sl (eI~ KA

(4)

Tg%?ﬁ%%%(ﬁumtawéﬁﬁm%~%ak?—
BRPE N OVHAERE (Child-Pugh/yEHAK UB) DR ASFHRE
KFEICVRF T 2X AEHEROKS L&, LN
FIEELDEE I VT T AEIET RN o
72, THEE (Child-Pugh/yJEC) OIFHEREK TH Tk, £
&7 VT T ABNERER A DFI50% & 7o T,

FFHEEIETE
EMEniE BEERA [ Child-Pugh [ Child-Pugh | Child-Pugh
NS A=% (N=5) SEEA 5488 S C
(N=5) (N=6) (N=5)

L(;g/min/l.mmz)“) 93.1+13.8 |120.8%+11.9|99.6+13.2|63.5%+13.5
LARFTEH L
C,. (ug/mL) 23.1%£1.2 | 23.6%4.9 | 24.7%£3.3 | 24.1£3.8
t,.. (h) 0.8+0.3 | 0.6+0.2 | 0.5+0.0 | 1.6+1.5
AUC (p g h/mL) 234+49 224+25 262+58 5954220
ty, (h) 7.6+£1.0 | 7.6+0.7 | 8.7+1.5 | 18.4£7.2
C(;i};min/l. 731) 63.4£9.7 62.5+8.7 [55.4+10.5(29.2+13.5
¥ fiE £ SD

a) LRF T LEEHOM

8. BlvE (BOFI<HTLHBME. HNEAT—H)

FIFIZBIT 5 L_XF T & AOFEYEREICONT, 7
LY F =27 VT 52 ZAH30~T1nL/min D85k & 164
(FEHH61~88%%) Z x5 & LTl L-f R, &g T
TIH IR RI40% IER L, 10~11Kf & 22 o 72,

9. EMIHEEER

ﬂ)7;:$4>(ﬁnmtﬁwéﬁﬁm%,%mx?

—4)
Trx= b A VOBEBBR TSI ba— L TE R
WY FEAE T TR AR E MR AEZ A5 Dk
ANTADAEBER 2RI, LT T & H 53000mg/
HER&EEGELZEE, 7= b U OIMIETIEES
HPENIE T A —H B ERIF S oo Tz, 7==
b Vb L RFT2X LAOIRYENEIZHE L KT S 7
Mmool

2 s 7OfEF Ry DL (EOBICE T HRBRE.

HEAT—4) 2

fERERR A 1661 2 %Iz, /LT ulE) kU v LADER
REETIZBW T U RF T & & A% 1500mg B AR O 5
Licb&x, "u7am@F N U AILRTF T LD
HEENREICEE RIS Rholz, LRFTEHXLE
NATaEr v U LAORYEREICEEE KF IR
moT,

Q) BOMEFE(IFILIRIMNSSA—ILRUTLKR/
LA RLILOEH]) @EAFICH T ZHEBRBE. 5
BAT—4%) ¥

T RERR N A 1801 & R4, BIOMHTE (=T =1 =
A NT VA =10, 03mg LN LR VA R L V0. 15mg
DEFNEIHLE) BROLRF T ¥ & A %E1[E500mgl H 2
FE2l BERERAKRELZEE, LRXFFTEX AT
FoNVT AT — VKRNV R VA A R LV DI
WIENRE R T A — HIBE RT S b o To, HHEsRE
DI 7 v r 2T v v R ORI R VE R R
TEECHER L, R OBHTEIROEM L LT S e
MmoTo, BENOBHEIKIL, L RF T X LAY EREIC
R RIE S o T,
M)2?$9>(ﬁumcﬁwéﬁﬁmﬁ~%ﬁk?—
TR N LI 25t ic, 3% 2> (1H0. 25mgZ 1H 1
E) ROV R_F T H A1[E1000mgl A 2[H]7 F [ R
OFGLEZEE, LRFIRXLAFTVIF VU DOHEY
BHERT A — WL RIS phol-, YVIAX T
HLRF T X AOEYEEICEEE RKIZTI 2o
7=
6)Ug;guy(ﬁuﬂtﬁwéﬁﬁm%,%ﬁx?
' br U OEBERER (INR) A B AR O#i
BHNICHERF T2 55, U7 7 U o OiE & ikENC
T TV DR 266 2 )Rz, Vv 77Uy (2.5
~7.5mg/H) BOL_FF+ % A1[E1000mgl H2[H7 H
MiERORE L&, LRFITRZLITITULT 7
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VUBEICEEARTEST, e b UL E
AT e oty TLT7 7V LRFTEX LD
SR ENRE IR B A KT S o Tz,
w)72A$/b(ﬁnﬂtﬁwéﬁﬁmﬁ~%ﬁk?
—4)
AR R 2301 & %8212, 7r %y K (1[500mgZ 1 H
4[E]) KL F 5+ & A1E1000mgl H 2514 H {5515 5%
D&%Lt =, 7ﬂ&*VFﬁVN?§t&A®%
WENRE I B E MAE S 7 o 728, B uch L057
®W7)77/x%m%ﬁré@to

(ERPRALHR]

1. 8OFH S EHE~DY Y B ZHE 7

R FREEAT D16 L LD TADAEE 166 %2 55
K\VN%it&AMW%%%myE%ﬁﬂﬁﬁh6w%
%%WW&%~ME%\MMH) P Bz L&, RO
e 5. K OFF IR 5-FREIC BT 5 1H H 72 0 O/ AER
Booop Ju g (1004 A0 S -5 30U 43 7 s) 1%, 0.59
(0. 04-1.12) [AIf&%Cr0.38 (0.00-1.00) [REICTH 7=,

2. B0OFNH 1+ ZEERARBAE

(1) TS ERABHRE (BA)

BETF OHL T A ABR T3 20 3 BRI S RS S v 7e
TR AT HMATANPABEZNSRE LT, &
B & I L7,

'\Iﬁ1 18)

Zliﬁ' 1000mg/ H, 3000mg/ H KON Z & 7R % 1 208 fififk O B
5(%?@#(&%5%&@%%)LtﬁA BRI
HHTHDHEHT- Y OFIAERER D RIXTTERD &
k@f%@ 7T REE L ARAIRE (1000 T3000mg/ H)

IZAH 1000mg/ HEEOM CHRF 2B B ZDRD

%hﬁi%n%ﬂmomnmo_pOWG&ﬁﬁ%l%
BEHMICB T O EER LI-BH -9 OFS %W@
PAaEHERET DT ON), B, FHEIC

50% L ARy X —L—k (BH7Y 0)*[5’\“1’!5@4;&7&)
B & b Th0% 0L FikE L - BE 0EIE) |

7 Z R REEL3. 8% (9/6541) . 1000mg/ H #£31. 3% (20/64
#1). 3000mg/ H#£28.6% (18/63%1) ThH-o7-,

B YOBLEERH" | TS5 ERBICHT ZEPERD?
Hil%g ? . BLE [95% {5 88X fél]
b: ikt
BRI | SHE AR (%) of)
77eR 65 2.73 2.67 6.11
1000mg/ H 188
g"; 64 3.58 2.25 | 19.61 20.9 [6.0, 29.9]
[10.2, 30.4] (p=0. 006)
3000n:1g/ H 63 a1 508 9779 (p<0. 001) 23.0
HE [10.7, 33.6]

a) BRI K ORI O 17— 2 234 > T 2 JE 1%

b) Rl

o) EACIRER T MEIC AL b

d) BeGREE T BIEHIRICIS T 25 BOEH L sl o 72 0 O R EE
o AR LT DI

2) EER2

AAI500mg/ B, 1000mg/ H . 2000mg/ H . 3000mg/ H K& O
7T R & 128 %ﬁm&%(&f@#fﬁﬁm%&@ﬁ
) Legd, sHMmics T 28828 ol b7z
D OFEFEAERIBAE A 2 (FYAl) 13, 12, 92%,
18.00%. 11.11%. 31.67%K N12.50% TH V. FEF
ﬁ@af%5$mwmmmwiSwmyaﬁ&077t
REED SEERH] T OFAM IS I 1T D 8% @ﬁﬁ%@ﬁ%
t@@%%%%@ﬁﬁ&f_ o R IPA S I=X R
Lotz (p=0. 067, Kruskal*Wallisﬁﬁﬁf}o Kﬁjs\
EBICBITB50% VAR F—L— b, 77 R
11.6% (8/694) . 500mg/ H #£19. 1% (13/68f1) . 1000mg/
HEEL7.6% (12/68%) . 2000mg/ HEE16. 2% (11/684]) .
3000mg/ H #£33. 3% (22/66%1) TH -7,

(2) ROMGEIRSHER (RA) 2
?ﬂ%%%?bt%ﬁmﬁ%ﬁ%kbf AFH1000~
3000mg/ H Z 1 H 2[5 1 TREABEE LT & & DRy 5
YEEIBUILL T L1 Tz%oto

(5)

B1-Y OIS AR MO P RIE
(E1mALR. BIWAELR)

BHTY OEBSFAER MO P RIE
(B1ES A, EIMAELR)

6.00

) :Hi%

o
9
3

\\

e %

—t——

[(151) (150)

(135) y (103) (96)

(122) (117 @1 @ @) ®9 6N T8 0D gq) (50)

@9)

IR
"m.‘, \w/"v“ il ,5#@“@/@!‘%/"" i & & a"\ /"mé"

FFERAR
(7B) ARBUZSIN LT D 5 B 7651782 D% il S v 7o kit ikt
BT LARRBR 246 T L7 (33~364 H T, 36~48% H T474,
484 J LAREC2861)

9",,.3* 4"3\ o o o o

?‘?'
2

H//H\
£ >

Q) MNERENFEMAERER GFERRR)

BETF OPLC A AFETH 3 e 3 ERHI S 235 S e
M FNE R AT HA~168% D/NE T A ds A BE T35 % 5%t
L1l LT, AHIM0IE60mg/kg/ A (fRES50kgL 132000
X1E3000mg/ H) Z1H2[ENZ T ClaBMR 0% 5 (BEfF
OHPTAPAEREDOHH) Lzt &, TEFMIEE CTH
HEELHR S O B 7= © O FAEE B RO gk
B (95%1EHEIX[E) 1%, 43.21% (26.19%, 52.14%) T
HY | FEAELE DD 3 FE @bnto
itwd\?fhﬂh$%%ﬁ T143E LLRE & A H) 20 ~
60mg/kg/ A (K &E50kglL [1131000~3000mg/ H) % 1H2
ENZ 3 ke 5- L= & & O BIERIEBIILL T O &
bR} Té?;oto

)%

3)

(73)

(55) (29)

(54) (53) (14)

REIR SRR »ERs wEEs wERs s wEHs
(1438) 18~378 3~67 A 6~97 8 9~124R 12~157§

(EHEE)

1.

TADAREICHT B4R 22

WA S ) —= 2 =TV TH D RRKERITVIAT
TR F LT T =R TV NATT
N 8T, FORAMRIER 2R S 2o 722 23, Al
BRAET L RY T~ 22 S F LT hT—)u
XU R~ 2® v IIAA = FEE
DTy " AT AT =BG TANRALT > b
(GAERS) #)| BEIFMEFEE~ 7 220 7 K OERYIME, 2%
FAEE S LT CAMABDET VTR T, FEIEmHIE
HERLT,

- MTADAREER »

RHZESS T RY 7Ty McBW T, F RY v
ﬁ/ﬁk%ﬁﬂﬁ L/f:o

. IR (T B F Do e 222620

Z v N OMorri s/KREGERERIZ IR\ TEREWEAEIC A KT X
PH | p—F—ny NREBRCIOESESREICE AL E S
o722 F i BRIMEIRGETR S v MU TR R
M 2R Lf:mo

4 R

LRF T X AL, FEZEREOEE A 4 F v %
L EITFREA LW AR O v 7 2N - A BE
2A (SV24) & DFELS D) NEICaZ F ¥ A PHE | HIfaA
Ca® DFEBENNHIPY . GABAR N Y & UAEEIWEE RIS KT 5
T u AT Y v 7 BLEOMHY SR @R 22 FHI L
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DI 72 ERHER SN TN D, SV2AICRHT B HEA B

ML BT T ANAEIE T VIZEBIT 2 3 EMGIER & o

RHZIFAERR O N Z b, LRXF T X AL

g%mﬁéﬁ\%Wmﬁﬁﬁﬂﬁﬁbfwé%@k%z
2%,

(B IZET SEBEEMNAER]
—fx4 L RXF T8 H A (Levetiracetam (JAN))
b4 0 (25)-2—(2-Oxopyrrolidine—1-yl)butyramide
g
(0]
HsC /, NH:2
H N 0

r

: CgHy,N,0,

0 170. 21

i :1156~119C

IR BO~EIRAROREEOM R TH 5, KITHD THE
TR, AF =N RO Z ) —L (99.5) ITIRT
9L, 27 u X)L EOT | b= kUL
FR9<, MU ROV F )L —7 U IEETFICL
<y ANFTATUTE AT,

IYBOAREC - -0.60 (pHT7.4, 1-F 2 & ) —)v /U o EEREEIR)

£
o 3

EEDY

(2 %)
A = 7" T EEE500mg 6751 T L

(EEXHR U XHEFEKE]

FEXR

) BAEGEE  EERIERREBHNMNIE~ =27V EAMREUE

SE (AR

AARNERBRACEBT 2 L_F T8 & AEHAIOH

[F] Je NS A ¢ 5 IRg D SR il HE

AARNBERERANCEBT 2 L_F T8 5 AEK S

79 0> HL[E] % B IRg oD B

tHENEE: SAEN R TADABFICBIT D L_F T LD
FHER SR B REfR AT

5) Toublanc, N., et al. :Drug Metab. Pharmacokinet. 29, 61(2014)

6) Strolin Benedetti, M., et al.:Zur. J. Clin. Pharmacol.59,621(2003)

7) FENEE D AARNEREANCBT D LT T 7 AHRER R
DIEYEIRE

FENERE  BARNB BRI T K O ZENT 252 1 T 5 K
BAEBEICBIT S LT T4 LoEYEhTE

9) Brockmsller, J., et al. :Clin. Pharmacol. Ther. 71, 529 (2005)

10) #ENEERL : mlE GMEAN) ICBIT 51T T AEEKR O

AR 1 IR O SER) T TE

11) Browne, T.R., et al. : /. Clin. Pharmacol. 40, 590 (2000)

12) Coupez,R., et al.:Epilepsia 44,171(2003)

13) Ragueneau-Majlessi, I., et al.:Epilepsia 43,697 (2002)

14) Levy,R.H., et al. :Epilepsy Res.46,93(2001)

15) Ragueneau-Majlessi, I., et al.:/£pilepsy Res.41,55(2001)

16) FENEEL . LRF T4 A RO ORYENREI RIZT 7 2

R RORE

17) AN fl o ERAS R 17, 413(2014)

18) #ENEERL : BARICKIT 57 7 B AR IRER GRURD

19) #NEE : BARICB T 277 B ARRREERER GAUR2)

20) J\ARFI— fil : TAMAMFTE 29,441 (2012)

21) FEPNEEL : BAIZIS T D/ AR

22) Klitgaard, H., et al.:Zur. J. Pharmacol. 353, 191 (1998)

23) Gower, A. J., et al. :Epilepsy Res. 22,207 (1995)

24) Gower, A. J., et al. :Eur. J. Pharmacol. 222, 193 (1992)

25) Loscher, W., et al. :J. Pharmacol. Exp. Ther. 284, 474 (1998)

26) Lamberty, Y., et al. :fpilepsy Behav.1,333(2000)

27) Hanon, E., et al. :Seizure 10, 287 (2001)

28) Nover, M., et al. :Eur. J. Pharmacol. 286, 137 (1995)

29) Lynch, B. A., et al. : Proc. Nat. Acad. Sci. U. S. A. 101, 9861 (2004)

30) Lukyanetz,E.A., et al. :fpilepsia 43,9(2002)

31) Pisani, A.,et al.:Epilepsia 45, 719(2004)

32) Rigo, J.M., et al. :Br. J. Pharmacol. 136, 659 (2002)

33) Margineanu, D.G. , et al. :Pharmacol. Res. 42, 281 (2000)

34) Kaminski, R. M., et al. :Neuropharmacology 54, 715(2008)

=

2) PR
3) PR

4

Z

8

<

(6)

XHREER 5%
i%?ﬁﬂﬁﬁ@ﬁwgﬂﬂo%iLT%T%V?%*
<TZEVY,

KBRS S
[EEAMLRGEART EHERE 2 —
T 108-8242 HUTHPEX kR 2-16-4
ST T Ry RIAE T —
EFh  0120-189-840
FAX  03-6717-1414

BUERRSET
V.)Jh 1-3)—-E-Jv) OB =
A\ 4 FREFERAHESTEI7E1E
BR5S

Q@ mmmpztait

Otsuko ERFFRAXHETA2-9
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1.8.2 e - HRRUVAE - HE (B) ORTERRL
1.8.2.1 BEE - HRRUVRAE - BE ()

LT T & X AERAIOZNRE - SR LOHE - A& (8) 2L FIOR Lk,

FEHANT TROBGRTE RV O—Ri RS & LT, A =77 F8E250mg, [FIFE
500mg KOFEI RT7 A1y 7 50% (LLF, fAOFEMET) IZELLHDTH Y, OO CE
& OHERFTIC, AR L,

(ZhRE - 2h 5]

—EFRICRR OGN TERVAEIZEBIT D, FitOREICkd 5 LT 7 & X 288 0 8RR
BRIE

DOFLT AN AIE T RENEDEZRD WV TADABE OIS FRNE (kM2 b5 E%
EEe) ITXT AHIC AN AIE L OOFHEE

(HE - HE)

LARF T X LAORAFENOAEANHI Y BEX D54 -

BE, VXTI AR O0%5 EEC 1T HAHER O GREZ T 1 EEE 15 000 THRHRN
B545,

LRF T LOR OGS AR 2 G DG

B EE, RAIIZLR_FT7'X AL LT HI000mg Z 1 H 2 B2, 1 [BlEZ 15 550>
O CERN G35,

INR @, 4R EO/NRIZIZLR_RF T2 AL LT 1 H 20mgkg 2 1 H 2 [EN24 ), 1]
5 15 0 CTHARNE G- 5, 7272 L, KE 50 kg LA EO/NRTCIE, BN &R AL - A&
EHWDLZ L,
WTNOBAEICBWTH, FERIC L VEERCX 223, 1 B 5 &R OB EHRIFLL T O
LBV EFTHZ L,

B AT 1 B e 5803 3000mg R a2 &l L, a2 BN EOREE &
JC1 AR E LT1000mg LA F$2517 5,

INB 4l Eo/NRTIE L BikE RS RE 60mgkg AN Ll L HEET 2 L E
OfREEZHITTI HHES LT 20mgke AT 2179, 7272 L, IKHE 50ke LA ED/NR T,
A E R UG EZ VD Z L,
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1.8.2.2 BheE - MRRUVAE - AE () OFRERRL

HEHANT TRAREN TERWGEO—RFRRRUERA) L LT, BRAFCELLZHDOTH Y |
[Zh6E - 2hR ) OFeEUE, TSR ORGSR TERWEZICBIT 5, TrRiOIRRICkT 5 L
F 7B AR ORAORERE] S RGREEZPR L L, ROAIER—E T2 2 &0 EB 2
77

THVE « &) OFREIZHOWTIE, AT OB Z RICEE LT,

(1) EAIZHT SRE - REDORERML

AFNOALESITFIE RO EER TER2WGAO R ABRA] THY ., BCkOARHE
tofi\v«%7?&A&%ﬁ@ﬁ%%%@dﬁéﬁ%i%%ﬁﬁﬂlﬂAj@ﬁ%]\&%ﬁ
D - HEITROA EREE L, &5 52 TAANL, 100 mLOBEAT 5755 THAR L,

SITEIT CTERIRNEE 535 ) CBIE LT [Le HBM] |

KIDOAGEHFEIZ DT> TE, AARANRATANABE I L THEICK & RO G L # M
T%éﬂfﬂéﬁﬁﬁéﬁ%%%ML LT DR 1T,

S E R & %15 & L7- N01077 35BR Part A DT WA L 2BEIC, AARAEERA
Zextge L L7z N01377 iR % 520 L . V«?7t5Alwmm¢H5 TR EIERIRN 4 G-ike &
HARR O B G RE O BIIE 2 el U7, 2 OFER. 15 0 RIFIRNEE G-HREOD Cppay 188 O -
{5 hd tufm<&é%®®(@D&%ﬁ_ﬂﬁéﬁWW&ﬁﬁwcm®w-%1@ AUC
RO DMOIEMENRE ST A — 2 IHFIFE Uo7, £, RROBGEHNT S 5 5HIRNE S
BED Coax DELIZDUWNT I, NO1377 it%ﬁé (7 1.6) & NO1077 7k Part A (9 1.0) (CHHIEDNFR
Do (27121 HBR]

N01377 7Bk & N01077 5Bk OB R OMEIZ OV THRETT 5720, BAR AR OV E AR
NBVEZ %G & L7z EP0038 sBR & 320 L, L_"F T+ & L 1500 mg % 15 43R ERAIRPIEE 5-12
THE L O A 210145 B B EEHARN S U 72RO S EHRE & OV 2PEIC >V Tliat LTz,
ZORER, LT T & LHE K OREFIRNE 5RO FE BB NFEZITERO b T, B
AANKOCANE BITZENO BRI Z R LT [27.63.1 HBH]

SREARAN T ANABRE SR E L2 NO1166 RBRORERT VA 25512, BAAERAT
AN X5 L LT NO1378 ikl &2 FEfE L. NG L [ —HED L _FZ X AE
SR OGNS 1543 Wﬁ%ﬁ&5“4Hﬁﬂwﬁztﬁ@ﬁiﬁ&Uﬁ%@%uﬁw
TR LT, ZOREE. 15 BEFRIRNEE 513 20D R AR 2R LTz [2.7.64.1 HS
%]oit\VN?§?5A®mm¢%77%&i@@§z%%fﬂ&&f%b\&5%%
EHEERCRGBEZMGT 0BT RNEEZ BN (2722 2) EHEBR] ,

HMEZEHAE LR ER L, BNV TEHE R L TUVRuy, FEEN01378 3BR Tl

BIRANCEZMEZFHE L TR Y . BRAEG1D 1545 Wﬁ%ﬁ&%m@@ﬁztﬁmlﬁ&
720 OERSFAEEEIC K & 72 BEN I A BN/ o7 [2.732.1 (3) HEARM]

IRLOBREENTLE, LRFTEX LD 154 W#WW&ﬁi S YRE A el S gl S
BEL 725500, AUC KL OVZFDMOEMEIRE T A —2 1 XIFIFEHEL < (N01377 3BR) . HAAN

D AT AR E LT, AFAIR, FBY LSV, 5% R UBHERRAET O hTh 5,
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N CANABE ZRG L LT OG0 15 2FEIRNEE G- ~08) 0 Z 23 BRICE W TH (248
MO RMRERMEE R LT (N01378 3kER) , MR B GRHIXT B FRIRNBEGRED Cphy DEEIZ DN
T, BARARGHER (N01377 3ER) & AME AR G5Bk (N01077 30ER) CTHIEN A H 7223, EP0038
HEROFERND N HDOBVVIAFEEIC L D b0 TIERL, HBBRMOEICERT S &2 50T,

FEREATUER C OGN & miRE O3IR 2 Sl IC G- LT 6 ORGSR [2.62.1 HS
MY | AMEBEEERR A 255 & L7z NO1165 sBROFE RS . LV S HE (& 4000 mg %z 4 F A
W 100 mL TR, 15 ofifG) KOVK 0 OB G (B 2500 mg 2 AFEAHK 100 mL ©
AR, 5 o E) THIRNES L7256 THOREMEICHBEIZA DR oT [2.7.62.1 HRR]
U723 o T, FlRINEE GRED Coay 2308 M P2 G-REIZ RS LTI 1.6 iV (NO1377 38BR) = &%, 224
PRI E L 5.2 5 X9 080T v 277, BRHE (1 ERERS & 1500 mg) (238155 155
FIERAIRAN G- OZ2MHIFHR S T b EB 2 bhvd,

EP0038 iR CORER A E 2, FEMBNREIC AFAZITGRD LN hoToZ L ZivE TOHME
ERARRRBR N OAMNE O IR Z BT — X I ARNCOIMETE D 52615, BAANCRITS L
RF T & LMERFOLZEMEEZNE TOMEHBAREN O FRIT D722, LRXFFEX AT LT
WREEIWER T — & Z & GRREAINCRET L2/ R, ERFIOBERICH - T, Lotk LRI S
LRI BN o T (2746 EHBHR]

INHEDZ Linb. ARANEANTADABEIKT DO ML - FHEE, BokERE<, #&
HA &Rk E L, #5714 TARANE, 100 mL D& T 24 RIE TAIR L. 15 597500 THIRPN
59 %) ERETDLIEICEY, BOEGOMNBENRTE 5 LHEr L,

(2 IMNRIZHT HRE - AEDHRTERL

AARNINRZ %G & U= ERBIOBGRRER T — 2 1372008, OFIcoRyEmEORE RS, A
ARNNRT o vBE ENENNETANAVBEORYBIRRIIFRETH D Z & [ AT ARHE
gE UNEAHE]  CTD2.7.234 (2) B | sATH HARN ESNEANOEYEhREIZIEN TRV
ZHNDZ LD [(HIEEKGRHFER : CTD2.7.23.5H] | SMENNETADABREDT —F %%
ML, BRNNRIZHT 2HE - HEOREN /LB X T,

LITFIZ, ZRETIXH/LNTODINENNETANABE TOMRRZER LT,

SMENNE T A ABE 3R L LT N AIORHERSEEREANT (N01288 fifdT) X ONE
FHEI O RHEM DB REAZNT (CLO010 fi#HT) (2T, LRF T X LAOFRRNEE G- & %
A5 CHWIMET L_F T & AREOEEIL, KEH- 0 ORG-S CF U
NTHoTo, Lioo>T, BOBGNOEIRNE G, SUTFIRNE G058 0 & G~ 5
A FERICE S B2 T o 0BTV EE 2 bz [2722 (6) THEBMR] ,

NOI1274 RERDFER LV . L RF T X AFFIRNE 512 L D1 D—REICHE L e 572 4
LA EOAENNR T AMAEE T DL _XF T8 X LD 15 55 MEIRNE 513, 2240
DR BRI R L [2.7.643HE]

LARF T & MBI D HIREENWER T — & 25l L7-65 58, NIz WThH et b,
IR SN AT o7 [274.6 THBHR]

IRBDZTENG, 4L EO BARNNETANABEITT D VAT T4 LESHIOHE -
MRS, BOKERULS, BAFE KL L, 552 TRANE, 100 mL OiEE 9 25 B THR
L. 159 THIRMIR G 3%) ERETHZEICEY ., BARGORENTE 5 &l LT,
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() Rt - AEORHAEICET SRR

R HEORHEGIEE LTE, TV_F T2 Z 20RAFBENLAFNCYI W EZ 5546 . T#
NGNS, AR EREGT 2856 PMEESHTEY., ZRENOHEIIL U - HRED
RLEIAIE L LT,

RO THRESN TS 1 Ak S ER O EGTET? OTROLEMIC O W TR Lz, &
RIOME SN HEH5 WL, < O5E, Bl Th L B2 N7, REITOERG G,

2 AMLL EORIMEE ST BETZH1C, BEIE. AR ORAFI~OE Y E2 ™M Thnd b
DEEZLND, LLAERDL, AL UIHEIN I r—A b EES N, BOFIOmE - H
BICHEL, | HESHRGELUHEHIECOWTHLHZ L TEL ZENHEITH 5 &l L,

ek, AN 1100 mL O AT 2 HRIE CHINT 52 &) ZRidEE LT3, AIROLE M
[ZOWTIE THIE « HEICEET 28 EodE] oBIC, AHKEL AT 2 AR oW\ T
X TR EOEE) OEIC, ThENEHT L2 L@ e B %, THE - AR SR TR
HEHITDHZ L & LT,

D) B AT TREIRIZ &0 1 H 3000 mg e #8 2 72\ Vit DH O T 9= % 235, B &@LU LoRiRZ H 1 TIH &L
LT1000 mglA F9°2479 Z &1 . /NETIE HERIZE D 1B 60mg/kgZ #8 2 72\ VP Tl B 528, #EI132
BRI EDMFEZ &I CILHHEE L T20mgkgbl F 279 Z &) ERELTWA,
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1.8.3 FALOZFE () RUKTEIRL

ANRO &RV | FEHFNTROANCHE T 28FTHY . ROFIOGERA SCE [ —7 77 5E 250 mg,
[AHE 500 mg WfH3CGE © 2014 423 AGT GE7h) ] ICBEL TnWa MEH FoEs) 25, K
ARHGEERIOERA I LT, ERAO EH EOEE (%) | aRELR,

HERFIO A EoEE () |t RAFIL OFTHANEOENEZIRT 70, EHFNCERS
AL DFEHEITICIE, TR AR LT,

(& = ROBEICFERSG LN L) )
ARNORS T E R Y R BB ULiRBUE DB D & 5 B

(R EARAL]
— R EFRIETHY . CCDS Dt a2 B EIZHE LT,

(AL - HEICBHET 2 LR

1. A#FF, HRL T HESFTLZ L,

2. AANIMOFLCTANAEKE G L CTHERT S 2 &, [ENERRBRICBO T, ARFIHEMmE 5
TOMEHARRERIT 22, ]

3. RABMEREREERFICAR 25T 25811, FTRICRTZ LT F=0 7 VT 7 AEES
EL L TARIOBRSEL OB MRERE T2 2L, £, MRS 2% TV DA EE
T, ZVvT7F =07 V7 T AMEDS LT 1 BRABEICIA T, MEENT % £ L 7% 12K
ROBINEEZITH 2 &, BB, ZZTRLTWAHE - HEIEIY I 21—y g VBRI
SHLDOTHDLIEND, FRETLICHEBEICEE LN, HiE - HEZHEEST2 L,
( TFepEhae) OES)

JVTF= . N

Z BT | BN

1 VA >80 >50-<80 >30-<50 <30 A

7 () 77./) = = = BRAE | ORI
| B 1000~ 1000~ 500~ 500~ 500~

3000 mg 2000 mg 1500 mg 1000 mg 1000 mg
e o | 1E1500mg | 1[5]500mg | 1[51250mg | 1[5]1250mg | 1[=]500 mg
% =N

WRHEPR | Hom | 1p2m | A2 | 126 | 1A1E
B 1811500 mg | 1[5]1000mg | 1[5]750mg | 1[5]1500mg | 1 [A] 1000 mg
PEEI tp2m@ | A2 | 1H26 | TH2E | 1AIE

250 mg

500 mg

4. HEEONIFEREREEDOH HEFH TIL, HiETOZ LT FUEAMETLTEBY, 2L 7=
7 VT T AME B TIXEHEERR S O 2/ Nl 2 /TREMEDR 5D Z &b, K VKA
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BT S L & bIC, HEIDERZBIE L2 5 ik - HRZHET5 2 &,
5. BRIRNIR G- O 05 1CY) D 3R 2 DERORE O &G5O ik - JHEIE, kARG LFEC 1 H

HE;OEEGREETDHZ L,
2 O #8553 A BRIC 72 o T GBI LR TF 2 X AR OANCEIV 2 5 2 & [ENO

6.
BRAFBRIC BV T, 5 HRLL EOFIRNE G ORI IF ] o
[RRAEARHML]

M. 122oWT, AKFIOEGIZHT-> UIHFRBMLETHY . ZOSHEE L [1.822 3) HE
iy

2.~4.] 1%, BROFOHRMCEOTHIZKE S, RE LT,
5.0 122\ T, 1.822HIZFEEH DO B, HEHAIE U THRE LG FIETHNE, ROE
CFHAEICARBNTE D2 EnD, BIRNEG LR OB 500 B2 Do nkGEo Mk - HE
WZHOWTIE, FIRNE G ERIC 1 BHER R GREETUID B X5 Z LR mUTH D EHFE LT,
[6.] 1O\, AFNT T5hEE - 58] IO LB, IR AOEENR TERNEAIC
BEHESAHZ L] ZEELERFTHY, ENEERRBRICBHNTYH, TERAIORERSHMIL 45 H
M CEMICHER L7258 0B L T 7w, 078, ROKRGNAERIC R - a1 ESe
DZLR_RF T X AREAFNCTI Dz 52 ¢nmillchdreEX, RE L,

1. HERE (ROBBICFEERECHRESTHIE)

(1) BHRERESTOH 58H ( G - HECEES 0 EoEE] . YRR OESH)

(2) HEEAKREREOHDEE ( Tk - HECBEET MM Loikig) | g o
M)

3) miindE ( NREE~OG) | [HRYER] OHEZM] )

(R EARAL]
e HAIOURASCEOFTRICE S &, BIE LI
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2. EEGEAREIE

(1) EHAFIZRBIT 2 &G EOREMAREER D LIRS IEIZE Y, TADARIEDOHEE I TA
MAERRIRENDH HbNDZE0NHDHDT, LXF T H 2O Z T IET 548121,
D7 B 2B ENT TR & T 572 CEEICITY 2 b,

(2) IR, EES - ) - KTESRFEORTNEZD Z &0 H 5D T, AFIRGHOR
BT H BB OERRSE, fElR 2 M O R OBIEICIEFR SERVWE S EET D 2 L,

(3) L, SEEL. LR, BUE, BBMSORBIERNH 5, BREMICEDLZ bbb
DT, AFGHITEE DORER OO A EEIR BRI D L,

(4) BHERKOZOFHEECHERNE, B RAENEORBIIEIRIEIL O FTREVEIC DUV Tt 217
W, ERT E B ICEIE 2D 50 K ORET L2 L,

(R EARAL]

RAOFOWA LEOTHEICEKSE, HE L, (1) (2250 TE, ERAICOEMIFEE IR
Wiz, RAOFEZDIZLRXRF T X LOKGEEZFILTHGEOHRETHLE. Db L) itk
fig L7z,

3. ElER

CESTHICE 1T B RERAAE]

BN BEGFOPLCADAIKE LT T4 KEE AT O IEEZ BT DA (16 %LL 1)
TADAVEE 16 025 e LT, LXF T8 X LAOFRGREZROFE D 15 55 MEIRN
5 (4 B vz - L&, 361 (18.8%) ICRIWEHNRO bz, TONRIE, HH
ELRAE, TESTERACAE , VERAAEAR 239 1 61 (6.3%) ThH o7,

[BOFNIE T B RERRIE]

XA : KGR FEREE TOEN T 7 & ARk IR & OV Fuichi < Rkt 53k ds 17
% I EMERRAT RSB 543 B0 9 B, 490 Bl (90.2%) IZEWER MRS Hivlz, FEREIERIL,
BIHTER (53.0%) . IR (35.5%) . HHFE (19.9%) . {FEMED E WV (17.5%) . FHT (13.8%) .
R (10.9%) HFThotlz, £z, EREURRAEMEE EIEH) 1%, y-GTP ¥ (6.8%) .
REWED (5.7%) . GFHEREDRD (5.5%) ThoTo,

INR KGR HRERFE COEWNE I AERER (RUIBLG L2 ET) (BT 2 LMkt 561] 73
BD 5 G, 43 4] (58.9%) IZEIWERNRD bz, EREWEMIX. IR 42.5%) TH-o7-,
Fro, MRRAEREY EWER) 13, PEEEd (14%) . AmEESEM (14%) Th-o
770

(1) EEXZEMER

1) KRIEFEIRARAEIREE (Stevens-Johnson fEIEEE) . hEBMHERKLIERGE (Lyell FEIREE) (A
JEASH*)
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BEZ ATV, BB RLBE, K - DA, & HFE, THEE, IR, ONKRZED
HEPHOONTHGEITIT G2 HRIE L, EEURAEEZITI Z &,
HRIMEEBUEAEREE (B R

FIFHER & L TR, FEDH L, TICHFERERETE, U o Gk, BmekEhn, 4
FREkiZ BALY L oSERIN B 20 5 RO EE2BBUERIH bbb Z ERd 5
DT, BEZTFIATV, ZOX I RIERY & LN HEICIFE G2 P IR, @Y7
MEZITH Z &, 728, B bR A LR 6 (HHV-6) ZED U A )V ADFEHALE
D Z &ML, PG LRHIB, HE JFREREE S OIER D TR & 5 W ITEIE L
THZENHDLDOTHEETHI L,

BELGMREE (B RP*)

PLIERIRAD | SERERIERIE, BBk, 4P ERECD . /MBI 23 b o Z L0
HDT, BEETSIATV, BERRD N HEEICT G2 IR L, @Y7 iE 21T

> =
— o

FFAE. BFe GHEERETY)

A2, BREOEERIFESERH bOND ZENHLHDT, BENRO LNTHEIC
TGz HIE L, WYRLEEZTTO 2L,

BE (BT

BLUWIER. 8 R MRMAEOIEIRDN D BT v | PEREREO LF7-235380 bl
Lalld, ARG A2 RIE L, EORAEEZTTY 2 &,

WEME, B (1%K0)

SRR, BEEL. FEMR, WM EDORIER D S S b, AREMICESLZ &b
HHOT, BEOKRBEBIZTAERE L. TNEDIERNH bONIHEITIE, R e
LIk d % 72 CEY R LE 21T 5 2 &,

* TR O B W E K OYE DR ARBR AR I RS <
(2 ZotoEIEA

WD X 5 BREWERD RO b NT-5HE12iE, HELDGC, i, &G IEZEOmEU 7R AL0E %
1152 &,
TEEE/ERE

2)

3)

4)

5)

6)

il 28

SN EE N

FLHR DT OBEREARI & LTz,

3%kl E 1~3%3k 1% K5 SAFEASBR*

FE
IR

FEMED E VN, B,
ARRE, (AR, JERE,
moo

ANLE, ARDLIED FE VN,
TRTESURR, 32EE,
WERRPR T, BXSRIEDA
T, IRER, SRR

=5
&

T, s, R
LR, EERS,
Aok, SEEGE, B
BIH | PEREE, B
HARZE, BEITH),
RSB L SIS
P, B DAFRY

PRELIRAER, BOE. X
BT, PRREEL AR
PR, RS RIEB) LI,
BT 7 N — P EE),
= 7 SRR, IR

iR

(SN T/

HRAER T, IR D P
E, ZRINE

E

A i EREGRD | 4 ER
Hagih

2, gk, &k
Rz ML, iR
Wb, B EREEE N

e 1fiL
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MEdm., (ER. THI, B | ABK. WRIEIR, & | HERR
SHIEER Mhge, Bl NS, | A%, BiE, IEK,
Mant-, sk, o AR
FFF Fiek JHF s RE S ALP #411
IR A R EEE fEmEZE, SR, R~
i R O BERG ., PR A RS
P, IR BB
SRMHBESE, WRSEZE, H | KUE S, Ik, S
s MESEEIR | Lxﬁﬁi@ij& ., FZe. &R
JE, A 7T,
LS
RB#MR VX | SRR
=
K& Wz, 35, JE FRES, Bt~ | BLBE ZIEHLBE
A, HRIEE . DR
HEER B, R JRIR . 7 PR | DO TR (VAN
STEE B R
RER Hig LS OEA
ZDfth e, FE ER | P N V'Y N |, JE Eiglz X B9ME (R
A EREHIN, PR | BN, MY, RRE R FUE)
BERAE™, FESEBOLIA | I, B e e s
Y, RS ERET
* TR O B 3 K OYME O EEARRBRAGE 1 250 < Rl o 72 BRI L LTz,
) ENERARER (O FI2 b EHAI~OE 0 B2 38 TRO LN EES

[RRAEARHML]

& AFI OB SLEOTHITM A, AARNRA TANAEBE 2R L UTZERRAER (N01378 75R)
IZRBNT, ERFIA~DOEID B2 5K TRRO LIVZEIER (RBE & DRIRBUR D GE TERWA
HHEL) HmEiERL L., SHEm AT o7

faw.oN
:Emlx J

4. BERE~ORS

EEE CTIEBHENET L TCWA I ENE WD, LT F=o 7 VT 5 AMEEBE TR
H& BRERREHAGT52 P EBICKRET DL,
. MEERE) KO [EyEE] OESH)

( THliE - RSB S Bk

[RRAEARHML]
H

¥
e

R OB LCEOFLHUEL S =

RE LT,



LRFSEE L 1.8 HAXE (B) Page 17

5. MR, Eim. RIBFAORS

(1) 0 XOTEER U T D A[REME D & 2 8m AN ZiE, 18 L OF ISMEN G2 BBl 5 &
NOGEICOREETHZ L, UHEFTORGIZET 2L EMEIML LT, Fi-,
E MZBWT, RPIZLRTF 72X AOMHPRENMET L EOHRERHY, 53 ~
A AL =W L . IR THIRATD 60%E 72 ->7-E OWERH D, 7 v MTBWTIRE
BATHEREO LTV D, BERICEBWT, 7> M Tt MOl E & FRIfRELD Eo
WREE CHEAS A B O OB R O, BREEIE, WO CHREMRRD Hiv, v
XTI, B hDIRFEED 4~5 (FORE CIRESE, BREE O KL OGO M AT
bNTW5, ]

(2) BFHHOIF NITIIARAE G IR LT IE2 8, b MLHHF~BATT D Z &3
HEINTND, ]

[RRAEARHML]
e A O SCEOFRRICE S &, BIE LI

6. NMNEFE~ADERE

RHAREIR, AR, AR, 4RO IRICk 2223 LTy (EN T,
4 AT O FHRER N2 <L 4~16 AT COMHABRBRITROANIELND) |

(R EARAL]
e HAIDOIRASCEOFTRICE S &, BIE LI

B AAIZ GTe LT T F LORRKRAERT — 2 ZENTIT 45U RIZRb D 2 & ERHAITIE
EP/NREEA R Z Ei L TR 5T, ROF TORKRBRT —ZIZRbh 5 Z L &2iBit LT,
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7. BEERE

(1) R
AEDHIREHREICBNT, LRXF T8 X LE I 15~140 g IR L 7261238 0 | IR,
Pk, BOEBRVE, ERR L VLA RN OVEIE S STV D,

2 &
AFNTMHLBENTIZ LV FREFARETH V. FEBLL TODIEROFRE TS U T ikidE i o S
EHEETDHI L, (([ERpERE OESM)

[RRAEARML]
e HAIOWRA SCEOFTRICE S &, BIE LI

PEAAITIE, AEL LT IMEIIRCTHIEFSHZ1TO 2 &, | OREbHRR L TW D2, R
FITITSAE TGS LW 2 &b HIBRL 72,

8. BALDIE

(1) AFNIEARNICO B 5T 57 b

(2) FWEIvE

1) Ao 1 [E#EEE (500~1500mg) % 100mL O AR, IR 47 /iR 5% 7 K
ISR TR S 2 & NE TR, A TORRIEE 2 B 2 AR EOEZ ZE
THI L,

2) RSB ECEET A Z L,

3) R, BOTREDPICE D 2RO L BEITEH LRV L,

(R EARHL]
(1) 1Z2WT, AANTFIRNER G- DA% f8E LTZB-AITH D 2 L | o GRS TlEpEH]
TERWEMR L,

(2) -1) 1Z2WT, 1.822 BHIZFEHED L 30 | AHFIE 100 mL O A7 5 A HRIK THRT 2 2
DD EHF L, AIREROFEFIZ O WL, @EMREBRA I L, Ha 2R LI AR AR,
FERY VR, 5% 7 R UBEES R Z IR Lz, 7236, /NRIZBW T, REDEW, (KIRIEERIZRK
B LA 0HEE AT 5B & o/ NEEM T, 100mL OAREEEE & 72 D56 LIEE S
D ZEMmb, NETIEE A DBEJOREICESE, FIRROBELZBET 5 L 95 HEME A5
THOVENRDDEEZ, TOMPRREOBZ L LT, ADFRIEE 2R LT,

(2) 2) IZ2oWT, AFNIFANE UTHEREST2EFTH L Z &b gL, ERIE
Mo &, | EWRLE,

(2) -3) IZOWT, AFNIEAERALRERNFTHY | WH, FREICIHVTHEESIEKIC
BB b —RIREEFHEZ R LI,
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9. ZTOHDIE

(1) #Esh T SN AFN 2 G TEEOPTTANAIRICEIT D, TAD A, KRB %5
& L7199 D7 Z B ARSHRERARBR ORBGHERICB W T, BRAREM O HREX OB D
URAZN, FLCADAIROIRRABECTT 72 REEE i LTI 2 5@ < (L CAMASA
B 043%., 77 BAREE:0.24%) . FLCADARKOIRARETIZ, 77 B REEE <1000 A
BT 19 AW EHE SN 95%EHEXRE 0 0.6-3.9) . £/2, TANABREOY T
N—T"TiX, 7T ERBEEHA1000 ATV 24 AW EFRE ST D,

(2) AMEAFRAN TADABEE 1208 iz x5 & L= 7 R s REGRRER O OF AT IZ BV
RGP TENER O A EFF S (BCRME, Wk, B0 A&, Wk, BEAJE, B9 o,
THENRZE, HOE, EENEZL . SilE, PR, MRE, AREEE) OFEBLRIIAA
FET133%. 7T EAREET62% Th o7z, [AERIC, SAENNETANABE (4~1657%)
198 Bl &kt & Uiz 77 R st REEARRBRIC BT 2 YA EFLORBLRIIAFIRET
37.6%., 77 EARHETI18.6% ThH-T,

T2, AHAEINNETADABE d~167%) 98 Hl & x5 & U758 RksSARE K OFTENC K2
WL IHT D 7T B AR REERRER B\ T, RN TH L, I REEL
1 U CBORATEI O L) VR ST,

(R EARAL]
ROFNOWAT CEOTHEHIC K S, RELT,
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1.9 —RBHMATZRIXE
1.9.1 —RREB TR (JAN)

-EE.FJ .El 4T WHO Recommended International Nonproprietary Names (r-INN) {2353 & E 3K
a—iamoEL 2T () @F P EELLAHREL TUTOL S ICRESH,
20034 1 A 16 AfTEIEES 0116001 B2 L V@M S 7z,

[JAN]
BAL : LRFTEH A
B 4 : Levetiracetam
(b4
AAR%L : 25)2-Q-AF Va4 WVTFALT IR
¥ 4 : (25)-2-(2-Oxopyrrolidine-1-yl)butyramide

1.9.2 EFRE—#&& (INN)

A%, WHO Recommended International Nonproprietary Names [Recommended INN (1990), WHO
Chronicle Vol.4 No.3] : Levetiracetam & L CTINE X T\ 5,



LRFS 4L 110 BE - BESOREBETABOELD Page 1
110 BE - -BXZFOEEEEEHOFELD

<HUT>
[HA%] 29)2-Q-Fx V) V1AWV TFALT IR

b4 - Bil& | [3€ 4] (29)-2-(2-Oxopyrrolidine-1-yl)butyramide
& LRF T E L) KOs

(0]
FEvER HsC H/, NH,
o

SE - fDOPLTADAIE TR RNFED DN TAMNABRE O RIE (k%S

PR WALFENEZ BEs) IO BT A AT L OFERE
[ —4 7 §E 250 mg. [FEE 500 mg]
A EE, RAKIZLR_RFTEXAE LT H1000mg %z 1 H 2B TRO
BeHT %, 728, JERICE Y 1 B 3000 mg % #2722 O FEPH Gl B I 5 2%, R
2B EORIEE & jLT 1 HHZEE L TI1000mg L3275 Z &,
INR L, AU EO/NRIIZLARF T X AL LT H 20mgkg & 1 H 2[EIC
SIFTTRAOBRET S, B, ﬁﬁ X0 1 B 60 mg/kg % i X 72\ V#PH Gl B
0%, HWEF 2EMU EORMBEEH T T HHESE LT20mgkg LRI 2175 =
L, =L, KESOkg L EO/NRETIE, AR CAHE - AERZHWD Z &,
(A= 7 T RKT74vma 7 50%]

Mk HE |[BA:BE, BACIEL_NFI'XALLELTIHI000mg (R4 ny 7L LT

2¢) & 1 H2BENCHT THEFERAMR L CTROKET 5, 28, ERICEY 1 H 3000
mg (RTIA4mry 7L LT6g ZMAIREE CHllHIEET 525, HEIX 2 HM
U EOBEZHITCT1IHHAREELTI000mg (FRT7A4v vy 7L T2g LLFTD
T52 &,

INR @, 4L o/ NR ivm?7t&h&bflﬁﬂm@m(%74/m
yf&bf«m@m)%lﬁzﬁ ST THERER L TROKET 5, ok, iER
IZEV 1H60mgkg (R4 n y7°<k LT 120 mg/kg) % 8 % 70\ Vi FH ~C it B
95, HEF2EBU EOMEEHITCIHEHAEE LT 20mgkg (K711
v 7L L T40mgkg) LATFTo1795 2 &, 72720, KE 50kg LA EO/NETIX, Ak
ANERUME - HEZHVWSZ L,

JEAR - RN OBIERO WU bE% Y Ly,

BIEREORE |HA  HFELOBEZEDOWTIIZHEZY L,
W5 AR SR b
R L RFT XA
WA KO | BIF . A —7 7 F8E250mg (188 L R_RF T X L 250mg &H)
BhESY « 0 A =7 T8 500mg (18EH L_FFTEHXLS00mgEhH)
A= TITRIALr YT 50% (1gh L_XFTEHLS500mgEH)
BN Y)
LDs, (mg/kg) & FRRN
~ A >5000 1319 (3) 1392 (Q)
7 v k >5000 1460 (3) 1175 (Q)
= A X >2400 >1200
= o P >2000 >200
P
MEBY
LDs, (mg/kg) &
A >2000
+£ X >2400
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RSN
= A= - B
L o (m%/ffgil) (;}1“;3?) AL
> b 137 B 200,600, 1800 <200 200 mg/kg/ A C. Na' g, &higo
TEFEAE . PR
- A4 X 133 ®&no o 133,400, 1200 133 400 mg/kg/ A T, BT, #REk,
s
P MEEY)
=N A= B
BB s ek (ke ) TR
Zv bk 7 O 450,900,1800 450 (3) 900 mg/kg/ H O REIZ PO AR % E
1800 (Q)  FEOIAIM M USRS 20,
A X 43 %0 600,1200,1800 1800 W FHLOBEEREICISUN T G BT
RO LI T,
RSN
&5 B Bh& Mt o
18 IR g e (mgkg/H)  (mgkg/H) EAL
P Zv b 18 g 70,350, 1800 <70 70 mg/kg/ H T, ?ﬁi}itl JElg o NN
BEERN, BME T,
A% 14 Do 75,300, 1200 75 300 mg/kg/ AT, WHE, MR,
RLETE / WEE AT,
A

BIEFHFEBLE ; 490/543=902%  ERARMAEEFEREBLE 5 177/543=32.6%

RIVER ORI R (%) B R AR A1 B D FR 55 (%)
SRR 288 (53.0%) Y-INE IV NT AT 2T —BHIN 37 (6.8%)
R 193 (35.5%) R 31 (5.7%)
ER 108 (19.9%) B BRI 30 (5.5%)
FEWED EV 95 (17.5%) i ifn BR S 21 (3.9%)
T 75 (13.8%) {REHIN 17 (3.1%)
(A 59 (10.9%) % 7B YRR T 7 2 —EHi 15 (2.8%) %

mife | R

RITEMFBLE ; 43/73=58.9% RE R R A B E R B 5 1/73=1.4%

RIVER ORI R (%) B R AR A1 B D FR 55 (%)
TR 31 (42.5%) I R ERER D 1 (1.4%)
(IR 3 (4.1%) H L EREEE N 1 (1.4%)
AT E 2(2.7%)

Gy 2 (2.7%)
TEHE) 2 (2.7%)
S A 2 (2.7%)
REA 2 (2.7%)
W5 2 (2.7%) 5
=t = — = Uy NS JRAA . A ROERRGE
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<38hn>

b4 - Bl

I

[ —4 778250 mg. [FEES00meg, £ —47 7T FI4 17 50%]
L DFLT ADAIE TSR ENRD LR NT AMNAERE DS FE (RS
WAL RER G Te) TR DHTC AN AT E OO HRE

shie « R | A =477 AiEEE 500me]
—IRANCRR OGN TERWERIZBIT D, FTROREICHT L L_F T8 F A%
1 A O AR
L DOFLTAD AT 2 R3GED D eV CTAMNABRE O FIE (R
EALFEEE ETe) ICRIT D HTANAIK L OOF L
[ —# 7"F & 250 mg. [F$E 500 mg]
BN EE, RAZIELRTFTEH AL LT1IH1000mg % 1 B 2 BN CTRA
B35, 728, JERIZED 1 B 3000 mg % 8 % 22\ EFH Cll BT 5 2%, B
W2 MM EoMREEZHITT1HHZEE LTI1000mg L2175 2 &,
INR EE. 4L EO/NRIZIEL T T X AL LT H 20mgkg 1 H 2[8)C
T TCROBET S, 728, ERICE D 1 H 60 mg/kg % 2 72\ i PH Cwl B3
B0, HMEF 2EMU EOMEEZH T TCIHHARESE LT20mgkg L3275 2
Lo 2L, RESOkg UL EO/NRTIE, AR UAE - HEZHWS Z &,

(=7 T RT74 a7 50%]

BN @, RAICIELR_RFTEHZLELTIHI000mg (R4 myFELT
2¢g) & 1 H2BENZHT THRFEM L TRAOKET 5, 728, FERIZED 1 H 3000
mg (RT7Avmy 7t LT6g HBA7R\VEECHEEHKT D, BT 2 M
DL EoREEZHIFT1IHAZEELTI000mg (RT3 y 7L T2g LLFTO
1952 &,

INR EE, 4L EO/NRIZIZVRF T XL LE LTI H 20mgkg (K741
v 7 L T40mgkg) % 1H2ENZ3T CTHIRAM L CROKET S, 2k, JER
I2E D 1H60mgkg (RT7A > my 7l LT I120mgkg) %M Z 72\ HiPH Cl miy
] W DA, BEF 2HEMU EOMEEZHITT1HHAEE LT 20mgkg (K7 A v
JE - 70 LC40mgkg) BIFH9175 2 &, 7272 L, KT 50 kg Bl EO/NR T, HE
ANERICHE - HEZHWD Z &,

[ —4 7T s E#E 500mg]
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European Medicines Agency. European Public Assessment Report, Scientific Discussion. Product name: Keppra,
Procedure No. EMEA/H/C/277/X/46 (29 Mar. 2006). Available from:http://www.ema.europa.eu
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