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1975 FE\TEALF TS L B AR r & 2 kSt LRIBI R IC A . 1977 4E1C 2 41 JL[F CHE 0.5, &
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WEEA. DR, wEEZ a7 AE LT, 1 H05~1Img & 1~3 [ENZ T TR AT 545, LIk,
FERIZIE U CEBEENTOND E TR ICHEET S, @Y%, MFEEZ7 e84 L TL1H2~6mg
Z 1~3 AN CRAEET 5,

o SEIE, FIRIEZ v B/ AL LT, 1 HIKE 1kg 720 0.025mg % 1~3 B3 TRROE G535,
Pt RIS U CTREBEIRNPGOND ETRAICHEET 5, W%, #FRIT7 e €58 L T1LHIKK
# 1kg 720 0.1mg & 1~3 [EZ/0F TR O E9 5,

¥, AR, ERICIE U CHE T 5,

3. ERERAUAE
WERRT—2 1\ r—o
A L7

(D) BRI
R R 29
ANERHARIC BN TIANE TADAD T THBEA L S5 47 m=— « KIRIE, Lennox f R
. %I RERIRHE C I A RN 6 (2 A1 2 = b 58S BRI 2 LT I bk
B (7 0 AF— i) CRISIE, COME, 75 KT kT2 0 L AREDHR S 7T

ZEDVFREEINTWVA,
2)E ST D>  BRIRFERE %, 6: 1267, 1977
NW/ARERNED - /NENEL, 10: 322, 1978
— % R R R

FREAEE CICEME S - [E PN 35 gk, 1,485 iz VT, AR (BZLE) 1X511% Th-o 77,
FERRBERBMOAERNE (AL E) 1ZROEY Tholz,

FEAERY HhE (%)
/N GEE)) EIE 45.2 (328/726)
FEpRE BN A 49.6 (66/133)
EREZiT S (S 75.0 (12/16)
(3) ER PR EIE A ER
YR L
(4) IFRHER
MM ERe L
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(5) AT HIEER
1) RAE AL 117 R B R A LB
BB L

2) KB
AP L

3) REMHER
TR L

0 BE - FEER
DRI L

(6) SR EMER
DEARERE - FEEARGERE EFHHEE) - 2ERSGHRERRAE (REERKRAR)
fif F R AR A
AR 6 FERNCHHA SN 2ER 1,734 Bld, AR EZ T T2 ZhEE - 2R OB A X701 938
Bl THoT-08, 209 bR Z T 51257~ 0 R EE 2 HEE & LTW5 417 flizo
WTHD L, EREZIT TR - RO NTIOEBIZOWT G, AGREFE TOPRARGRE & [RRE D
ENMELN TS,
Fo, YEHIMPICINE Lz 1,734 B, BIERHOBEOTEHEH S H 25 1,731 FlCORIWEARBELIEIT

14.73% (255/1,731) T. AZRME TOFAENE 48.35% (778/1,609) & LE~_FEIIKME TH - 7=,
(P<0.001, x2HE)

)EBEHLE L TERFENDNEX TR L -REBROME
&AL
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VI. EHFEE(CEHT HIEE

1. REPHCEESHSLEMRITLEHE
NV VT RECRILEY

2. EEEA
(1) YERERGL - 1E MR
7 u BN NIELE LTHME. ROFHE AP 50 (BUR OBERRMEERE, Rk, 572 &)

\ZF1F % synaptic recovery D], synapse Ri#NH] OHE5#H, dopamine = = — 2 > @ receptor L~ /)L OIS
B2 LD SN 7ePT WIAZIR 2 D T WA O K OMGIERZ8bT B2 bh b,

(2) EEE T B HABRAE

1) HUFWIAAEM 9 it pentetrazol (TWIVAAEN (w7 A, T w ) | Hil bemegride i(F WL AAER (=
7 Z) | #i bicuculline T W AAER (=7 2) | HT strychnine 1T W AAER (=7 &) | T picrotoxin
TFOHAER (w7 2) IENCHEBEITOVNUAER (w7 R) B3dH 0, FRZHt pentetrazol W iL A
TERNREVTH 5,

2) MBI xET HER 47 WS R OVRPMZRITRIC & 2 %58 (7> b, =) | pentetrazol #5384
WRMEW (v ) WLONT penicillin B T WA (=) (2 LEIHEIER 2779,

3) FREMLIEA 9 FEhE S TEI Z R RERRT I 7 »~ F RN 6-hydroxy-dopamine MIAXMEERITALE Z » MZ
%9 DAHEIER 2D LTV D,

(3) f FRSIRESRA - FREER
PH R L

-12 -



VI. EMEEICEAY HEB

1. mAREOHR - AlEE
(M ABELAEMGOLDRE
B 5 CIIARH O A0 ML T BE 1 I ME ST S TR WS, HESR Tl 13~90ng/mL & D il 9238 5,
ENOHRE NZBN T, /DR, RADORIBFEOEFECTANABE B HIIAAZ L L, 7 atEx
LADIMAPIREZWE LT 57T H D 5 B FAEE ST RTINH] L7z 45 o i F1 FE 1% 3~40ng/mL Téh - 7=,

(2) &xE MR EEERE
VI-1- Q) ERERERER CHER SN HPIRE | OEHSM

Q) ERRABR TR SN O RE
fEFE A7 BT B0 Img 2 ARG LG E . REMMAD LR IT & 5% 2 B Thom il
(6.5ng/mL) 1T L7z, ML EEdiliE 27 K Th o 7o,

(ng/mL)
10
1
H —
FI'I e
=
i &%
0L
L I i |
012 8 24 A8(IRF[H)

B 5 % oW M
s N A b T m B 2 10))
M7 v ¥ L EEHEE (n=6)

Flo. RIBEIELRI/NR TR 20 Flo@mE WTIE, 7B/ 0% 1 A 0.1mg/kg % 5
L7z & Z oM RE T 34.0~56.3ng/mL T, ZEVEMNHIG] & FEMNHIF]C iR EIZEEZFBD o T,

(4) hEE
BURE S CUIARA O Hh itk 2 8 B3 2 M P BE VIR SZ S AU TS, sk CIIEINE A BT 40~
265ng/mL & DL IR H 5,

G)BE - HAEOFE
B R L

B)BEF REaL—>3y) BMICKYHBALE-EYMENERETHER
MM ERe L

2. FUNEERIIS A—4
(1) 47 A 3
DR L

(2) MR USLE FE FE 3
MM ER e L
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@ NRAATRISEYT 4

(%)
90% (7 v k) 1

(4) R A
TR L

5)7 YT VR
LR L

OF Eik-=3
A EE R L

(N MREGHEE
#95% (& MM{EEMA. invitro, BRAEIEE)

- BRI
WIERAL = /NG

il
(1) I &—Ax BP9 @ i
(%)
WET 5, (Tv 2 A X39)

(2) ik —Ra B2 RAFT @B

(%)
MR 2@ 45, (v b)) 9

@) Et~DBITH

(%)

BATT 5. (5 v NC 3mg/kg % D45 1 I O FLT 2 o 5B/ LRI 62ng/mL Tdh - 7-) 9
@) BERA~DBITH

RO ERHR L
(5) Z DI DB~ DFSITHE

(%)

UC-7 m T BN LERAKRE Lc 6, &5 2 BH& TR, H. B2 M LT, K
HHAZ < HLEHRELKL 05~1.1) L Tnd, (Fv k) 12

.
(1) 4R BHERL B UM SBHR R
JaFBRAITMO= FaERNE TSN, -7 KK T-TEF AT I JIRICRE#EN D,

H H 0 H 0
i 5 )
O.N H.N N CH;CONH N
N —
a cl Cl

VA= i VAW 7-7 2K 7-7EFAT I IR
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(2) KHIBET HBER (CYPAS0F) DorFig

7 aFERAORBFHNIIETF F 7 o — 4 P-450 NG L TWAB N, I E I Tunu,

(%) KLONOPIN® TABLETS @ KEHAT LEBICUT O H 5,
7 aF B RAORBRETIZIETF b7 72— P-450 (CYP3A #5dr) WRKELBEHEL TWAARE
Mnd 5,

) DEBBHROERRUZOHE

BB L
) RBMOFEOERR UL E

ERWBO 77 27 ROFUFIAAEFIERZE AR T 9,
(5) FERBMORERI/SS A —5

BB L

6. HEi
(1) BEt AR fL B MR R
[VI-6-(2) Bt 3R | DIHZM

(2) Bt 3

HEANT—%) 1O
“VC-r7uFEBRAZHE®RER 4 HE TIZEPIZ 10~30%., FRHIC 40~60% 3 S vz,

(3) gt
A E R L

1. FSURKR—E—IZBET B1ER
RMER R L

8. BZIZLBBRER
MM ER L
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VI. 2 (EALOZEESF) I SHIER

[

REEZDEH

H
=
Z L7

NS

I3

2. EZRNBLTNEH (RAEZZEV)

P

B2 (ROEFICIFERELAENI L)

(VAR D E A3 V2% LB BUE O BEERE O & 5 B

QA MFAZEMAFNEORE Wia ) AERAICIVIRENRER L, EREBALSELZE01H D, )
R)EJEM IS JIE DA (HEIEAIC X VIERA BT 2 RBZNNH 5. )

3. MREXILHRICEIET SERALDEE L TDEH
M LA

4 RERUVHAEICEEY SEALOIE L ZTDER
AR

5. EERERNB L ENDEH

EERES CROBEICIFEEIZERETEI L)

VLEEOH HEE UERPEBALTABZENRH B, ]

QNFFEE, BREEOH L EE HEENEBET28Z01 5. )
@Mz EEEOH 2 BE EHPRERI O LbNIBENRH S, )
BDFERAEREDIR T L TWAEE UERBEATABENRH D, ]
G)EE [ [EEE~0&Y ) OBEBMH)
(6)=FABE (EHERAN D ST, )

6. ERLGEXMIBLTOEARVLESE

BELGEARMIE

OFEEGHHCIRSK, SHOZXHEDOERPH LD ERH LD T, AFORGITVENGEMG L, 1EH
EICHEFF R E Tl 5 2 &,

QEADICETIHREEDRBEREL LV LEEDFIEIZEY., TAMAVEBRELAHLOHOND Z L2
HHOT, BHEEZFIETHEAICIE, RRISEET S LHEEILITY Z &,

QRVEEHRME QEELLOREREZLD) OHIBFICAKZEET L, RERMKREOFTROEHN
e 52 LA, £7-. KR Lennox SEIREFD BFICAAK|Z 595 & induced microseizures (EEER
FOERERREE) #FRKTLHILBHLOTBELTDIATV, 2O LD RIERDRH b b HE
(I R B 21T 5 2 &,

(OARFNT RN SRR S50 T, MEOERICHHEET DL Z L,

B)AKZHE SN TNDETANABEICIT, ZA~vPoL (R OTPEZREKETR) 251
Nz b, (HRERE] OHESH)

(6) I EIABAT - BFERE, MIREZITY ZENLEE LU,

(MR, EES - P - KEHEBRENEDER TR D Z ENH LD T, AFIREFOREICIIES
BHOEBGEBREFESHBOREICRESELEVWI I EETDLZ L,

1. fAE{ER

() HtARR L ZDER
A% LR

-16 -



QtRIFEEZEDERA

HrREE (HFRICEET S L)

AN 5 AR - FEE TR PPy - fEBRIA ¥
LT D AA LUFD XS 72 &R 5 20T, KA OF | RS

b Xy b UREER AT 285121, 7= > O
ErE=R ) 7352 EREE L,
s AFIXIE, T == b A OIS

KT45,
s Tz b A OMPEREN FHT 5,

FLCTADAH HARRINEIE AR SN A Z 03 d | & &I e /E R %
SNV EY — VEEREIR | B, BT D20, HAEIIEREZ
= WM« 52 EnEZLNT

HRRE AR A ) 51 HR AN E A SR SN D Z E B b | V2o
T ) FTVUHFER | D, BFHLARVWZ ENEE LV, Rt
= EHETERETAEAITERICERE TS

Foa—L (ke Z&

/7 I VREEERIE | 2 AT B ARF S N OEBRAREL L | BRI

Al EoMENHD, FALARAVWZ ENE

F LW, RS TRETIHEEIZE
HEEICERGETDH L,

A=/ T AEM (RMEIEEE) 25 | #TFAY
b= DREND 5,

8. BlEHA
(WEMERDOBE

TR E CORRRBRICI T 2 HAER 1609 5] 778 il (48.4%) . 7KER4% i FH plkE AR A e 51 3597
f5ild 645 B (17.9%) . #5206 f5idr 1423 4] (27.3%) (ZHGEBREEORE E# 2 &5 RERANED S
i,

EARWEAIZ. FAEER 5206 50, IR 726 11 (13.9%) . 550X 397 14 (7.6%) | MEnE 143 1 (2.7%)
BThotlz, /-, BBEBREMORFLEE L LTI AST (GOT) EH 104 (0.2%) . ALT (GPT) Lk
H 101 (0.2%) ZTho1-,

DT ORWERICIIBEN R T 2V ARREF 2G5 T,

(2) EXZEIER & B

EXTEIEA

DARTFM GEERH)

WA XV EDEGFEAETCDZERHHOT, BEZ 0TV, AEEROEAYIRICER LEEIC
B+ L, £, HATICBT2REEOLSMARBA LV LEEDTFIEICE D | FWILAFLE,
A%, Rk, RIR, K2, O, SESEOHERERNS b B3 H50T, HE552F1ET 5
LA, mMAICETH R EEEICITY 2 &,
2) IEIRINE] ., EEER D ZIFRFEE (0.1%A0H)

B ET3TATV, 2O X D RIERDR S D O HA IITEY R B AT 2 &, B, B ATk
THLEEITITIR AT ET AR EEEICITY 2 &,
NRIHEE, HIEFE (BEELH)

FIPELEE | SEELENH L DOND T ERH LD T, BlEE 01TV, JERD S L b A1 iXiEY)
AVEZITO Z &, B, BEERILTAGAICITRAICHET DR EEEICITY 2 &,
4) FreefEE. |E (BEEARH)

AST (GOT) . ALT (GPT) . y-GTP @ ERZE% LS IFHERERE S, HENH L LNDHZ ENHHDT
BEOIRREZ T8I L, BRENRO SN HAICIT B2 57 PR MEEITH Z L,
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Q) ZDnDEIEA

WD XD RBIERBRD SNZHAICIE, HLEIDGT., BE, BP0y R 0@ 21T 5 2
%JJ\J:R o) N o, v
S 0.1~5% AJifi 0.1% AT
FE AR SR E*M>$%o%\ HFEV, EEVLHH, MR | BEE, EEAET, 959
=S (M, Blfess) | M7, | B, e, B, Lo, 17
HEVRZE, HBIRIKT, B | BhEE . BITRE. A%, 4
. MEEEE, FE) FEVK | B, RIETTE, MR R,
T, EEMNEIS) | EERRZ, | O OWREE, WS
AR
0 Wi IS Mg R, SOE W%, 1R
REEIN, %
iR B B3 te, &0
Mk WER N (MEESE) . BACR | METREE., OWK, ERH. &
PR, B, R A, R, "Znf, AR,
8
WAPR 7 PR IAE HEPR IR 5
MR [IIRANY 725 H i kD, i
I BRER 1Y 22 742)
JFhik AST (GOT) . ALT (GPT) @ | LDH, y-GTP, ALP ® L5
E&H
WBBUE®D | EWEER D w5
F D PEAR IR Wi, 15 e RERA, T, 1FTY (B
B, BHEEIAL) . BE KE
whn, WwWovE . HRERRIE
1) FEBUEE  13.9%
%2) BB
%3) SER B S b ICIERE A PIET 5 2 &,
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A EBEREMERRRBERVBRRREERE—&
R T oD B IARTRBR K OVKGB O U BEAN AR I C 6 1T 2 RIERIZEBUHIE* (T R - UR B U —LOAEG)

®)

(6)

ORI 5206 151
RIVEFHSEBUERIE | 1423 5] (27.3%)
RIVE R BUE S 1978
RIEF TR ZEBUEH(%) BIEH OFEEE FEBUFH(%) AIE OFEEH EBUFH(%)
iR - RiEHRERES R RES —RHLBES
Hil GEEMET, WESRE BN 3(0.06) TR EJ 4(0.08)
TEBDHNHSE) 11(0.21) IR [ 3(0.06) {RE N 1(0.02)
TR % 9(0.17) ER=Ea /S E2 5( 0.10) FEER 2(0.04)
N 27(0.52) B D Z PP S 3(0.06) 957 4(0.08)
HEE) R 60( 1.15) B E | 1(0.02) Pk 28(0.54)
T EXTT SFREAAT) 5(0.10) 573 2(0.04) E QNN AW 3(0.06)
7 B AR U 1(0.02) Wy 143(2.75) N3l 1(0.02)
s 5(0.10) |REEE Jii 73k 41(0.79)
i B 11(0.21) b 1(0.02) | Dt
HROWEDL LA 3(0.06) B2 T 2(0.04) WE 1(0.02)
P % 1(0.02) B 12(0.23) | FH
9 595K 5(0.10) | BlakkEE L 1(0.02)
I 1(0.02) I T R 4(0.08)
PRH 4(0.08) G 23(0.44)
SHR 11(0.21) Mg - 14(0.27)
OHE 4(0.08) T 2(0.04)
LU 4(0.08) AR 1(0.02)
HERIRAR T 18(0.35) AN 3(0.06)
HBATRE 3(0.06) F¥E) 1(0.02)
HEN 27(0.52) W73 2(0.04)
SboE 397(7.63) BALE 1(0.02)
Fv7 1(0.02) BRI 40(0.77)
FHEE N (FEHES) 68(1.31)
PRSYIN: 1(0.02) fiE 8 3(0.06)
R L 2(0.04) {5 3(0.06)
45 7] 22(0.42) |iRB/RIEE
s 1(0.02) il 1(0.02)
TEEN R E 21(0.40) JRIREE 16(0.31)
R 726(13.9) PR PR 5(0.10)
fEIR 9(0.17) SR S 1(0.02)
TR 2(0.04) | FMMEKFES
B AR ) 1(0.02) 1. 1(0.02)
BRI R 4(0.08) |BMmEk - WARESE
B 1(0.02) A i B> 2(0.04)
Ry 4 1(0.02) | FFfd - EERES
%5 2(0.04) S RESL 5 1(0.02)
BB R 1(0.02) AST (GOT) L& 10( 0.19)
BB R 1(0.02) ALT (GPT) L5 10( 0.19)
e )R A 1(0.02) y-GTP L5 2(0.04)
R IR 2(0.04) |f# - REEE
HEEIMET 3(0.06) ALP L5 5(0.10)
Feh iR LDH L5 3(0.06)
(R Hehke, B 60(1.15) | REMERERES
K[yt 1(0.02) M B 1(0.02)
NS 2(0.04) g 9(0.17)
IR 8(0.15) | LML ESEES
THh R H 4(0.08) A% IR e 1(0.02)

P ORIERITAEREWERANGRICE L O T, ZOBEEZFRR LT,

EBEE, GHE. EEERVFHNOAREEERMORERREEE

U L

YT LILF—21d HIBERVHRE

EE . IVI-2.
AERE BN E R L
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10.

EnEANDRS

BT T, DENOREABET AR CREORESBE LNS, MEICHRS TS L, GEBILH
FEORWERNH HHOIRT U, ]

bEMR. ENR. RIBFAOERE

(DEIEFOEIZE L, RO KD 2MiERH DO T, EiEUTERE L TV B a[REMED B 5 A2l 18
W EOHWEN (BERO CADAREREEZLE. BIREZIKERFIRENG5FD) BNamitd EEbs L
W SN DERICOARBEETDHZ L,

DRI DR DT B REA (PTERL, 7 u DT RIS Y M) AR L W EE
NHPE LT HAERICRB LT, DEZ, DEZENBEE L i L THREIZZ W & OEFRTHRE S H
HEINTW3,

R VTRV SRIERTHA IS FLINEE, mEH, TEEMK T, SRR, EERIE, mEIR, IR,
BRG]« MR T —8 L ShHEE, Rk, R, IRR, FIRE AR 32 ERHE
SNTWD, 2B, ZHOLOMERIE, BEBERS D VITHAERKEL L THRESND 2 HBAELH D,
T, RV VT EE U RELTHAENRICEHEORE R A E -T2 EnwEIR TV 5,

) WIRANE T L2 3A . HESH A RICBEER DN D bbb Z &R, XUy 7B R ATl
HEINTW3,

QAT A~ G T HEAIIIFL AR T S 2 L,

e FREALTICBITL, FAERICBWTERRZB 2952 LN, £7-. FrAE R0 &EIE 2889 5 aTRerE:
N5,

DDOR Y DT RE L REA (PTE/NA) Tk MEALHICEIT L, BAERICEIR, (KERD S %2R
T ENRREIN TV,

11.

INREADERE

(O AR - AN  ARHARER FrAaRIT 9 2 28T LTV,
(QFLIR - ShIR - mEng, & X CMERREEIN (RIEEE) | WETREAZE - TN HD T, BEE ST
W, ZOXIRIERN D SN IBEAICITEE AP IT 5 FRUIRAEEZITY Z L,

12.

13.

EBRRRERRICRIFIEE
A L7g

BERS

(DAEAR : AR, SEEL, BME, SORVEIRTR. PRS2 Z D AR H D,
RUE - R, IR, MEOEHRAZ LR s, B0 R LEz175 2 L,

AR OB ER G NI A TR DN HEORE L LTI~ B (N U7 B8 S B EETA)
ARG LN, (RRZRESNLTWDL TANAVBEIC I Vv~ E= 1 a2 &b L, TAAFRE (&
) ZERE LT OMENRDH D, ]

14.

ERALDER
AZM L7g

-20 -




15. ZDHthDEE

W)L L7 BAIN B ESNRWEFIC I A~ =L (RO OT P EUSZRIKETA) 25 S8
BT, HCAAN R G T D56, AFIOHER: « LT WIAAERNEL, BETL28EN1H D,

QUES TEM SN EBOH TANAKICEBIT S, TANA, BHEBSE LR L L 199 O7F &R
sHREG R BER O EHERICB W T, BASEROCEZRERKOREHO U X7 N, FLCALAIED IR AR
T IR LHBEL TR 2MEELS GUCADAIEIRARE - 043%., 778 REE 1 0.24%) . FLTAD

AEDIRMFETIZ, 77 B ARREL 1000 AdH72 D 1.9 AZ W &FHE STz (95% 15 FEIX[H# 1 0.6~3.9)

Flo. TADAVEEDOY T 7 NV—7"TlL, 77BARBELE~N1000 AHT2D 24 AZWEFR AT
60

(fFL)

QKEEMEZRENLF (FDA) OAXTF U AOFR, fiCA»AIEIZ L Y AREEITEN Y 27 3 EHT
HIZEMRENTZZ EnbEE L,

16. ZDfth
EARRANR
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X. JFERAREAERICEII S HE

1.

HIEAER
() EFEHAER (VI ZRHREBICEHTSEA] 3R)

(2 BIRIEERR
gk L
(3) REMEEHER
LR L
) Z DI FEE S

R & HER S A 2 RN O 1E DN R O DD - IEAR T ARRD 5N TN D (f X F =)
D, TN LISHT IR R R ERIERR D BT ey 817,

. EMERER
() BEEE SRR
LDsy (mg/kg) 9
\\\\i%?\ ICRF%~ 7 A SD% 7 v b
P 5181 d Q d ?
i M >15,000 >15,000 >15,000 >15,000
2 T >10,000 >10,000 >10,000 >10,000
g W 14,200 13,300 >15,000 14,200
(2) REHE SRR
SD %7 » hZ 10~2,000mg/kg % 30 H M#EeRe 15 L= B Tid, i 640mg/kg DL L. i 160mg/kg
L B2 W TRES I OS], FFAER TR Dtz FFHERER E ST & B 2 sk 2 b 13 4 DAL 72 0
ST, . TROEHAEBECIIRRIEEESEN, ML AT 0—10 B FHEROBEMNRTED &
7=, 640mglkg LA T OEEREZB W TR TR REEIZ BE X580 LTV 18,
SD ;27 » MZ 10~160mg/kg % 6 » H st 15 U7 B CiX, 1 40mg/kg UL L. i 160mg/kg (23
W CREIINO MG AZRS Hiviz, JR « MK - MiEE b0 FT 7B & O 3 Elidkas 055 BULRR F 0T Ric ks
WTIHEEANC LD EEZEZONDF LWEFEFT IR 5T 19,
Q) EEHRE SRR
DIEERRT « AEIEWIP 5385k : SD %7 v T 2, 10, 40mg/kg % it O# 5. L7- 326 ClE, Adlfe
OIRRICR LEANC LD EE 2 b2 BEET RITERO ST ey,
EE BRI 558k 2 1 SD % T v MIZ 3, 10, 40mg/kg &R O #G L2 EBR T, RIEROHAE
IR LEANZ L D BN REFTRITRED LTV,
3)FFEM - LGB : SD R T v MT 2, 5, 10mg/kg ZEgeRk A& 5 L7 BRI, IR,
IR R OS AR VICx LEANC X 5 B 2 b D BEHT RIZRD LTz,
OEIoYioke7 =3
1) 28 B
B RS PERER (MIC JIE & O rec assay) | 1828 S35 ) OV R ERO W oRBR I W T
Ltk ch s,
2)HEM A 2D
T H TP TORBOFER, T B R AMMELOIREEREBO 5T\ 5,
)Pk 22)

ENEy NCORBIBHET 74 9% v —2a v /7R SHRBUET T 74 7% —Ta v 7l
T} Reversed Passive Arthus it d> 5 WIZHER 7 VRIS DO DT ORERIZB W T LM TH 5,
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X. BEEMFIEICAHYLER

1. BRHXS
8 Al 72 FEUBE05mg. B 1mg. 5 2mg. KL 0.1%. FIKL0.5% MIRSFISE, AL 5 SR,
) EE-EMEOLGZEIZLVEMTDZ L
HRESY - 7 aF B n Ak
2. AMHMRIEERAHR
IR « 3 4F (ZEMRBRICIES <)

3. BTk - RE&RM
Bt - [ERG - BT OLCEVEATLZ LD 2D)

4. EFBFOEDFER
MEBTORRVLEDBERITONT
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INDICATIONS AND USAGE

Seizure Disorders: Klonopin is useful alone or as an adjunct in the treatment of the
Lennox-Gastaut syndrome (petit mal variant), akinetic, and myoclonic seizures. In patients with
absence seizures (petit mal) who have failed to respond to succinimides, Klonopin may be useful.
Panic Disorder: Klonopin is indicated for the treatment of panic disorder, with or without
agoraphobia, as defined in DSM-V. Panic disorder is characterized by the occurrence of
unexpected panic attacks and associated concern about having additional attacks, worry about the
implications or consequences of the attacks, and/or a significant change in behavior related to the
attacks.

M - &
($H)

DOSAGE AND ADMINISTRATION

Seizure Disorders:

Adults: The initial dose for adults with seizure disorders should not exceed 1.5 mg/day divided
into three doses. Dosage may be increased in increments of 0.5 to 1 mg every 3 days until seizures
are adequately controlled or until side effects preclude any further increase. Maintenance dosage
must be individualized for each patient depending upon response. Maximum recommended daily
dose is 20 mg.

Pediatric Patients: Klonopin is administered orally. In order to minimize drowsiness, the initial
dose for infants and children (up to 10 years of age or 30 kg of body weight) should be between
0.01 and 0.03 mg/kg/day but not to exceed 0.05 mg/kg/day given in two or three divided doses.
Dosage should be increased by no more than 0.25 to 0.5 mg every third day until a daily
maintenance dose of 0.1 to 0.2 mg/kg of body weight has been reached, unless seizures are
controlled or side effects preclude further increase. Whenever possible, the daily dose should be
divided into three equal doses. If doses are not equally divided, the largest dose should be given
before retiring.

Panic Disorder:

Adults: The initial dose for adults with panic disorder is 0.25 mg bid. An increase to the target
dose for most patients of 1 mg/day may be made after 3 days. The recommended dose of 1
mg/day is based on the results from a fixed dose study in which the optimal effect was seen at 1
mg/day. Higher doses of 2, 3 and 4 mg/day in that study were less effective than the 1 mg/day
dose and were associated with more adverse effects. Nevertheless, it is possible that some
individual patients may benefit from doses of up to a maximum dose of 4 mg/day, and in those
instances, the dose may be increased in increments of 0.125 to 0.25 mg bid every 3 days until
panic disorder is controlled or until side effects make further increases undesired. To reduce the
inconvenience of somnolence, administration of one dose at bedtime may be desirable.
Treatment should be discontinued gradually, with a decrease of 0.125 mg bid every 3 days, until
the drug is completely withdrawn.

Pediatric Patients: There is no clinical trial experience with Klonopin in panic disorder patients
under 18 years of age.
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or indirect harmful effects on the human fetus having been
observed.

Studies in animals have shown evidence of an increased
occurrence of fetal damage, the significance of which is
considered uncertain in humans.
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KEAATSCE | PRECAUTIONS
(2017 %710 H) | pediatric Use: Because of the possibility that adverse effects on physical or mental
development could become apparent only after many years, a benefit-risk consideration of the

long-term use of Klonopin is important in pediatric patients being treated for seizure disorder.
Safety and effectiveness in pediatric patients with panic disorder below the age of 18 have not
been established.
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