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SEC RANE BAER LU CHARS 1, ERAT ce  SV ER VRAIN K SPE 
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1-2. RihORBR UA ATE 
. RRBUBOXI— RICA AERT 2 J ONIVER—VEBAICHS. 
» ASCH CHE ON ALICE EAE L RAI CHS © 

NEY S RAE COT AD A HREIKREIC HES AE CHAS. 
. AAT S Se SEE. 
KERIO ONARO SAY HBT ONAL UL CHIR. (VIA) 
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-1. Wee% 
QQ) AM % 2 JAS ORE 250mg 

  

(2) 8 % *:NOBELBAR® 250mg for Injection 

(3) GPO : AAO BEA CHS LI—NIVIY—Y (NobelPharma Co., Ltd.) 
LAx/SINVER—IV (Phenobarbital) IcHKU TWA, 

1-2. —iR% 
QD) A & RBI: Fe NSVER—WF EU DLGAN 

(2) % 4% (ARG!) : Phenobarbital Sodium CJAN, INN) 

1-3. Weide 

1-4. PERRODFE 
SP FBC Cooly NoMa, — ZF: 254.22 

T-5. (64% (arGié) 
5-Ethyl-5-pheny1-2,4,6/,3/,5/)- pyrimidinetrione,monosodium salt 

Il-6. AA. FI. BS. SBS 
= + PB-Na 

40-5755 : NPC-03 (A582 S) 
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57-30-7 
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IV-10. 

IV-12. 

IV-13. 

IV-14. 

IV-15. 

. BRAORE 
m4 UAV 

. EAS SHREEDS 4 RAED 
RATE CHAT SHRED H SRW AlSLA FOL BO CHS. 

O N O 

H3C NH 

O 

5-methy1-5-phenyl-barbitaric acid 

RA BG LE CEMS 6 AREED & 6 Mie AL LA FO C0 CHS. 
CH3 CH3 

N NH2 OH 

Mlk 
O O O 

2-phenylbutyrylurea 2-phenylbutyric acid 

EYP RE 
BALE 

. RAH ORM OEE 
ANTAL ANY BV 
FRY Lie ME BLE 

RAH OAM MD Oe BT 
BAT AV RFS 4 

Fait 
a4 UE) 

BOMB 
MAADA 
TF MALE 

EOE 
ame SARE L 
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O

H3C

NH

CH3

O

NH2

O

OH

CH3

O



  

V. RICKS 43K 
  

V-1 

  

    
  

. SRE * HR 
EV WON AL 
TCADA HRUKRE 

SORE - MRICS oA LORS 
ARIS, (ERASE. ERPEIVEREIC TST EDS, TCADA BERRO RS 
ClE, PRED AKA BERL LY ASAINE SS BRD CHAS ST EDBELV. 
(TREE | CIR BSHA) 

<figeaht> 
ASHIOVE FUE AY SVT BEV RSM IC LEN CIE < . PEF ERY CE RIE i 

BITS TEDS, TADAHRREEO BA ICHET ZGGIK, BEHTHEORMA CHARA. 
FAY 7 BSL) ABER & OL, AAS SME PIRI ROT CHEE EN TOSGBE 
Dic, SE TR DARA HBA ST LDH CHS. 
HADCADA ERED AT RIT YE UTE, ABH AA OBRAT RI4 UMS 
DO. WN CARR, SE HORRY 7 OSLO PIRARS. SBR ch 1 VORA 
25. SBS BGR 2 J INVER VORIRARS Ce) CAEN TWS, KB AA 
ARIA VMs, GREY AIC BUY COT FSAI DN TWH. 

Ck: PRARARR SFA AS ESE EU TWEE OIERD  ) 

V-2. FAYE + A 

Page 13 

PERGONA 
MES 2 Px NNVER—-VEULT, 20mg/ke SRIRAKS SS. GUNA IY 
hO-VCERUG AIS, BR OTRREICIS CU, SII 5-2 A 7 
Cte aii L. FIRALIC IIE GS SH } 

MES. 2 7a J7SVER—WVEULT. 2.5~5mg/ke #14 1 RARE SS. 

TCADAB RKB 
FxaJIVER—-WEULT. 15~20me/ke #11 IRA SG SS. 

  

FAY - FABRIC RES OHA LOWES 
<PERUIUNAROTADABRKRE> 
RO. MUR. PERI S 5 DNS TC EMHBSOC, Hedi wiv) 
C779 Fedle, AAO MPP SIT I TC EMHBELW. KE, MEADS 
bSdirichaleld, SICA TIRE CWE MIE 2IT I TE CT IEAO 
RG, Ie 5 | DIBA) 

<PEROUNA> 
BrEYE Clk, S~10 DAT CHRICHET HCE. TIE L, REA OARRBIC IS Cy 
KORRICRSETSCEEAMTSTE., Ee, AGT Mcla, BG 
OAKES LSID 5 Parsee BIT EC. RMT STL. Cl 
PR btei | DIBBA) 

<TADA HK > 

VERO MA CIE, 10 DLA EDT CHARICE F STE. FETEL. 100mg/o> 
Ode FRE HA EVYT &     
  

< fi bt> 
MEA eS 7S & ROT UE PMI AS SF DNSTEMBSETEMH, 

10 
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BOE IC BEL ClkASAIO If EWE HEE STE EU. EAGER T SSA, 
US MM EO EFC KO [ARO RI/F ADRS 1S C EDS, GIA EAE Uc. 
BEV VA NOP TREK, RGR RE BL S10 PDT CRARICEL GF SH T 
tc e&vie. 
CAD A BRIE N Di FES, 100mg / PRE A EVE D. 10 PLA EAS CHR RICIR 
FHETEELK. BB. AROMA E IC RBRNICEME C ENSAR EE, EHR, 
IA O RIC ISU S ACAMISERX CHS. 

V-3. PRA 
(1) BPR ROR 
PEI NA YP 
PR ESL BRIC HABA MND VICES 10 FC. PRAT BRIMIINK TED > fe. FEE 
SA 2.5 A GHB: Al 1~5 A). HEPES FE 2,867.7  GGGBA : 1,144~3,796 
go), TERRIA US 74 38.23 il (HPA 2 33.1~41.18) CBT. JABRKDRG «1 
TEPER OS 6. HEME 1,000 9 ACHMED RERH AE AERIS BED DN, TE 
FAVE 37 ARMOR REEDS 2 PID 5 17. 
AR GRO PERO Wa Fadlcm Ure. 
  

  
  
  

  

    
  

      
  

  

  

  

      
  

        

‘TEE 5-6 10 64 | 

if | 
| [ see C1) Bl 1B | 
m | 

RIM T EL 1B 
| 

| aA CID) Bi 1 | 
| 

if 
uy | | Mee S of | 

| MBER ATE FO 1 Gl 
MERGE T BL 8B |       

WORE BA, MBH DMA 19.84 mg/kg (HERA: 17.5~20.8 mg/kg) Ce> 
fe. WOES C1) lk 1 PCRS 1. 20.1 me/ke AEE Nie. BEPC BUY 
CUS MIE GAC K DUS ALI EEE BES IAD TED’ CHIT 54% 30 POA 
MEPEAM > 4730). ON G2 % BEIT ALY Ze Fe DIS C1) ASE 
SIMS BUI NAISIBA Lie. eS LK Plc 1 HIASHIEe KoA, 
“4 PAE SIEM C1) FeieelC. PEIUIT WO NAO AHA BAY & Ue CTY 
MRI RAO Ze Dore AMY & L CORAL CNY ROSIE R-II RU DL) el 
ALi, BIWORG eS SC LES HIELE. 
FS IOP GE 9 IT ISU YC FEMS 1.70 HEME GCI) (EG CREME 71, 17.5 mg/kg 
PRESEN. SRAERMIC BUY CIS MIS 12 HH COU NADER L. EO 
Wie & UD CBAHRS CI) DHE 1. IBIS CI) 2) 9 FAD CIAIRROW 4A 
DIAS BECUASE, Mii S17. MAPA 9 PCRS 1, GE, 2.2 
~5.0 mg/kg/H CHO. 5 mg/kg/H ORS 3 AlSe 724% 2.5 mg/kg/AIcZE 
Te 1 BILIN. AEUUETED  Te MERGE Le 9 ID 3B, 1 WAN MRI RAO Te 
Ds AINe UC HFASAIES (AY RIVE R-II RU OL) eA Lee Die 
FARS 3 A CHIRE Ro ie. BE OMEFRHSS. 6 BIZ iti LIC OIE 8 BITCH 9 Te. 
HM ElS, MIE: 2 Rel BUY TC. EINES C1) DME EDI Te 9 

11 
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GC 18.8~25.8 jp/mL, EES (1) ZAML I 1 PCE 42.8 jp/mL CHoke.q 
MERZ SCO I WIRE OES IC BIL. 3 AMA 5.0 mg/ke/ A OMERFAR SAU ef 2.5 
mg/ke/A cB Bich ore 1 BIC 45.3 pp/mL E-PPRMAL ROT, MO BER IC HS 
WCla, BEA 20~40 pp /mL OZ UF D ETE E 17E. 
ABIES, ERP CHS ERE OLB C1) ) 307 OA ME 
IOUT 10 MEA CEN CHT. COANR, MELEE 30 PORBARMD 9 Pil, 
JBI C1) 30 TP ORMSD 1 HICH re. BIRRHMAA CH 4 MLS (QL 
SEIS (1) fe) 1 ROA MES. SPICER CHoK. FLARE UTS 
AR Ze Hine L TTC KO PEYTON A OER O HEP MIC OY TOBY 
Meptet L 7c HHEBAR IC BU SROs. BR 7 Bl, A 1 Bl, BHA CER EO 
PE ICKS) 2 CHO, SAULT ISAO MERIC KO ehh & BS BCU 
Teo 

DPE ft. BEYVLIFU AAI SB BRR ¢ PAAR ABR GLADE) 

TAD ABBE” 
SERIE LCRA CUS Ha AR ERE EHH LT WE Uo ) 
TE) BEC TR DEC 3 C RAIA OSA ANC PEMA ST BC ED 
5, BANOSHE aire Lane tT Ras S17. 

TAD A HRLIAREIC ESS 6 EHR 
Ox: 
  

  

  

                

hei AER | ART ERA ARAR Set | Axe ZENE 
Kokwaro” | 12 fyi) 257A CA PUPAV 7 | dlelteSta : 66% {EWES HE 1 Gil 

RIEL S 7~62 UT 15mg/kg REX TE EA CHEB Ze CE 
A) PS IRFTHT 20 3) DN4SETE 1H CRRA) 

HEPES Get: 
Smg/kg (24 RO 
48 refi) 

An 56 fil aca L TAA : 23 | 15~20mg/ke ARH AREA 

fi eGR PE C6 BICH | CRAM ac IX EWA, 
RAE =| 100mg /77 he Oak | MARIE & LC ORM 
WREYE + 15 % 9) MIAME VTWS) 
fi) 
PEON 
At 11 Bill 
EZ OA + 7 Pil 

12 
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Ox: HLA 
  

  

  

    

  

              
  

  

  

              
  

hoe ARE | AEM aA aRAt Stet | AE ENE 
Mayer” 26 Pil 21 | 63 me (21~ Jae ALY 10.3mg/kg 48~57% BEYATE CT AUD AL FAA 

tt 97 in) CAD AR CHS S- (26 fill) + PERE 88%, FE 
ane =) FA81%, fiiAS 65%, (ELITE 65%, 

Hien TL 1 > Te Bit. 50%, 
PRES RAGIE 46%, TAIMLIE 46%, 
BAW 42%. ira ML 31% 

Treiman” | WHOS%& | 58.6415.6 READER 58.2% (RIE 34.1%, HRRUER ER 
Hp in 15mg/kg 13.2%, AFSHR 3.3% 
He: 91 fil ane mg ars | Fee: 

WAZ | 62.0415.1 Pe ABTA 100mg /4LAF | 24.2% {ERIE 48.5%, PASE 
BEKRE S| ne OMIA LEZ 15.2%, ASHI 9.1% 
33 Bil 

Shaner” | 18 fiiJ 55.9+19.4 7 VA— VE | 5~23mg/ke | FANS 1c | (ECE 2 Bi, AAEM 1 
in Fhe 5 fF Pe GRE KOA 

ARBLL FO | 100mg/2> 2 61% 
HiT ALD ASE T 
ine 
Am LAINE 7 
tt 
Be PE /FGATTE 2 

tt 

Owe : Fini 

ee AER | Eat Ea nba Set | ARTE aE 
Czapinski” | 60 fill — — 10~20mg/kg | 83.3% 23. 3%1C HIVE DEAL GEA 

$5 AFA] ¢ 1 ER AHA) 
fal 

*Kokwaro GO,et al. Br J Clin Pharmacol .2003;56:453 
OFZ FABLE AULA}. 1987 51921329 
“Mayer SA, et al. Arch Neurol. 2002:59:205 
Treiman DM,et al. N Engl J Med.1998;339:792 
Shaner DM,et al. Neurology. 1988;38:202 
?Czapinski P. J Neurol. 1995;424:$83 

(2) HaPRSREERRER > AVA HERRRR 
m%4BREL 

(3) SRIRRUUR > FBR PRSR AAR 
Mh4AREKL 

(4) Ra AR 
m&4AREL 

Page 16 
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(5) 7GRR AERA 
1) (EA RCM + RRA aAEE > THAR Rad 
SUE Ck SARE L 

2) KBKECUCHHP EONAR Ei LERRORE 
a4 LUTE) 

14 
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(5) 7GRR AERA 
1) (EA RCM + RRA aAEE > THAR Rad 
SUE Ck SARE L 

2) KBKECUCHHP EONAR Ei LERRORE 
a4 LUTE) 
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VI. SRSKERIC BS SRA 
  

VI-1. SRA ICES SILA WIL HR 

Trakty 

AWMIAVEEY 

YT RIN] 

VI-2. SSEa/F A 
(1) (EFA BB AC + PER BRFE 

VERBAL + HARE 
VERA BRFE : 
7 x JISVER—WISHOPTADAHCHST TARDY. AWAY REY VT 
ISD, & [eRRIC. GABA, Ve FR —IRPHES US ERIC, VAD RF VV AIC 

bE DIT, Fe VARVEMOSE THOS ERASNS. Tz JINWVER—WId 
GABA ICKSE7OFI4 BF V YAVOMOAMAZER FSET LICKED, ERVIN 
Ltd CAA IC KE 7097 FFVYAVOMOME etme CST EHICKO, ZAF 

4 EFA VORA A DIMMNC MS T EDT ENTWS. 
S| RASIE. ASHES SRSA HERE. 1995515231 
Twyman RE, et al. Ann Neurol. 1989;25:213 

(2) SRE BAT SRB 
1) BABBUUNAE (MESH) © 

(KE 200 LOMAYD AlC7 tJ ISVER—WVER PRG LUEIFO, MESIEIC 4 
FSU NAMM Radlcomle. Fxo77WCA-WVODRES- Clk, FR 
VERDES LC aR EDS 6 OloM UC. ARSC ls aR HE 
HHESHDYBA LC, SRE HAO IC IUD ERLE SICKBRS CT 

  

  

  

  

  

  

  

  

ATOIF NADIR UE 

MES HEC ISU STW TA MIR CV A) 

FE (mo/ke, sc) aR CE | see Ee | TRH 

ow AUT OT ATE, CD) 
0 I 12 6 

          
  

eeu : SOmA, JREBIFTA] © 0.2 MD. CRIS(E, n=10. BRERA Sada L) 

OFAFA BR, TRACHEA ATR, 3B 4 28, Boat, HL, 1963,88 

15 
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2) BRWWONARIE (ETH) 1? 
SDAFy hic, ENEMA CHIU NAR ORBEA PadlcmUlr. T 
DIRECT taht VISEBICBHDEMD, Fo NVER—-VEEOMOFW 
Wt ARIS AINE I LU Teo 

ET IC BU SHU NAROMARR GS vy b) 
  

  

  

  

      

{kay fe GK Site tae 
Fa JIKVER—IV SC 1.75+0.19 

Tra=kty Sc SESH) 
KU ABV AY SC 1.51+0.17 

FLaPeEF Vay po 18.743.70     
  

Foo PeFMIVT EG TV FET ALICE L CRE, HUT ICRI LTR PRS: 

CRIS ESE. n=5~6) 

BA PFS2A : TD (mg/kg) /EDo (mg/kg) 

TDso : Dose which produces ataxia in 50% of rats. 

EDso ‘ Dose which reduces duration of tonic-extension phase of supramaximal seizures by 50% in rats. 

'PSwinyard EA. J Am Pharm Assoc. 1949;38:201 

3) AK DV-WVBRAIONAE 
PUSTULAR LY A (20~ 25g) MAIS LT. FRETS Xb DY IV 
(100mg /ke) PRET AALIC HT TS Mills PacICAR Le. LEHRO Fe H80mg/kg 
DKEAL-WCKSBYNIWONANCITS S Milt, MESSE (Cc HUF SH Hilt & ABUL 
feo AEAbhAMIS, RBG UONAOARME LZOIMUT. Fo7Nve 

RMF EVTLE FNTOWWONA FEZ Mill U 7. 

AEX RAT VION ANH ST SHUI UNAROM AMR (VT A) 
  

  

  

  

  

  

            

PD50 ng/kg, po) 
AAV 

80 mg/kg, sc 100 mg/kg, sc MES 7& 
BIT A | TRIPE | SRT HE yam 

7x 7INSVER—)WV on « ag « < of 
FRU Ds 25.3 38.2 20.7 26.8 18.7 

Fra=krty Fs Fs 12.0 SH 12.1 
hU ARV AY 465.4 571.4 498 .0 459.4 864.0     
  

PD50 : protective dose in 50% of mice. MES ¥& : 48mA, 0.2 sec. CFIA. n=10 2S 15) 

') Ahmad A, et al. Jpn J Pharmacol. 1969;19:472 

Page 19 
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4) iPr ER? 
LO AMPA IEA ICT 7 INVE RWI RU L150 me/ke EARS L. 
Tt LODHI OD 7S X—- AOA Eee WWE LI. Fao 7ISIVER-WVIRV IL 
(ETNTOVST X— A OBB 7 Mihi] U7. 
TORE RNS, IOUS EIR IC BUT. Fe JIN E Ba RH 
Hill UL. AAS NZL AVE OPH ey IMRICHM AL Efelactatello KAT YF 
VARS AT EICKO, AAO BEE COVEN RAT SLBA SNE. 

BIAS X— FAAE TA LOM ED OWS SHIR CV AZ) 
  

ING X— BBE (mo les/g/min) 
  

  

  

  

  

Iyhanyy Fx7ISNVER—-WVFRUIL 
(150 mg/kg, ip) 

P-creatine 11.28 4.74 

ATP 2.64 0.90 

glucose 6.18 3.90 

glycogen 2.40 0.18 

lactate 13.14 6.28 
          
  
PIMA, Fa 7INVER—WVF EVIL (150 mg/ke) kB LRA TIC EARS. (=12) 

Yasuda H. Arch int Pharmaco dyn. 1979;242:77 

17 
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VI. SeMRRIC RES SIRE 

VI-1. PYRE ORES + HEE 
(1) ORLA MPR 

ine LAMM T 2 J INVER IVIL, EIA OBR EE. PCKO RSE, SK 
Fg NY BD yy 7 15~40 p g/ml Gi LANE E UOC RENTS 

  

(2) Rm Pie ES 
1) BERS 
4A EL 

2) RRS 
mo L 

(3) BRAS COMBE |” 
Fx J7INVER-VIRUVILCREITO NAIM UL, MERE & UT 20 mg/kg 

Fe WWNAMIY FOV CEU A SIGIR & U CIA HERR GUT. 
1H 1[612.5-5 mg/kg @, FARA SU. SIRS 2 RR cI SM AYE (9 

Pil) VK. 22.3822.34 po/mL CHT RE ze) (18.8-25.8 pp/mL Gee IMi-e AID) |, 
XENI S- CIS: 30 4%) WL Te 1 BCE 42.8 p/mL CHK. Eley ME 
fe RAIS SA CALE) Of YE 10 fill) (k 27.65-£9.46 pg/mL = (18.7-45.3 p/m) 
CHDK. 

DBE PTA AICS SB ARAB > PRATER CLARY) 

AAA DBL VAAL E29 BI Ze WRC. 7 J ISVER-NWVF BU Lee 
RATS: L Tee DE PEE SD X— ANCOUY CR LE. 

Fx J7IKVER—WVF EVIL 20 mg/kg HARA SRO i Pie EYE 
(zg/ml) 

255 - 

  
  

if 
A 205 = 
7 
xr a Mi 

te n=15 
1574 n=2l 

Jv n=19 n-19 i 

5 n=19 Si . 

Lv 10- "Ta 
ie 
iE 

as n=16 

o- 7 T T T T 1 T 1 
0 1 2 3 4 5 6 7 

tr SR HH 

sEABER], ft. wabekkst. 1991517:421 
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(4) PRIEKZHBS Smee 
40~45 pg/ml LA LICKS EARS ARH, ER aANE CO. BRED Hag CIS ETEK 

REL EA, MPMRISRMK OMS 1. SSS <<. ICIS DO. IE 
KES 4. AiO AGE? ht © faKett & 4. 

UPR Rip. RAR. 1987; 40 #4 :2923 

VI-2. SSR RISD XR— 

(1) DRUG EEE RL 
4 UE) RAIS RE BAI CHS). 

(2) RAAPAAFEVUTA 
MALE AAISREABAICHS). 

(3) BARBER”? 
HAAS EVEIT AARC. 7 SVE RIV bY Ds 20mg/ke LAA 
BSLELEOWAHE HA (Ke) (& 0.00512+0.00297hr! CH 7. 

) SEMA], (th. jabeekA. 1991517:421 

(4) PUPDYR WIP 

<BE> 

BEE (O~4 ll, 5~10mg/kg, wANRAN ESS) ¢ 5.71x10“mL/h/kg 
FU (2~3 7 AY 10mg/ke, aAARARLS) : 9.59x10 ‘mL /h/kg 

FL (4~12 7 AY 10mg/ke. RARE) : 7.01x10‘mL/h/kg 
YE 2 7 IDOE. 10mg /ke, RIRAEES-) + 8.12x10 “mL /h/ke 

‘Heimann G, et al. Eur J Clin Pharmacol. 1977; 12:305 
BATA DAHA (0me/A. HHRAPS) : 0.0709+0.0268mL/min/kg ( AB) 

Browne TR, et al. J Clin Pharmacol. 1985;25:51 

(5) ARAB”? 
AAAPMEVEI UAE. 7 tJ INVER NVI BU Ly 20mg/ke % HLA 
RELL EOWMAR (Vd) 1k 0.924+0.247L/ke CHI. 

) Sember), ft. walbegkst. 1991517:421 
<BE> 
BRA TADAM NET 2 7 ISVER-WVF FU IL 90me/ AL FENRATE SL eR, 
IBA (Vd) lk 0.624-+0.045L/kg (A HA) CHK. 

‘Browne TR, et al. J Clin Pharmacol. 1985;25:51 

(6) MRA Ra *" 
BEV, dS BRAK AAS (%) 

0~3 7 A > 37.044.2% 
4 A~2HE  45.243.5% 
26E~15 RE 2 45.2+3.0% 

SFA IM Ath. JARS. 1984537:2329 
<B> 

MA? BARA (%) 
50.5~52.5% 

'Fhrnebo M, et al. Eur J Clin Pharmacol. 197133 :189 

VI-3. uN 
a4 UGLY ORAILSERERAI CHS) 

19 
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VI-4. 246 
(1) ALY — ABS PGE °°? 

<BE> 

LAPS S. KRAIMAT oJ NE RIVE (0) EEF xe JN 
A VIBE (P) ED 0/P Lote Ally 0.820.22 Ca 0 . MH YRE & KU AAR Le. 
<B> 
NiO O/P Fee? 2 J SVER—IVO ARTA © Lae L Femi, ROWER IC KS 
Ta JISVER—IWVOIWMA BEA, 1D 51D OTe. 

OKRLA. BT KAGE. 1981532:56 
‘DPainter MJ, et al. Neurology. 1981;31:1107 

(2) RENO BTTE 
<B> 
ec RPK, BEY O 95% ICH TE ST eS E BRIE 

GREED RIB SX 1c. 
2)Melchior JC, et al. Lancet. 1967;2(7521) :860 

(3) Ait HAD BATE” 
<B> 

BEFLAAIC RES HO 50% ICA FT ST J INVE RIVA ST FLIP HAO 
OBO S Nie. K7ERSLA CRM & FEED p-hydroxyphenobarbital (PHPB) 
DPR X41, ERE (RA PHPB AS, DW J 7NIVE RIVE REIS PLY ITB SST 
EDRE NE 

Nau H. et al. Eur J Clin Pharmacol. 1980 318 :31 

(4) HER NORTH 
KARE L 

(5) EOPMOGRNAD BITE 
Fx JINVER—WORRRARE TIS. FPBIC ISU TH RUC. Siti, PB. Pa 
WW CH Te. EK. Aa JIVE R— VORA & faery lk, KVR 
ALT & 7 INSIVE RIV ORBAN D F517 1S GE BE CLES SEO EBASBHN 
Bo MAT 2 J NDE X— VIBE (0) EET ce J SVER-VIBE (P) ED 
O/P Letk, FFF 1.380.38, fli 1,270.44, JM 1.100.600. Pe 1.03+0.38. Ne 

fi 0.99-0.41 Coie. 
OKRA. Atti Mae. 1981532556 

VI-5. {tt 
(1) FRASER O RES 

ELCH FCC ITS 1. 
BE» 
Fx JISVER— Ws hilc VYT. Ele p-hydroxyphenobarbi tal (PHPB) FH L 
CTV FV BE lc (iS 41 PEER & M&O phenobarbital-# glucopyranoside 
(PNG) ICS ORD HS. COM. terre Gat & LT. epoxide ATI HT 
ty & Ute 5-(3,4-Dihydroxy-1,5-cyclohexadien-1-yl)-5-ethyl barbituric acid? 
LF IVAN SDK MEE XS 17 5-C-hydroxyethyl) -5-phenylbarbituric acid & BES 
NTWS. 
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NH

NHC

C

C

O

O

O

H3CH2C

O

Phenobarbital (PB)

NH

NHC

C

C

O

O

O

H3CH2C

NH

NHC

C

C

O

O

O

H3CH2C

HO

OH

p-Hydroxyphenobarbital (PHPB) (I)

NH

NHC

C

C

O

O

O

H3CH2C

HO

NH

NHC

C

C

O

O

O

H3CCH

HO

NH

NC

C

C

O

O

O

H3CH2C

O

OH

OH

CH2OH

OH

Phenobarbital-N-glucopyranoside (IV)

5-(1-Hydroxyethyl)-5-phenylbarbituric
acid (III)

Epoxide Intermediate 5-(3,4-Dihydroxy-1,5-cyclohexadien-1-yl)-
5-ethyl barbituric acid (II)



(5) TERE ay ORE BE aM SD X— ZX 
eA EL 

VI-6. HEY 
(1) BRERA *” 

FE BETS DE TREBR (XIRHAC 5 
“?Tang BK. Drug Metab Dispos. 197937:315 

(2) BeyEas °” 
<BE> 
PRN CIE, AGO 68~81 DHHS 1 (tye LC. PHPBL PHPB O77 OY 
MAO PNG ROARED 5 117E. 

*? Tang BK. Drug Metab Dispos. 1979;7:315 

(3) Pra 
Re4ANEL 

VI-7. weBsickKoAREB 
C1) Aa RSAT 

Mm4AREL 

(2) nee °° 
ILA RB E O fa D28 (LK) 30~70% CHS, 

Baer Seth ft. Hi ESA. 19835152153 

(3) Reet 
waANEL 
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VWI. Lee (EH LORRS (cH SKA 

W-1. #H&AR¢ TOMA 
FRESE Cld7ED BAVTWZEUY 

VI-2. #RBAAL COR ORAS As) 
PES (ROBBIE LEW T &) 

(1) AAO Ra E27 EY — VIBE GC LC EBGIE DEE EO & H BF 
(2) ZAMEEN 2 0 VEO RR LNT 7 VY AAAI, TEIKDSERIE T 4 5 

  

  

      

ENPHS. | 
(3) RUAFY—-I, BRAIANM PRYVA) CRGHONG CHALE OLA 

Bi) 
< feed 
CL) HB 7 EI & UL Cad UE 
(QAMIOARIVT 4 UV AMR AEE RICK OL HVT 4 UY AAO TER ANER 

(EF SBEMMHSTE EO iH. 
(SASAIO HPP CARS (CYP3M4) PREFACE DO. TNSEOSAO AA EES 1, 

ML PYRFEAME RS SBCNMHSTE HY aR Ze CHALFH OPS | OBR) 

VI-3. 3HRE - RICHES SA LORRL COR 
SORE ° MRICS 6H LOVRS COR 
ASHE, VERPASR DOSE <. EIREIV/ER MICS 4CEDS, CADAHBRREORE 
Cld, FRAME OA BBR COL ASAE TR DBR ICHAT ST EDHAELU. 
(PRET | OLA HA) 

<fieai> 
ASHI OVERSEA SY EY SRAM IC LEN CE < . EFA SERGEY GC ERIRFTBI EF 0c 

BT ATEDS, TCADA HAIRED RA ICHSES SAIL, VRENPEDSEA (RATES. 
FAL 7 BNL) BARBER © LL, ARIS SARE PIA ROT CHEESE A COSE 
Dic, FRR CBT SC EDU CHS. 
EINO TCADA HRIKREO HAT FIT VEUTIE. HAR YAOIRRAT RI4 URS 
OD. Ye & TARR, SAECO Y 7 BOS LOMARARS. BRP to bh 7 VY ORRA 
RA. BSBA 2 J NVEX-IVOPRMRARS Ck) LAMENTS. BB AA 
A RGA MIE, PUES ZA IC VY CGT PEBATTONTWS. 
Ck: PRARAT SAS ESE CWE E DIEM  ) 

  

      

VI-4. HK: ASICS 4A LORE COMA 
FRE - ICS SLOVO 
<P NAROC TCADA BE RRE> 
BH, MER, ERIK SDNSTEMHSOTC, HBMM AWC 
5feDic, AAO MPSA TCEMBELU. Ee, PERM DHSdN 
eeelcld, BIC A TIOPRE E MIT I TE. CEA ORS. iki 

HG) OWUBSia) 
<P nNA> 

PE YE Cle 5~10 DAU CHEPRICHG-FT STE, THIEL. RB OURREICIO UC, KO 
RMRICRSESS4ZCLEBARTS TL, Ere, IMR 2175 Biclt, BAOKRE 
AL, MERE SPAHR HIKE. FT ATL. CHER) OIE 
BHA) 

<TADABMIRRE> 
VERO BA CE. 10 LLEDS TRRICREFTSTE, KIEL 100me/7OR 
ERMA GWT &, 
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(1)
(2)

(3)



<fipbt> 
PE ANS 7S & OTE MER. RTI 5 NST EMBSTEMDHS, 
BEG ICBRL CISA I PUREE SHEET 6 TE ELK. Ele. REEDS SO 
Gy UBS MAE O EFC E O RRO RIVE DER S116 CT EDS, HEAP BE L 
Teo 

PEI O NANOS HES, HERR 2 BL 5 ~ 10 DAT CHREPRITRRG-F H 

THEELE. 

TAD A HRKIEN D5 HES, 100mg / PA TEED. 10 PLLA US CHRARITHZ 
GTETEEUL. HB. IIRMOMA EB ICIIBRANIC EME & SE 1S AOE PEI ET 
SR. RIAN ORC HUF S AAISERA CHS. 

VI-5. HERS ARE TORE 
BERS KORBIC MMIC SS SCL) 
(1) (EVAR C15 OFEBINCS SRE RBDVDEV. (UNRAOHS OTB 

#1] 
(2) bY (CHAO G) DUSK 
(3) EH, OEMMAEOMERK CUS [MEARS FC LAN So] 
(4) BER MEE N(SHETT L OIRO BE (AMIOMEDWRS BSDNSTE 
DHS] 

(5) WHO 5 SBE (MAL KD LAIRD RC FEN MSS. 
(OAT, EMBO SH (CHEOMRORUL, KicuhBeE LAOBEAMS 

Sol 
(1) RY BGED BE 
(8) 7 VA VPHOS SH (PIED RE 1S] 
(9) SYNE OBIT LIS LENED 25 SH (WMA OS MRR AST EDS So] 
(ORBEA MRO UikRERT BENDS 5] 
CD) FARRAR FIORE CRIED REX eee.) 

<RBD 
(1) RATA BRIC ISU CREATE IT SHG US 3 Gl (1144g, 2121g KO? 22749) 
CER DEW T EDS, MULE. 

(2)~ CAD TAUC BY L Clk, AOD ATS SHARE, MEDAL EFEL, oul SERA 
(APEC MAS S OVEATS SMA ICHL TIE, AMIN GS SWIC a 
KUK. RMWAAIR. De 77SEC RMAC, AE, SHAE «5 FAYE + A 
IZ Bb 5 FHBHO MIL THN, 

  

      

VI-6. BEGCRANIER Ct OMAR OMB 
BE CRANES 
CD) HA ICBU ORE BORREBDEU UREORIEC EO, TADABRIRR 

DBSDNETEMBSEODTC, KREEHIET SWGICIS, HR Clu SS 7% OE 
{TITLE EB, i, MAO SICH SCL 

(2) UAE ICAP > PRRRRE,. RE eT 9 TC CASHEL. 
(3) SEA IC KD SRM EC OT EMBOOC, MRETACITUY, HICKS TSH 

ce RIVES DIRK). 
(4) HRS. EET SR + FET OK PAE CST EMHBSOTC, AAS 
OR ic ld BO BRS O faRe ES BM OREICHEBE PEW ED IELTS 
c Lo 

  

      

<fiRai> 
AIO MIE * WRROKE Hise Bes 6c. RIM OWMARSILIE CA CE ERE 
SNOD, HKG OF MUS 3 Fe Olea 7. 
45, ATS x JIVE RV BAI ORIAL, Mh * SHAR, FATE + etc BD 5 PPD 
ica & KO TWSo 
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VI-7. FABER 24,25, 29-36) 

Page 28 

  

  
MEER 
ASAI SECS CYP3A GOMEVEA EATS. 
  

KEATS A. BRR RHSREAA | 199851:721 

CQ) OARS GALT &) & t OHH 
  

  

HAAS GALE Ce) tO 
  

  

      

AAS RAEN ° fee SFP + fale 
aK D) a F Y—)V - ce:  {F1» alae CNB ORAIO ADM “ecu tes 
nae Eau. beans 3 | A RI 

(7 REV) BTNINDS. ~ ° 
  

  

(2) HAE GAlcHERBTScTe) 
  

  

AER CHAICHER ST 47 &) 
  

  

    

  

  

  

INT OE 

L, CED MBGRENS TE 
DHS. 

AAA AER «© HT Bay + Sahay 

HAHEI 
Dud FP YY RK 
\WVEY — EB PEEK 
hover te FEALIC PED SRS 1S | KAORI EA UC 
KEFV— kG TEMBSZOC, METS | KS. 

Fie ARS VA BEYER TS TE. 
VILTVERDIVS 

7 VA—W 

MAO BASS AU RFP ARAN 

CAB ALIC PE ANS 1 | CL) FAS A REEF 
=EEATLI Al BTEMBAOTC, hes | ICKkS. 

A STIS ACERT STE, 
ESALD All QDIEHNSOMS AION | (DAAIONPK MRA 
VFAFU YG HYEAMR RSS TEAS | MPIC KS. 

HAE, 

ASAIO MPD ET _ os ear ye 
> Las AFMILAF—bADNK —_ ZBTEMBSOTC, ARIZ | 7 > 

AFWIL=TF—+h PS aes = ae HS S LBABNT MESSRS SC Ds. 

(DAAIO MAB ED ES |) 7 TOBA Rae 
AMS So 

  

      DC. HAHEI S TED BEL.   
(2) 3 F ameO aetieeRe | (2) ASK ERY HCAS 
PMERTSCLAHS" | AVEHICLS. 

ROM TEED LA | DEER 
FATERHS, 

YON QPF LO Hesse | (2) AKO MM CMI 
PMERTECLAHS" | AMEHICES. 

2) fe DME ‘ BER > St EY Si Sa SPE 

AVIFAY FID WISS ST Ln S| RMON RITA sie 
VEHIC KS. 
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8001 “XH uns 

92 

67 98bq 

  

“SAUD 
Ser MeN EEO 

HBAS! WS QO His) PIE 

SR 2S HELA LS 
£BMLOSRAER 2S 

Ub 2 lat ETT) Hl Le 

SIP IXH BM KLE 
(ge Tk 

  

oS PDEA) 
TEE AME SHI COE 

°2 2Y SHE 
2B OMIM X (1X 

4 ALX AKO HE 
AAT DEES Q P BB SD. 
GRGA DS LSE LY 
1) OPEMIRUEE A 0 AG 

LALLMG 
(ZWPRUESER AG 

  

“SACRA 
2D & fA CEPI Bl 
hHMonagrs4<+A 

ANGLheea 

  

°& BAR) 2S HAA OG 
MG ONE O SU 2 GI 

enZhG? 2Y LN Fhe 
Ath OHIO alt 2 

YGULETCL 
ALeEAYHE 

  

“GAD 
US LACE AHIMMIOZAA 
MLKEAAL SP HA 
WERE Y AAA) RCO   

°S PDEA) 
BYES AE AE HINES 

Cena 2S hE 
ROBH DOGAEee2 
& LSE Hs) <7 AS 
ARH Ol EREO SU 2 

RAULEAIUG 

  

Te 414 
ALAC 

AaYaAdaY 
LAF CKS 

N-CDPLTEUG 
UINLA KOC EL 
  

ASL 
LENO ACY CLLWUWA 

(LALA) UELERK 
(2H Gadd 

BU-KAEY X40 
MILE AA KYU 

gx 
SEAS RE «HEA EC AAA 
BLL BK HEL 
(EA D10E BA Ais 
HY YEUMLRD 

M=SlEw 
LAGATL 
YTAALGK 

AAEYAGA 
MALES 

TARASNE 
MALEK & 
LrofAaL 

RAG IME L 
(iS S Ub 2 MEN). VEdAD 2IE   

ZAM + A       SLECEI EH + KSI   Ew die      



S001 “Xa uns 0¢ W8eg 

Lé 

SEL L00Z SBeTAR “MO “MY 2 de [a ASEAN * BAIN 2 
°C Md (YGOULETLL “KEAYA4S) DMS RK OG VG Ol¥ 

MK (AAV L EA AG) BTS S PHS Y PLA WOES * LEE 
i WehOotY HA CAY AP ECEXK EY WER — KAIN CM ERE K EL 
£0 7C) HAVHWWALES PIR 2S LAS HAE COE! 2 NK SGPT A 

Hoz® 
"SUGMNAGHBREAKIEY KEGEL] 2292 GYD [KROL LS 4 O2 

“SME22Y LS MGA 
BM 8 ANRC F Chill * QP HO 2 SES BM SIM OU ANNI FEL 

HAVA ENS P22 2S AWM AHEM OlEO© 
°OUS MA GEO LAC Y KLO FE OVEK PDI IROL SE KO 2 
“FRAECRQIGCRRET VAM HMIOE ~ PES S BIA ae SE aE | ee CO BL 

FHA) AY & “P21 EH AL) SE A SHY CoS HH @ 
ELIELLS 

LAY AL SA YEMELLE (KALLE) [EUR RK AAG SKA GCIWMUAL 

“CTEAS KO AATY WALEGKY WALER YTNAGH “KA 
QGrhAks “Kako SACS EAC ARH eao tr eyeng “KAGgatT 

L NESE GBH E REY LEVEE MAY YG) JER ENCE BE 
Ease SKA EOE L RAE OKL KOM YKAGK KARAM 

EASA TAPAS KEL CAS THM OAG “Bal SK AFOLS 
AT ELE EME OLALNE NE OCALA NE LEB BH MAGEE ASE 

°F LRBAMNL SE 6 O QE CP OnE 
YALU DAME? & AL1-GEI IU OMREOT 1% 0S *4 SB 

WA UND PVEdAIG COD CS BRRME BAH os HAE * 1 eR ae 
WO SHES U 2 EY COP DEF AIG UD SDC G27 OS SEY ov OGPdhIC GVEdAI 

“J2dAD “ZdAD “OVZdAD “WIdAD * GA HARES AM SEI ANC TL 
EHAV EEN & “P21 Ee Co Ss SE ASE COED 

°o £ 
HME Es) EVO SVERS DAC UY -—4 EUG ¥42.7 2 HABBO 2 fis SIT 

°2f7 BEET 2 EY AE AY [S48 be 2) AL Le 
“EAU ARGS & ALU DE FHA ECO 2 [RES * EE [SACO EY © 7 SLL 
ET A EEO TASTES SESE REETRIE OBST 2 AACE UTNE 

<M ta 
92 2S LEONE OFDM OMIEO SUD SPUN fT EMR (CE 

°2 2¢ LE 
5 ; GP ALT MR 1 SALUGKYRRAS mg (W-G:YL-ES 

we oil uae RUE | OK OEE GE a Ua oN 8 “aor IS) 

WILE 2 WE GHEY) Ole 

  

  

  

SS ALUGYE 
2. 2U STR GHYOV sans nee 
SER LEL AS -O-NLA Ran 2 ~ 
Ll CHRABMGUAT | UIEYOAT LE LA CPECSANRL 
C6 ELAAL GEM | AL PRET OMY 
BUEEAIEN ASE HCO WEY 
  

2 ADUG 
y Gniwae 4S aie LEEK HAL < EB. YS xe 2ls = N s Poh ran 

(6 A LEI “HERA Hse | FS PN CG 
YOURE FAG FUME 

FLPMMIEY + AY SELSCEIMTE + SCTANAH Erey-aaG 
  

             



OF BE. YORE. 199457622214 
“Anderson GD. Neurology. 2004;63(10 Suppl 4):S3 
“Crews KR, et al. Clin Cancer Res. 2002;8:2202 
“Greb WH, et al. Acta Psychiatr Scand. 1989;80(Supp1] 350) :95 
‘Holland S, et al. Clin Pharmacol Ther. 1998;63:231 
“Garrettson LK, et al. J Am Med Assoc. 1969;207:2053 
“)Scheyer RD, et al. Antiepileptic Drugs, 4th ed. 1995,621 
“Bray GP, et al. Human Experimental Toxicol. 1992;11:265 

VI-8. BIER 
(1) BIFRORE 

4. BEA 
PERGONAAMRE UCHHMHS NEA HR aA BRIC ISU YT ETE PMU 7 10 Fil 
FH Ball (EF CHR RAS ELL TS eS TS) FEFRUE PIS 6 Fill (60% ) C. PEE] 3 BH 3 FE C30%). 
RSSA RAAB 2 Bi 2 FE (20%). MEER RB 1 1 AF 10%). RAR 1 G1 EF 10%), 
PME 1 G1 CE 10%). RESET 1 G1 HE 10%), PRED 1 Gi) 1 410%) 
Chor. RES) 

<feaht> 

B/E FAFSA O ME cld, PREG ONA AMR E LU eR ER CRY 5 TC RIVE A 
CHAR EMB ER eats) wad 7c. EB. CAD A TRRIARRICES 3 RAR BRILIT 3 
TUTE, 

  

    
  

1) BAGH 
BKZEWEA 

(1) BERPRGRREREARAY (Stevens-Johnson FEPRAY). "PETER SCE (Lyel 1 EMR 
A). ALBTE (HUBER) GREER) : BPR TOC. EEA ALB 
Ik¥i OSA, CAPER. WAGER. HR FEI, DO ANREOR BARE 5 NEA 
cld, BSEAHILL, BRAVE AORSSOMUIGMBRITI TE, 

(2) jeBOTETE RAY CGGAREANAA) : WEIR UCR, FADMASHN, KSICUY 
7S ETB. HP RSBEDE ES Onesie, AUER, AWBPRI SS RAY D7 SBR 
HEALS Ze CE 5 EEO BS OER DH SDNSTEDHSZOTC, HABE 
SNCIW., TOKD BIER HS SONNEI. REZBIEL, EW 
RFITE, HB. ERNVAADAT IVA GC HNV-6) FOU 7 VAD PEPE 
AEDT EDS <. AEB. HPAL JPRREIR REO TET DS AH SUSIE 
ZT EMBZOCERTSTE, 

(3) $REPHE GRRE) : ERIC KO RIIREEEAECSTEMBSODC, BRET 
SNCITW, FARBER ABWEDSIICRS TS TH, Ke, MAHICHWUSKR 
SBOABUTRDEWLUBSOMIEICKED, BA, FIR, onA, HED. J 
VE. EAA, GE, SHRLSUIEHNS DIKRESO MBER 5DN}ST EMBAD 
C. REAL SBI Clk, RA ICT SK CBI ITE, 

(4) FRAER BD. i> GREER) : BIR ePIC, SDN 5 Nie 
BeAicld, REALL, WUE WIBATI TE. 

(5) FFRRRERRSS (GEENA) : AST (GOT), ALT (GPT), y-GTP © Lett 5 APS 
HEE DH SDNSATEMHSZOC, PREITY, BHADBSSNKG 
Blclk, RSGRAIET SH CVE TL. 

(6) PROB (5% DLE): BRS TCH, HDDS NEBAICIE, RG 
MAIS SH C7 Me IT I TE 

  

    
  

<fireahi> 

HAZSRIVER Cac L CU SRIF AOD 6. AACE FOEORHTIL DUO AS HUA, 
{HOT x J7SVE RIV BAI Cle, AIA. URE SER, FAYE + Alc 5 SHH ORK 
&%7 C4 OAR CE HINT SORES A5N4T EMS aRMLZ. 
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Page 32 

TeTE LU, PREFACE BEA SW T RS 1 CWS, UE | CBS SER, 
ARAL S5-SI CH AARC Y UBD ERA BNSZTEMSMRL TRU. 

SORA RE A. PRO RRR. 1970;12:973 

Oe FF Ah. AARP EAS #&. 1987391:1465 

SOE ETEAT, (Hh. LUA aR ces. 1988;10:100 
‘O Feller 7 Che A. RENE. 1979374551 
“DSexton DL, et al. J Am Med Assoc. 1941;116:700 

Oar . 7 LIDAR OMAR. 2001;21:355 
“S FEARS A. BIRR MER. 1986588: 441 

2) tCOhoORWF 
  

  

  

  

  

  

  

  

  

  

  

            

    

1. BIER 
4 OULORIVERA 

am BUS 5% DLE SEAR 

sabi HELEBES. ERED. taRB 
JES 

ring? die AREER te 

arEgt© AST (COT) * ALT (GPT) + y-GTP 
ASO RES. EE 

phage EARS O BM 

HRA, VAT UEY ZA (asterixis), &% 

f < ft, GOR. CA, BOK BR, Ay 
FERRE A ise. SMES, DIR, WYRMMAE 

(EF 
(BAYS EEK, Bll 
wHeRs BATHE 

be ea 7 Vis, PHIM , EEO AR 
pris AGED [GIVE 7 Ds th 

Nan FR URAE RAM Cm T 
AA th aL, 

OB 

ORE TE | ge EWM KL A KARL 
EO TOSI, PREWID. 1 BED oz! 

- AU YVPRED, FEEN 
Yat BF 

4) REeALT STE, 
¥E5) WSAHILT Sk PMUICMBR TS TL 
46) BERETS, BERD AOS NEB, HG HIES 

Ble PMMA TL 
YET) HAICKOBSDNSTC LMHS, 
TE 8) HEAICKOHSDONATEMHSAOTC, MRE. B 

flies” VAU IAAT yr 2—P(EO ELA, MAI Ls 
FERED VOR ES!) DHSDOHEBAICIA, WHEE RI Y 
DOORS MUAWIRITI TL, 

<fiee aht> 
AA OTE LUT WALA ETRE UL eA AAER Ca 5 TUTC RIEL CHARLES et 
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a) wade. Ke. Fo NVER—)VMAIORE, SRE oR. AE > Ae ic 
DSTO MMe Ko CWS EHISAAI CERT S A ABTED HS ed, BEA 
& UCHR UZ. 

(2) BAER ER CARRERE 
FLERE Clda% SARE UL 

(3) BRB. GOHE. BIEBROFMORRS FH RilOn FAAS 
FIPS Clk % SRE UL 

(4) RMW7 VIVES SEBRO RRA 

  

FS ROBBERS LEVTE) = GE) 
(1) BAUD MAT UES EY — VBR GCS LC EBGIE D BEEN 05 % SEE 
  

  

EOUORIVEFA Gh) 
  

  

        
  

SLL E MEENA 

je BoE” ? JET EARCEE. IRR. Papen 
TO RG RHUES STE   
  

VI-9. RB A\DERS. 

a ARS 
DED 525-2 RMAT SE CIBICRS TS TL. EIB RGEARMAILG SAIC RX 
cy SEEMBICITIT Le, LA Cid, MEOH, HZ. HISD. SRAL DS 
HONK (HBG AIIER | OIGBR). | 

<fieeabe> 

fey nea (hk, ARC Ta + BEM AE BRR AEDME BUCS CT EDS TED, MEUM E FAAP 
FHF PE HOTT EASA © Hal DEE Ze MEWS SH Fe DICH Fate DD 5 AD SEED 
TERM OEE T ED SAK Ze. 
748, ATAILT x J SVE RIV RAO AIH, AE + SHER, AK + Acetic Bb 6 STO 

ACA CKD TWH— 

  

    
  

VI-10. ‘Sth, Feb. FPL IS AORY. 1° 

leh ° Hehe > ALR NORS. 
C1) Hemi Slt REA LL CUS AY EPED H SAC ld. FAREEOAARE CBHKD CA DATE 

VERE TS RYE (RISKED 5574) DMvEbRME EIS & HITE NAGAI 
DARGFSTE, REAR PICAAIZ HH, MUSGARS SNK BAOIC. ABE 

Ag 4) (OBA OB wae. ASRMARIES) HEL EMDSW LOR 
SIMARD HS. | 

(2) HEARFOR CKO. BEVIS HIM, PERT FTE MHS, 
(3) WATCH L7H AY HEREC ATER (2a, He, RON THE, ia 

) DHSDNSZTEMBS, 

(4) EMR HORGICK OL TERR RAVES CORADHS, 
(5) FEAL ONAA ADP (SHE 6 T EDBE LOD, PRET REST SIBGIC lk, 

FeFLE RET SUE STE. LE hPL, BEI. FLIP Re 
HCFTEDHS, | 

< fire ae> 
Ta JIKVER—WMIC SHEA OR EDS 4 T AREER OFLA BT OE ENT 
WSTEDH, HEREMT. FEZLREO HH, PAROS Zee ET S Ke DIAM LZ. 
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tts, ATMEL x J NV ER) RAIO AIH, hE HER, AK + tlc 6 STO 

ACA CKD TWH 

‘Holmes LB, et al. Arch Neurol. 2004;61:673 
“Arpino C, et al. Epilepsia. 2000;41:1436 
‘Thakker JC, et al. Indian Pediatr. 1991;28:73 

‘OAnderson RC. J Pediatr. 1976;89:318 
Annegers JF, et al. Birth Defects Orig Artic Ser. 1975311:157 
“Nelgado-Escueta AV, et al. : Neurology 1992;42(Suppl 5):149 
OPA EEE, ft. JAPEIIE A. 19795921259 
SD REBRE— , (tH. FAEREHES. 1992;5:68 

VI-11. JWESAORS 

SRFNDES- 
ASAIO EEN R ISA 10~20 ACTER 6 CORMADHSTED5, KICHRHVETA 

HV ROP EIA Cis MBE EH FU UTR MEST ST EAMHAE LV. 
<fipaht> 
Ft ISVER—WOEBRAR CH SIKBUEROED FIV FY Be Gh Ole N- FV 
AYP —Y a VICES SAAROTE MIS, EH 10~20 ERE ENTHS, HoT. KH 
Ve AERA AE BBP BT AE CO IL AE RIC AE 9 RIE RIC HERS SH Fe Dla LI 
(8. WE 5 OIE). 

Bhargava VO, et al. Dev Pharmacol Ther. 1988;11:8 

  

    
  

VI-12. PRA RARIC RIES ROE 
FIBA C iz 4 ARE L 

VI-13. J2BRS. 
BERS 
(1) HETR AREA OUD AM, ABE 40~45 p g/mL DLE CARE. HR, 1 

HAMMEL CO, BIEOMAE CIS SERRE L EA, MEM ISSUE O MIS 1. AeA 
(E55. CIA DSH OL AMIE BREST S. AO ABHEP BIE OERIES H 
Do 

(2) Wit: RIFE, PRMBIKAI BU LRT K SRI VA UIE, FURR GIT EO 
KM OPA ESS, BIEOWAI, MCS PMR BIRT STL, 

<feakt> 

HERS OWA, ARIORILE CH SOE SS Dis AIDA LL RHEIC BORA 
DHS. CME TWSMAABEICOV ClaM#ABZDSZOCHBRLT SUCHS. 
igs, ATL T 2 J ONVE R— VAIO AIA, HAE > SHR. Fs A icM pb 5 THD 
Aca ¢ 3 TWA, 

OUR tp. ZUG. 1987540 HA: 2923 

  

    
  

VI-14. 7H LOVER 
ALO? 
(1) AANSHHRAICOARSTSe7L, 
(2) BAK 

1) REICRRL Clk. HR. 1 N47 PV % Sm, OVER AAZK Mk EP BIC AEST 
S. GAMROIWE > Tr 7NVEX—WVEUT 5Omg/mL). HHL AMERIL, 
TEP D (6 IRFRILAAD ICE 4 TE, 

2) LARIAT ENA C OMEGAMER EOS TC LATERENTWSOC, HALE 
WCk, RNS ViRWBHR, L-V AND EVIBAUUL, AFF RLY (ER 

SYK). AZORD LEM PSA iB, PU ANA BE 
MALU ABV YY (LU ANVTY YSZ bFeEAY BIE. 
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<fiepebt> 
(DAAIISHHRARS AN ESS RANCHO. IRATE ICME ST 5 Fed load LIE. 
(2) LASANISTRRRCER RAI CS DOE ICPRL T OMIBITIE @ AAC aca LANE 

(RD BE VE ANERIT CAMEO 5S UZ 6 FTE Ze (EFL & LC acaK U 7e. 
QAR EHS SAT AETED SRA C. ACSA E DIR 5 7c MH 7 BRAC 
nua L7e. Laci sea c bE MC GAME ET TSAI DH S BTREPEDS 
HOEOC, Adak, BAIR OZ Ele PANEER L, ZED 5 NIGH 
ASRS HUE LL Sasa CORCEIITD EIT EL. 

WI-15. ZOOPER 
ZOMOER 
(1) Sy MBEAN DAMES (GOmg/ke KE RPE) C. IMO DEED MIRREN Ete L 
CHE 17 LOWS SZ, 

(2) Sy hROVY AICEMARHES (Sy bs 25mg/ke, VR: 75mg/kg) Lie 
LOA, SMIREIC HERE LC HEO REDS ICHUM Le E OWED S, 

3) MyMWEFAT VY gh, [eC 8) OMDB DNS LABS, 
<fEBED 
DS y MBVEMADAMRHHES (60 mg/kg # 14 UE 19 FDR RES) CE 

DUATIAREIC LEBEL CBU L fe L OWNS ST ED Badal fe. 
(QIy MOTT AICENMATHES. (Sy b 125 me/ke % 152 WMS. 7 

75 mo/ke % 110 HPAES) Lick CA, RIC LORE L CHEB OFEZALDI AR 
CHM LL ORMGNHSC LP BAM L fe, 

(3) [gh IgG, KO [gl CMS SBC COMBE SC ED SARL Te. AFDC 
ik, A 1gA MMEICEES SAE Ca S, 

  

    
  

7543 (2) BU (3) la, Fan NVE RV RAIORIE, SHAE SER, FAYE + Asc Bp 5S 
PHORM e Go TWS. 

)§chain RJ, et al. Exper Neurol. 1975;47:509 
“Diaz J, et al. Biol Neonate. 1977;32:77 
Thorpe E, et al. Food Cosmet Toxicol. 1973;11:433 
Rossi L, et al. Int J Cancer. 1977;19:179 
OD BRA, MH. VRRP. 197853151681 

VI-16. €Ofti 
STIR L 
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IX. JERR RaAaRIC BES STE 
  

IX-1. —}SKEE 
(1) PAPER ICTS 3 PE 

S RMEMEN DY AIC 2 7 VE R— V7 50mg/ke MES LI LX, MTD 
Ba, Thmg/kg CesT, 100mg/kg CLS HRARALDERD 5 Nie, TN BOREAS 
eS 1 RR KORMMSON, E—7l1E1.5~2 HIE CHO, BURIAL 7c. 

Okt FEB. KRG. 195758:234 
AGREED PEC 7 tJ INVE RWI RU DL 150mg /ke HAAS Lic & &, 
BOTA DH L IPED RBC KO REA + HERRCAREIC A 7. 3070.5 150 37 
CHR. SER DYBAL. BIRD ER CRICIRAD. PEIR BO WDD ELS 
TURE O IRAE & Te Te. PRIUS 1 REGS K OSRHAIC IR BUCA (5 ERED), 8~12 
Efe tc ld, oearie D> Feo 

DRA ABS. BREE ARE. 1958;14:621 

(2) (ERREERIOMNS SVE 
Wistar SMEMED vy k C130~180g) IC 1% Fa AISVE RW BYU DL RIG 
Liem, 1Ong/kg Fe 5-BI Clk FEE 10~15 24 lC lk 12~18mmHg DO fe PREZ AR LL, 
EO, HEPANCIAE LL 30 RICISTR FHMC RR 3 Te. 30mg/ke FGA CIE, F¢5- 
10~15 421 LE FRED E— 7 ICEL HAC 20mmHg Of PANE 5 Ne. ES 
DPR te If L, 60 4 CRF HIME! CRO Teo 

DASE FY. OSCE Ais . 1959565 989 
Wistar AMEMED vy F (180~235g) C7 a J INIVER—-WF BYU LENE ARS- L 
Te#ER. 40mg /ke SPICE, ARG 40~80 lcd 3 TH Alin HER RE 7e. 

‘Carpenter, DC, et al. Res Commun Chem Pathol Pharmacol. 1977;18:613 
TAPE 41 ~3.5 Al) C7 tJ INVER VeRG Lich, 15mg/ke # 

FAR Cl 15 AR ICMIMLTEHOLR R60 2c SWE RAED LS, 45me/ke $245- 
HE ClS, 30 772 IC HMM OLR F. 60 2M IC RE ERRATIED LAAED 5 117. 

“)Scalais E. Dev Pharmacol Ther. 1992;19:10 

(3) PF REERICNS Sf °° 
EB UCESUY TIT ORME NE CIS. AMAR OHIO BED Mlle & EEO, Et 
DPE APCS SB HME A ieee o SNS. LDL. KEOMABRS XSL 
TE APMRAE GC KO, ERIC KO PERM DEED 5 I11H. 

SO BB, ft PR SRERAA ASR OS 4 ZS, FALLS, 1965, 84 

(4) }ULEAlcM ST SPER 

EL RICBU CREE Clad, BREMICKE RBA MIES HW L#AZ5NS, 

“Brunton LL, et al. Goodman & Gilman’ s The Pharmacological basis of 
therapeutics 11" ed.,New York, McGraw-Hill, 2006,414 

(5) COMOSEEYE FA 
m4 ANE UL 
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X-2. tt 
(1) EAP Ae 5 ae eR 

Fx JIKMER—WF EU LOWEARS- CO LD5y flEY 7 AC 340mg/ke, Fy 
kG 190mg/kg CH 37.   
  

  

  

  

  

        

ae FES PEER LDsy (mg/kg) 
VIA WERE AHS. 340 

zIyh HEIEATS. 190 

rte aAIRAESS- 185 
Aa MORSE 175 

BEYELS vy b CERE) REDS. 121 
BZ RES. 83 

100 Hite y b CIERE) REDE. 487 
BERR 210 

  

Gruber CM, et al. J Pharmacol Exper Ther. 1944;81:254 
“Krop S, et al. J Pharmacol Exper Ther. 1946;88:260 
Weinberg MS, et al. Toxicol Appl Pharmacol. 1966;9:234 

(2) REARS BERR 
Tx JISNMER—WEREILT v bE 30, 60mg/ke. 3~21 ARO 19 APB FSU 
feo FaJINNVER—WIEK SHER EAD EE CLS 11, 60me/ke GAO WIE FE - 
Clete OMSL Te. HEURES COMI LL, OS 3 WE ClSzEHI LED. 
60mg /ke #2G-BE CIS ABS HO MH, Ast CRAM OI) DD. KHAO DNA, 
RNA, PT &U Chol DYD. “HAD Chol OPWDD LS 17. 

)Schain RJ, et al. Exper Neurol. 1975;47:509 
Fx JINSVER—IVOPEARVE A CK SRR SUSE OIC. AAR a OAL 
FLUEDS, Do7NVER—Iv 60me/kg % 5~18 AMPORMED y bic 14 Al FR 
GUL. F27INVER—-WICKS HEIR FADS ICR SNE, REOREC 
DAVTHETRISIBR U Feo PRERIS TRAE & HOR UL TEDSTER DY 9 Te. HME tld GSS 

HUD LS 71. ANMO DNA, RNA. PT RO Chol O¥AVD. 7/4O RNA. Chol OpaDAS FL 

BN. 
Niaz J,et al. Biol Neonate. 1977332:77 

(3) BFE Bee 
SARE L (UY $ ODO FEN ERS SOD FRETS 3 Te RISITDN TWEE) 

(4) JaAraRBH ate © 
U7 HE Ze FAV Ze VS RE ERIC SUT. 7 ze J ISIVER—-WF RYU DO LOTKIAMES 
HEE O RUBE A LIDS, SCORES, Fra bh 7 VIER OAVAKI DET 
ZVA VF EUDLIKBME DO EHWEO CHIT 

°PB-Na(NPC-03) Om DHF AAU 7e AVES MEER CLARE) 

(5) EOF OR PRBEE *5® 
FY ERO ACR ABS (9 vy b 25me/ke, BRAK, 152 dd, V7 A 75mg/ke, 
HEB. 1104) LI ETA, RARE IC Eee LC FE FEAL DV Sc HA U 7 

‘Thorpe E. Food Cosmet Toxicol. 1973;11:433 
Rosssi L. Int J Cancer. 1977;19:179 
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8001 “XH uns 

Ge 

AL VUERE 
Flu OG tes” 

HSTt Ola F102 ~ AOI H Olay 8000 Ya 9 SEY EE YE Y 
HSI Hf Ola 810¢ ~ HOLA Olay 8002 Hd 0l YUE 

Fr Ef Se sae ft * 

ALT RE 

MMO2 NW HSA BSUS MABE 

ALT RE 

MMO NAH HHO MPR H + FEY “IPC HTAE - FEU" 

H @t  2@t = 8002 

FEM” 

OOOPLEZOXNYOOOZZ: &@ HB BW x 
AOL H Ol + 8002 : HH Rte 

See WA Yee a + BE 

H 91 H OL + 8002 

AAS aeedel ~ 

CHES HA ANT) SUM EE YE 

ESM “REMEERTS (A LK 
<Ke[H| > 

(Sy “RESTA 2 + IMI SSE 
DIV AMH KB ANN FORO TAT GAN AW BANC FEO 

< Reo — [| > 

EGS] - £67 —l 

ALEXEY  BUQGZ FYFE 1 7 
Eas 

Ve 
Wee 

429 fH OG PV A COs — EEL Ce EL 
Q Babin — SCH (1 EL 

itt AY SO Sc SSA et SEK LE! “SERTIAI 
HECROT] VMI 

ALM 
HAA + FAG 

(HE DEBS) ty ©: SIEGEL) 
PIS Efef EH =) P) 2< HEA le EF 

SE ased 

€I-X 

cl-X 

II-X 

oI-X 

"9-X 

“G-X 

C-X 

“I-X 

  

BETS 6B se OT AMX  



X-14. 844 Ose TENNER RA F 
1139400F1023 

X-15. RRR EOIER 
ax 4 UZEV) 
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XI. SCHR 
  

X 1-1. SIRS 
1) 
2) 
3) 
4) 
5) 
6) 
D 
8) 
9) 
10) 
11) 
12) 
13) 
14) 
15) 
16) 
17) 
18) 
19) 
20) 
21) 
22) 
23) 
24) 
25) 
26) 
27) 
28) 
29) 

30) 

31) 

32) 

33) 

34) 

35) 
36) 
37) 
38) 
39) 
40) 
41) 

42) 
43) 
44) 
45) 
46) 
47) 
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ApH  . PE YUT ALICE MARRS RBM ASEV AER CLABERD) 
Kokwaro GO, et al. Br J Clin Pharmacol. 2003;56:453 

#2 BE TE fH ILA. 198751921329 
Mayer SA, et al. Arch Neurol. 2002;59:205 
Treiman DM, et al. N Engl J Med. 1998;339:792 
Shaner DM, et al. Neurology. 1988;338:202 
Czapinski P. J Neurol. 1995;424:S83 
I RARIE. ALANA REAM. 1995515531 
Twyman RE, et al. Ann Neurol. 1989;25:213 

FAHY BR, TARE ASR, 4 Ze oe, HELL, 1963,88 
Swinyard EA. J Am Pharm Assoc. 1949;38:201 
Ahmad A, et al. Jpn J Pharmacol. 1969;19:472 
Yasuda H. Arch int Pharmaco dyn. 19793242:77 
TRARER], ft. Jai. 1991517:421 
KR. USHA. 1987 (40 #4) 52923 
Heimann G, et al. Eur J Clin Pharmacol. 1977;12:305 

Browne TR, et al. J Clin Pharmacol. 1985;25:51 

FARA JIE, ft. USHA. 1984537: 2329 
Ehrnebo M, et al. Eur J Clin Pharmacol. 1971;3:189 

KAKA. VT AMEE. 1981532556 
Painter MJ. et al. Neurology. 1981;31:1107 
Melchior JC. et al. Lancet. 1967 ;2(7521) :860 

Nau H. et al. Eur J Clin Pharmacol. 1980 ;18:31 

WURERE—. HERE A. OTe 2h, HOR, PAYEE, 2001,133 
Fue VE. YAR. 1994576:2214 
Butler TC. J Pharmacol Exper Ther. 1956;116:326 
Tang BK. Drug Metab Dispos. 1979;7:315 

HE Set, fil. fe & ERE. 1983515:153 
ei ea E(t. THR AR SPA? | 1998515721 
Anderson GD. Neurology. 2004;63(10 Suppl 4):S3 

Crews KR, et al. Clin Cancer Res. 2002;8:2202 

Creb WH, et al. Acta Psychiatr Scand. 1989;80(Suppl 350) :95 

Holland S, et al. Clin Pharmacol Ther. 1998;63:231 

Garrettson LK, et al. J Am Med Assoc. 1969; 207:2053 

Scheyer RD, et al. Antiepileptic Drugs, 4th ed. 1995, 621 
Bray GP, et al. Human Experimental Toxicol. 1992;11:265 
RAARGR— , fH. BEPRLO HAR. 1970512:973 
mA OA, fh. AA Reese. 19875911465 
FELIEM, fh. WuRAaR T+ BCHERE. 1988;10:100 
Felmi7cha, fh. BER ACEE. 1979574:51 
Sexton DL, et al. J Am Med Assoc. 1941;116:700 

EPIES. 7 LIVAF— Ot. 20013212355 

FATRTA SS, (HL. RRR HEE. 1986;588:441 
Holmes LB, et al. Arch Neurol. 2004;61:673 

Arpino C, et al. Epilepsia. 2000;41:1436 
Thakker JC, et al. Indian Pediatr. 1991;28:73 

Anderson RC. J Pediatr. 1976;89:318 
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48) Annegers JF, et al. Birth Defects Orig Artic Ser. 1975;11:157 
49) Delgado-Escueta AV, et al. : Neurology 1992;42(Suppl 5):149 
50) $i7NE/\EB, fh. Jal PEHHPRS4. 1979;9:1259 
51) FARE, (th. FEIKMEE. 1992;5:68 
52) Bhargava VO, et al. Dev Pharmacol Ther. 1988511:8 
53) Schain RJ, et al. Exper Neurol. 1975;47:509 
54) Diaz J, et al. Biol Neonate. 1977;32:77 
55) Thrope E, et al. Food Cosmet Toxicol. 1973511:433 
56) Rossi L, et al. Int J Cancer. 1977;19:179 
57) ABPRA, ft. DCRR. 197853121681 
58) Jills FAB. OK ERE. 195758:234 
59) Age ABB. SRR Aas. 1958; 14°621 
60) “°F Fb. HORE Aad. 1959;65:989 

61) Carpenter, DC, et al. Res Commun Chem Pathol Pharmacol. 1977;18:613 

62) Scalais E. Dev Pharmacol Ther. 1992;19:10 

63) Ja = BS, fH ARR AEAA TARR OB 4 2 HLL, 1965, 84 
64) Brunton LL. et al. Goodman & Gilman’ s The Pharmacological basis of therapeutics 11" 

ed. New York, McGraw-Hill, 2006,414 
65) Gruber CM, et al. J Pharmacol Exper Ther.1944;81:254 
66) Krop S, et al. J Pharmacol Exper Ther. 1946;88:260 
67) Weinberg MS, et al. Toxicol Appl Pharmacol. 1966;9:234 
68) PB-Na(NPC-03) D7 =F % AV 7c RUE ER CLAD) 

X 1-2. EOMOBH scm 

X 1-3. SCRRARIE 
SCR FAR IE 
PUI Ly tt Dr—VRRAL REELS 
7540-8575 ABRINAD TAP RE GATT 2 9 
TEL : 06-6941-0306 FAX : 06-6943-8212 
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XI. BEAR 
  

XI-1. EEN CORK 
ARTEIC (SARE S AUTRE * SUR, AE + FD DAN S 

  

  

ASF OAKGS S TUICRIBE + IER 
BE LUT Wa AL 
CAD A HRB 

ARID IRL S te FE + FAL 
BUELL 

WEES 2 Do NVER-WELT, 20ng/ke SHIRABSSS. Won 

HERG © Dx JINVER-WVEULT. 2.5~5mg/ke % 1A 1 IRAE 

TAD A HAE 

AMAY hU-NVCEBW BEAK, BR OTMEICIOC. Malte 
mA a CH ee i L,I AICBIR SSS. 

FB. 

Fx J7IVMER-WEUT. 15~20mg/kg % 1 A 1 BARA KES 
FH.     

FYCISVYTT cP INVER—WVF RU LS, PEM NA CSE, TU AL FB 
AY. CAA HIME CIEKE THU AL A-ARDUY. AFB BIY, 77 

  

  

  

  

  

AlcBWTHWIEENTWHS. 

4% AKI 
BHA Wyeth 
Were Phenobarbital Sodium Injection, USP 

, TERA: mL Flc7 ae JSVER—-WF EVIL, 30mg, 50mg, 60mg, 
FIG + BURR 130mg GAS 4. ° ° ° 

a. SHR 
b. AIRIED RUB REO Te DORIS, COPAIS, 2D EY RS 

Atk 2 sal FBI 2c (XPERIA O EIR HER DA ITED BAS 4 & Ea 
BIEDCHS. 

c. RRMERI RLS: 
d. PETRIE CHEER O RARE FEE OTR. CAD A HERTIKEE, 

IVA, Fo, HORA, BARB OA bY FA AMS aT REC 
SE + SR HPS S BEERS FED REE OTE VAAL FEED BRIBE TSU 

    
CT. FaJIANVER-WF FU OLE ReATU UNA E L CHIA 
ASIA SIC CHAS 5. IRAP SOS AIL, iperes Aire 
CHET SECC UI AA ER TST UEMHS, LiIcM9 TT, Wn An 
ART SECT ct JINVER—-WF EV DLO ZHI SE, MA 
PRED TU 4A IC SETS IE eA TC. EDI NVEY L— bit 
FEM RIC TF TC EMHS,     
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  JU tS KEV URE AR OHESE (BFL UT) 
$i HiSAat > 1~3me/ke OAAA Xd HEAPS. 
PiUTWNA : 10~15 we /mL Ome Ae LT. 4~6mg/ke/A% 7 

~10 AP, tlk 10~15mg/ke/ A OPA Sk HMRA LS. 
TCADA MBUREE : 15~20mg/kg % 10~15 4) CHIRAL 

AE ne | mAs (GFE UT) 
A POs : 30~120mg/H %& 2~3 7H L CHAI US ARES. 
WOLSINHENR : 100~320mg ZF PIA US HARA ELS. 
AAR : HHAAKRSOA : FiO 60~90 ar AiIc 100~200ng 
MEWS VAAL : 200~300mg OFHAIN MISH ATLS. LEC HAUL 6 BF 

[FIC Se Pee G-       
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XI. iF 
  

XIl-1. TOMORBA 
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