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[9.1.1. 9.1.2. 9.8.12MH]

B UNE. UVINEERE (WINy
EARER)

UNNES IC LD
EHi&gSHlTchHobONEZENH S, [8.5
]

EIERRERE (BEA)

iR, iR, CKER., IR ORE
IFTuby ERENHSDLNE LD D
%o F7z. HBURRAEIC X 22 EBEE
DOFEICEFERT ST &,

SHBEES. MEEER (WIS SEERE)
[8.3. 9.2.2%MH]

EMEREE HEAH)

FE BHREE. A, AEEER. R
. HIRED S5 bn-HEilcid. KO
BEik, REHL, KoK RIREES
OB LB 21T & o ATEFIERICIX.
HIMBROEILIMECKD ERES A SN S
ZENEZL, Fiow IAT UL VREES
BHEOEKREAONEZEDDH S,



11.2 ZOfDEIER

FIETH
B AR, EHES. SHE
M MRS, BRI AL
JFF I AST - ALT - y-GTPD ERED I H
e,
BT | BARSOEEE

EHHRER| AEEES [VAFA VT BERT
T h—=t., 7ATYFT A (asterixis)
], a2 -8y —, KE. EEHLH.
TR - £ - RENEERENEF DK
™. R&. AER. B\, 2AR. B,
e, MEEE. AIEEE. KBkt
KR, MiFEE. FTuhA - TADA
HE, HE, 2§

AR B, EEE, Bk, APRE

e BT AR, ED - IEH,
FF

B < BRED | BEALEEFY, HF O
AT R AL 7 L E

WNaue  |FARIRMSREMREME (M7E T TAES)
DR, =

Z DAt FE, 2B, MBEBEOET. A~
FRILT 4 Y VRED CKER. %%
a7y KT (IgA, 1gGH%)

] BEHEICKDDOEDNEZZEDDH S,

%2) [8.6B0E]

E3) BHRAICEDHS5DbNEZERFHHDOT, BYE (ME7LHY T+

2777 —YEO LR, MFEHLT YL - Y > OB TE)
BdHobNGEICIE. BEXIIEY I VDo EEE) 20
BETSZ &

#4) [10.2208]

13. B8RS

13.1 fEIR
PIHTRER 1 PRIRAME] ., ARIR. MERE. E
R, RFRESE CTH D, ZOMOBIREE L
THREL. WD EBRTTE. FEAR. SREMRE . IEX.
WA A SN S, BEIAEDHEIL. BEAE, I
FEETICRY, FIREE., 0EROME. ffio
AHE BREFICIORTT LI EDH 2. (7.,
10.2, 16.8.1, 16.8.2%H]

13.2 WE
RERKFRT DU LREICKBRT VA VAL,
FRARSICE D E Otz EESE 5,
HIEQH &L MEENT L ME#ERZZEY
é:to

14 BRALEDFE

14.1 EHI30F
PTPADHEAIZIPTPY — b ASWOH LT
RAT2&5$EET S L, PTPY—hDiE
RICE D BOHARSRERBEARIA L.
HICIIBELZBI L THIBRAREOEE &
PHEZHFFRET R DD 5,

15. ZDDER

15.1 BRARERICE I BEHR

15.1.1 MmiEfREsra 7Y > (IgA. 1gG%) DEE
BHobNBEZEND 5,

15.1.2 BGHRBER 2HEPOBET, 7z =M
VOIMFEENE R L& OWMENH 5.

1513 7xz=bA >, Zxz )N =)L EfiD
HTADPARE (ALY Y) ERIC
REBEE CBBUEERERZ & O R 8B
fE) 2 L EDWENDH S,

15.1.4 BN TEBSINT-BROMTAPAREILE
5. TADA. BHERSEZNRE L
1990 7 1 Rt BREG R B OMREHE R ICB
WT., HERSERVCHBREROREHD ) 2
IH MCADPAEORRABT S S REE
EHELTR2UEREL (MTA»AZERA
BE10.43%. 7S5 AREE0.24%). T
ADPAEORBABETIZ. 7T RBEEHR
1,000AH7201.9AZ WV EEIE SN (95%

BHEXM : 0.6-3.9)c Tz, TADARHE
DY TITN—=TTd. 7T RBEEEHEAR
1,000OAH7=D2.4NZ VW EETREEN TV S,
15.2 FEERAREHERICE D <1B%R
Tz I)NVEY—LETy P RIYTRICE
HRAEHRS (v b :25mg/kg. YT R ¢
75mg/kg) Liz& 2 A, xTEBHICHE U THF
[BEOREPERITEML - EOREDPH 5.

16. ZEYEhREE

16.1 MOGEE
¥ b= LFEASESSE (7T =h1 LT
200mg) % fRERER A B 154 1 B B O# S5
LTELN-HEYFEIITLOEBVTHBY,

AUC (©0-24nr) Cmax Tmax T2
(hr - pg/mL) | (pg/mL) (hr) (hr)
71.0£10.7 4.3%+0.5 3.2%1.1 17.0+4.6

(Mean+S.D.,n=5)

Mean=+S.D.,n=5

X BEVATIHBES
T

0 2 4 6 8 24
FER (hr)

16.3 77
16.3.1 MR - MEREHR-EER
7= bhA2 1 $990% (in vitro. b bIm4E,
#20ug/mL. (RS2 i) 2
Zx ) NIVEY =) #45% (in vitro. k& b
Mi&. %921 ~83ug/mL. [R4+5iE%) ¥
L
FIRAHEDR SRS
FELTHBTI = b 29937 22 VE
O—20KE{LS . 5 (p-hydroxyphenyl)
-5-phenylhydantoin (HPPH) #AS4ERE L 72
%, K7V rargfagsh, 7z )
NILESY = LT = = VED KBS N,
5-ethyl-5- (p-hydroxyphenyl) Barbituric
acid (p~-HPB) #&mK L7z, —EBIE 7L
o rBXIHRBReEIN S,
16.4.2 {XEIEEER
TJz=ZbAY FELTCYP2COR U —R
CYP2C19” [10.2H8]
16.5 Het
16.5.1 BEMHHRER
FEULTRF
16.5.2 #eitts=
7z b U HEBROHMICH T HEREERIT,
FREICHHPPHE LC9.9~99.0%, 7=}
A2 &L7T0.4~0.7%. EHITHRHPPHE LT
trace~1.2%. 7z =+ A > &L T0.5%TH >
729 (fERERA. 7= N4 >100mg 1[EHE
#e5)o 7/ NVEY — L EH2ARRICE
A RPPEIRIZ, 72/ NLEF—LELT
25%. ¥p-HPBE LTI7%TH-72" (TAD
ABE, 7z )N EY —)L30~90mgK1E
5) BEANT—%),
16.7 F4EEIER
7z =M1 IZCYP3A. CYP2B6XX U'PHEEHD
FHEMERHZE L. 72 /N ESY —)LIZCYP3A
ZOFEMEHEET 20, [10.38]
16.8 ZDfth
16.8.1 BHIMIRE
TADPADEREEDBORIEFICEL > TRV
HBHMW, —RKICT 2= b A IE10~20pg/mL
(BRAOHERRFESE) V125, £y 72/
NLE T —)LiZ10~30ug/mLAEREE LTR
EnTwaY, [7., 10.2, 13.1, 16.8.28 0]
16.8.2 52 MONEE & DRER
EHREICBIIS7 2= M VIIEE SRS
20 M%IEMichaelis-Menten® [C=Km -
D/ (Dmax—D)] #HW-Mi#R (K1) THEM

—

16.4
16.4.

—_



Sh, ARHMPREMETIE, RSEBOERED

MAREICRIET

FHDTRENY,

F7-. FHDmax. KmOMAAEIIKREZL, &5
IR HE L THEADIRIFEDmaxDfEid k& <
739, D707 = b OMFEERIED .
FEBEROME 5V LIER SRR B ki
BITHNTWVS, [7.. 10.2, 13.1. 16.8.15H]

I
EP
]
i
(“4.) C @ EHARBE M P (1eg/mL)
D : #45 & (ng/kg/H)
Km oo Dmax : 1 HIZE# L 2 2 &K
: e 58 (ng/ke/H)
1/2Dmax Dmax Km : 1/2DmaxiZ %9 5 Ifil
555 (ng/keg/ H) PR (ng/mL)
18. B
18.1 {ERKRF

18.1.1 7z )Ny — )ik, B/NEERITLWNABIE
ERER. RUF SV =VIFONARELR
ER DI BRBEBIF VI AMGIERLR L.
—H, T MM VICERIZEZEOERIZIEEA
ERDENLBVH, BmARBRBITILWNAIIHLT
RO 2R3 (w72, v M)

18.1.2

Tz 2 ET )NV EY—ILOHRERR

ERABRITIVWNIAZEZHAOV. FTWIAER
HEDOEE L ZHEY O M EEOBRY & BEt
L7zAER. MO ZNHEREIER I RE S
ne=® (v, vHF),

18.2 FIIFLVNATIR

ddYZRIEE~ T 22, BREBITVLWNRAZEIR
£oTke ¥y h—=DESESE. EfaiE. FEA
SEOEFTHAH T = r . 72 /) NS —
WROREBEHRFT NI Lh7 24 OFO#K
BIZEAHITOVWNAMBESIZTZENS OEAEY
BEME L. EWIZ0.3%C.M.C.IZEELT
OS5 L. ED50. LD503: OMZ95%ERER 51
Litchfield-WilcoxoniEic K D BH U7z,
7 = b YBEMOED501310.4mg/kg. 7= /N
LS —)UiF19.5mg/kg T o708 REFHS b
UILH T A VI ONAERZ RS 2D 272,
TV, T )NVET—LEZRALIZBA.
ey Y b= LFEASEORGLHERLMHE T L Z0
ED501313.87mg/kg T 54, EEIC & HED50IZ
11.5mg/kgTH V. £2 4> b—LDREHOR
B HROBEEDS0IE15.6mg/kgTH A, EEIC
X HED501212.8mg/kg Ty 7x= b A, 7x /N
WS = )LVOBLEIZ X BRI ROERE RO,

19. 837 ICBE T 2B EEMAR
19.1 7z =bhAV

—B
{2
TR
HFRE:
MR

B

I

7z = k4 > (Phenytoin)
5,5-Diphenylimidazolidine-2,4-dione
CisH12N202

252.27

HEORHEREOHRUIKR T, ITBVLRT
BRiZZe 0,

I5 =) (95) XiE7 & b IcRRET
12K, YIFLI=FIIETFIZL,
KIIFEA LB T 20,
KEEET U 7 ARIKICTE T B,

#9296C (90f)

19.2 Zz /N)LEI—=)U

—hR ¢
E24

DT

7z ) N)LE%—)L (Phenobarbital)
5-Ethyl-5-phenylpyrimidine-2,4,6
(1H,3H,5H) -trione

C12H12N203

22.

23.

1)
2)

3)

10)
11)
12)
13)
14)
15)
16)
17)
18)

19)

24.

25.
25

HFE:
MK

232.24
AEOMERXSEREOM KR TH 5,
NN-DAFILARILLT I RICHD TIHETS
3L, ¥ =) (95) XiE7+¥ b BT
T, TEFZRYILIZRRBEITICLL,
IKIZHRD THFIZ< 0,
KEEIEF N U 7 LARIKICIB T 5,
BIRIKYER OPHIZ5.0~6.0TH %o

#E -

0._N-_0O
HsC \f

NH
0

B M 175~179C

(2
(&5~ b—)UDECEEE)

Offi: ¥Z)  1,0008

(PTP) 100 (10%E X 10)
(5> b—ILEEEEEE)

Offi: ¥Z)  1,0008

(PTP) 100 (10%E X 10)
(5> b—ILFEE&EE)

Offi: ¥Z)  1,0008E

(PTP) 100 (10%E X 10)

1,0008% (10%Ex 100)
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