%k 20254E 7 HUET (850K
% 20244F 8 AYET (540

Bk SR IRAT
FREIE - 34

MTADAR. R - BIREAER. REEREAES
L5 ZE PR S it 1)
AAERA NH7OF LAY S

TINT 020y 7'5%
Depakene® Syrup

BAEERRDSEES
871139, 871179

ARES
AR5

21900AMX01204
197543

i) EE-BEMEOMTEICLYEHTL L

ot =)

2. B2 (ROBEICEBELLRZWNI L)

(hBESLIE)

21 WELITEEDH 2B 931 2]

2.2 NS A RIUEWE % ¥ 5 H o BE 101 2]

23 BMEFA /VEEREORYE [ERELET V€T ME’ D
BEHONDIEND D]

(R EERE RO RIEH])

2.4 FEESUIHEIR L T2 WTREED & 2 1t [951 2]

3. fER - MR
3.1 #mk

Wises |8y vy 75%

B [lmL ooy aigF b)) v A 50mg

HRE102%5 . AR, XS F XL REAFMTOE L, 854 F
REEB ATV

TR E LTCHER. 2y -V, ZU k), SOl
) a—)\VEh

I

V) AAImLF I FE600me % &4 %o
3.2 RHOHEK

HR7e4 FoA Ay 75%
o - PRI | R OEI R
S HR
pH 70~78
kT — 8 |KH110 (120mL®O & T )V IZFKoR)
4. HEEIRhFE
OFEBTALA (NEME - ERREE - BHEHRELSVITES
BE) BLUTADPAICHIMRITEHEE (R - 284
%) OERE
Olfim b LUK > DRDIRIREDAE
O RERBRIEDFAEMH
5. ®BENIEHRICEEET EE
(REBRERE ORI

51 RENL, KERISTEO SMINAEBRO A TIE O ALY X
L TWABEZICOAESET L L,

5.2 ARHNIFEH L /BRI AT 254 Cld e v o T, REE
S ZHERSSVEASEH L 72 A X B E U C B SRR IR SR
FEASELZ L, MO L2 BEZICTHICHIELTE
Tk,

6. AERUVCHEE
(BETAPABLUVUTAPAICEI MRITEHREENDARE. BFb
LU DR DIRIKEDBE)
HEHIHES~24mL (N7 afgF b 4k L T400~1,200mg)
Z1H2~3MN 5 TR 55 %6
72725, AR - EIRIIG DB %,
(REERRIEDRIEMH)
MHIH®ES~16mL (VN 7 OfEd 1) w4 L L T400~800mg)
Z1H2~3MNZ 3 TR 59 56
B, AEE - ERICIS CE AR 505, IHEE LT20mL (Y
VFamEF s Ak LT1L000mg) BBV L,

7. BARUHZEICEEYT 2FE

(BfR 5 LU S DIRDOIRIRED B E)
NV T AROPEEIF B & OWE D DR O BRIREE ISR 5 3B DL
OEMERIZOW T, ERNORRAR CHiER €7 v A1
BN TWniwn 2

8. ERLEAXNER
(RhREFE)
8.1 HEELIFHE (HSMH6r HUMNIZZ ) Fbbbis L

DB DHDT, G561 BN E R 21T R &
BEOREZ F0ICBIET 52 b, 0% MBI EYINF
BRMAEZIT) LT L, [1111 BHE]

82 HmT7 VEZTIMEZE L) EREENHSDLNLI EDNH LD
T, EHMICT v ESTHEERET B2 CBIREH5ICT) 2
o [102. 1112 &)

8.3 W H T EM IS B REM A, MR ZAT ) S EEFE L
Vo [1113, 1115 &)

8.4 [RA. 1¥ET - &) - KEHEBREN SO T AW 5 2 & 28
HHOT, AKHEFGH 0 BE L E B O R G RA Rk S B
DEEICHREES TR VEIFET LI L,

(BETAPABLIVTADAILHED HRITEREDEE)

8.5 I BT B EGEDEM AL LG OHIEIZ LD,
TADAERIREDR S HbNDL I EDRH DT, 5% 1T 2
WA, AR T A% SEEICT) 2 &, (914, 982
el

(FEERRIEDRIEIH)

8.6 HHDOHEEFHE DL %% - 72 6 — AR OG- % vk
L. GO DB DOWTHE T 5 2 & o FEROUENLD
SNZVEEIZIE, BREEGEREIL 2T &,

9. HENEF=E2HIHBEHICEHT IE

9.1 AfHHE - BMEEZEDH S EH

(ZhEELEE)

9.1.1 EWBHIEDBEEFEEDH 5 HHE

9.1.2 BREROBEFRVBRSEDH 2 BRREVE DS DROERIR
REOEE
HESKSHRSEPETLBENW0H 5, [15.1.1 BHE]

913 REVAIVNEEEIEDNIEE
DT L) ZBHIZBWTE, REZGNZT I/ BRI EOK
TAEEZETDHE LD, REFRGHIE, 7V E=TEOLHIHE
BL, 9288 1TH) 2L, BELRRET VEZTIUENH 5D
NLBZENDH D, [11.12 BH]
c FHEAHOMES L AZERAHOEEOEFED H 5 BH
c RFEV A 7 OVEFEHE AIERAHOFAIIEC O RIERED B %

£

(BETAPABLVTADAILHED HIRITEIREDAE)

9.1.4 EFHE
G2 PIET 210, BAKBET A2 EHICEET A
L, [85 ]

9.2 BiEEEEERE

921 EBEfgEEEE
EOBAFROMTEHEOERICEL Y, EEERSEYREE N L AT 568
FNHH D,

922 MEEREBE
MEERTIC & B RF OB & HAE A HEDZAbIZ X 0 HEiERISEY)
MEMME TS5 BENHDH b,

9.3 FFigEEEEE

931 EELHBEDHSEBE
B L b, FEEDHR S5 DbNBIEMIC R 2 BENH D
5o [21 ]

932 M¥EEEENEZORERENH 2EE EELEEDH S
BEEZRJ)
FFREERE E DR H O DNLBENDEDH 5. [11.1.1 ]

9.4 XJEREZE I HE
RS AUTHETE D & 5 LRI T 52561213, RENZ X 24
e DWW T L. RF oY) Ch % 2 EEISH
Wrs 52 &, RFTHRFEESBO SN TS, [954, 958 &
1]

9.5 Tl

(REERFRIEDRIEIH)

951 MR UIIFIE L TWA RO H L ckicid, &5 Lawna
Lo [24 HE]

A-01



(BETADPABLIVTALAILES BRITEIREEDARE. BRb

SRS DR DRIREED B )

9.5.2 G ATIIR L T2 ietko d 5 Eicik, mELER T %
BwEHB SN LIGAETRE, B LhnT L,

9.5.3 IHRFIZR O E G TAK 253 26, WHERR Y Hili
S35 ENETE L, O TAPAR UFIZH Vv Y
V) LBERERC, R AT A A HE L 72 BISRE) B G
LB L TH W E OEFHRHERE DD S,

(B @)

9.5.4 AR A HE L 22 BEB ORI, REIO S & IR
B ENBIRBEEL ) S nE OBEFNHERSSH ),
72 REIOE G % 5 S B8, DERRBIIBSEO.LGTER
ZieiE. O, RETREZEONETE. TohoHFEEHT S
WAEAMELEOREDDH L. T2 FEOHEH (RIETRZEH,
TAREERT . SR, RRWATE, HuES) 2H3 200
wHEL- LMD 5. (94 B

9.5.5 ITRPOEGIC LY . FrAEBICI RS JTEEE, K717
) =4 VI, IS, GESEREME (e, BESER, R
ME:) 225 5 b s L OHENRH 5,

9.5.6 /M THENM S NABIEMEICB T, WIRPICITTALASE
G ENTADAERE DS O HAER22460 % 5 R 1265 O
RefeE (1Q) [FI9fE (95%EHEXE)] % ik L 7-4G %, AFl %
TEEINTTAPABREPSOHAROIQ [98 (95-102) ] 1.
ZEMYF [108 (105-111)]. 7=k A > [109 (105-113)].
ALY Y [106 (103-109)] %5 SNz TA»AEE D
S5OMAERDIQERIRL TR oL DIERDH L, BH. &
KO 5-=AH1,000mg/H  (RIFZEIZE T 2 hdefif) Ko A&
[104 (99-109)]. 1,000mg/H % #8 2z A%4& 1% [94 (90-99)] T
%Of::g)o

9.5.7 AN TIEME S NA-BIEZEIC BT, RP SRR 2 558
N8 & O A RE0861I1: . KA 25 S TW e Wi
5O WA 65510760 & IL#E LT, HEVEISIE) A 7 B Eh o 72
EOWMEND DL [RAENT— R 29 (95%EHHEXE : 1.7
49)] ¥,

9.5.8 TWIFEER (v A) T, KEDPEHRAHZHEL, HALo
TRMEETICHE G 2R D 5 L OMENDH 55, [94 5
7]

9.6 RILWE
G OFRER OBAREOG REE ERE L. ZILOM UL
FilkaE 528, © MELHRABITT A2 2 LB %,

97 NRE

(hEEEE)

9.7.1 MHAARERIHAREZ R L LARMER et r i
Tl L7 BB T T L T,

(FEBREEOREMHD

9.7.2 /NREEZ WG L LIARIER LM E i L L - FRRER
WEFENE L TV va,

9.8 BEimE

(hBEE)

981 MmICHEL CHEIKSG T4 L, AFNL, METILVT 3
U E DA MEDTFRAD, WEREE TIIEET VT I VAR L Tw
b ENL Iz, BEHEOEYOMAPEENE L b BENTD
5o

(BETAPABIUVUTALPAICHE MRITHEEDLE)

9.8.2 L aHIETAHAICIE. HBAICHET 5% EHICERET S
Z k. [85 ]

(R ERRREREORIEIH]D

9.8.3 EE TR E LA a2 iR s L R
W L T ey,

10. HEER

10.1 EAZER BrALAKWVI &)
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BT SN Y
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DORBEFEL, NV
70 R 0D I HR i R A A
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Ao MR % R &
59,
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NN E Y »

2NV 70 i 1 28 R
55, fertdEH oD
HE5R TS5 5 2 &
Wb o

FEFLEEHI AT NV T 0
ORFEFEL, NV
70k O I R A
T4 b, Fz, Ll
) o I H g A B AL
T &850,

TJr=br ¥
RAT =" A >
T/ NVE Y — )
[82. 1112 ]

PNV TUHERIZ X BET
VEZTMAED L)
AT EEDLBENN
H5bo

B EANTH 2,

IhAZTIF
TIM)TFY Y
JNVEYTFY ¥

FERLHEFH O 18 H 708 5 i
THIEDNDHD,
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EREE,

27 TN L NV T OO DS (R XA TH B D5
HMENDZEDNDH D, |5V T OO IR
WEAT 5,
TERYF ERREFAOWILEFM FICBTE27vr0y
MRS 2 & O | BIBE»HAET 5,
EDH 5L,
SR VAVA TR OWLLEEM | B2 7 v s0y

PIERETHZ Db,

FAEDTHET %o

VA=Y SR daie !
ERAE S
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V< bhLIVEN -
MFENV
oEFE)L - ) bFE
VELA AR

2NV 70 R O AE 28R
BT A2 DB b,
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nao

N TT XY L REH]
DAV FAVN- 3
TNT 7N v

TEFCHEEFH O 5 A7 5
THILDDH D,

5 W 00 /36 A O 1
i LSS D,

A1) OV R JNOV T T R R AN HE | RN OV T O R G
TAE) L HMENDLZ ENH D, BEAT D, 0 N
V70 RO B E
SN,
TyAu<A vy NNV T OBRONER S| R S o
VAFT Y BENLZ DD 5L, O — AP-45012 & % 38
R AIBL, N7
o R 0 I S B
T5,
VA=T LAV T AERE (K| AT H B
BEERL) M Sbh
7L DWEDD B
11. BMERA

KROBWER D 5D T EHHDHDT, Bigz T7IATV,
HORD BN 3T e kS A 7 ST R LE 2 1T )

Eo
1.1 EXLEEA

1M.1.1 BEERFRFOERLFESE.

FEARHT)

P
e
z

HE. BBFE (05 bi

FFEE L LD ICAWMREREENHEDLNDL LN H D, (81,




932 M)

11.1.2 B7 > EZ7ME% S BHMES HERH)
[82. 9.1.3. 102 Z:H]

11.1.3 FMEEIM. FFEHRE., AMBKED. EELM/IMRED .
FEED (9D SEERH)

(8.3 2]

11.1.4 2MER CEEAH)

LW, 8. R, BES0MERSH Sbh/ ), FERE
ED LADFED S NHEIE, 52 mik L, #Y) 2R LiE % 17
2T &,

1115 BEEMBX. 77— EEE (WTILLHEAD)
(83 &)

11.1.6 hEMRRIBIEFMMBIE (Toxic Epidermal Necrolysis :
TEN). REFERIERE (Stevens-JohnsonfEfREE) (Wi d
AN

11.1.7 BBGEEREE (HEAN)

PHER E L THE. BEDIA LI, 512 YoNHIER, T
FERRSE, FnEkig N, ArmEEkig %, 2 o SERH B OREIRA
HobhlaicidxsEdib L., MY ARLEZITY) 2L, &
B, 5. BH RERESZOIEIRDPEHRD 5 WVIZBIELT S
CENBHLEDOTEETLHI &,

11.1.8 BOER. SBAEHER. N—F >V HER (Wi

BHIEANHH)
PEMERGEIR & L Cfis. ReNakmE, SaEkEE. 8. MK
T BIESREDS D S DNDL T ENDH D, /S—F ) UEHEIRE
L CHk Rk, MHE, B8 - BMTERESENH O DL LD
Bo BB, INSOFERDFEB L 26ITIdhikck ., 1FEAL
H1~27 ATRELTW5,

11.1.9 ENERBIARAE (BHEAH)

WA, B, CKER., mhRORPI4+rae s o bqs
WRRD LN AT G 2R L, #Y)RUEEIT) 2 &,

11.1.10 HFIRFIVE S RNEES D BAEEEE (SIADH) (HIFEAH)
F N A E, RREEIE. R b7 2208, &
WRIREED S S b E 121, ARG IR O H REE O @) 7 AL %
1192 &,

11111 EEMRHR. IFEBERMEE (9 O HEERE)
W, IR RIS SEEREEATERD S NI IE. R 2 X
WOECTSDMA R EMT 5 2 ko MBS, 1T HREk
RKDEEONTHE I B G 2 ik L, BB E R IVE CH OG-
HEOMY)RE LT T &,

11.2 ZO/OEER

5%L 1D | 01~5%AED | 0.19% A0 AR

i3 FImERRA |, S ERERE
% I/NREE 4
REIR, K7 o

7 =
JiE
AR | IR Q. BUR. N EREE (R, © T v,
. A, #HE #5-
B
HALE: ol - WErE, f|OW %L T AEROTE, B
AR, BEAS A
PR R
iRz AST RS, ALT
L5, AP LR
B8 156
HBUE #5
WK BIR - HR MR, RAGEE
A TH g A & R E|\ZEREINE,

(HREAMA S K FH A e2) |
I HE) i 2 B R

T2
Z Dt R, S |8, FIE |7 'S T
Fe gk JE L AR
RS, v
=F VL

TED ST RIE R T &4,
12) AF| OG- PIERIC, BEINLOREDRD D,

13. BERE

13.1 fERK
AR RIS X Bl IR &) BRI (R, BIE) |
FOEE, MR, w7 'S T ME, KRR 2 L 2Bl
ENTW Do SHETIRIETHIHE SN TS,

132 &
AL IEERE S 2TV KPR S, 72, LB
U CEBMBER ., MHEEN 2179, TuFY > ORGH5HIT
Holzl S HHEND Do

15. ZD/DEE

15.1 EERERICED 1%

15.1.1 AV CIENE S N RF 2 GO BEEOITADPATEIIBIT 5.
TADA, FHEBEEZ MR E L1990 7 5 & A0 IR S B
OMFHERIZBW T, HESE L OCHBER OO ) A 27 ),
WMCADPAEDRARET S 7 LR B L B L TH2M5E < (iT
A AFEIREE 1 043%. 7 F R 1 024%) . FLTADAFED
RAEETIX, 7T BREEE HRL000AH 72D 1IANZ LG X
N7z (BSREFMEXM 06390 720 TANABREDT 77—
TTId. T REELHRL000AH72 024N ERTEHENT
Who [912 2]

15.1.2 KH & OFRFEBEBII S 2> TIE R WA, LR TERE Nz
BENRICBWT, ZIBET D37 HBICAFNICERE L2 CH ok
X, FEMNYF L UILART T4 AR L 72BN & i
LC. MREFGERE Y A 7 ORI E RIS 2852 H 5 GRHEN
F— FH150 [95%E X © 1.09-207]) 7o —H T, TADA
FHTHLBEN G E L2 CER S BB B VT,
ZREETO120H BIICAFNC BT L 22 KB RIE, RANCEBE LT
WHRWHOR L I LT, MEHFIH B 2 R SSERE ) A 7
DOEHINIFED SNV ETLHHED H B,

16. EYHRE
16.1 MAFEE
16.1.1 EAE%KE
TR N8B 7784~ $E600me (200mg# 1135%) % HEIFEL
WG L7z E0MET/ N 7O iR EOHER K Ry EIRE <5
A=FRUTOEB) THo729, [1622 ZME]
(ugé{)mL)

50 —e HHHS
o—o Ze I Hr -

BREBTTSHE

0 10 20 30 10 50 60 (R)
fRERRE B AN HLRIRR 152 5 L 72 & &2 o I i e RS

BRSNS SR %5 L 72 & S OFEYERE/ ST X — 4

tmax Crax AUCo-e t1/2 CL® Vd

(h) | (pg/mL) | (ug-h/mL) | (h) (L/h) (L)

| 092 594 964 954 967
BT | 057 | 67 +236 w07 | O | 2117

e | 346 506 868 792 909
BB | Loge | =42 +195 +178 | 983 | £o42

1) Vd. Kelk b5l

1612 U752 R
IV T OEEOWINEF100% ERE Lz &, &7 )T TV A
WAE R (16~607%) T6~8mL/h/kg. #+EIA/NET
AABEE (3~16/) TI3~18mL/h/kg& DD 510,
WENE#RE TR, &2 075 2 AEHA L Zid R 0As,
Rz )75 AT 5 E0HErRH LW,
NV TOEEOEE 7 )T 5 v ZAZEIFEL 2 ) 75~ A LI
ARG R ORE L 1T 510 12,

16.2 TRIR

16.21 NAATFXLSEUF 41
INIVTAEEONA FTNA ST 4 IZFEOENIZL ST
100% & OFEADH 519,

16.2.2 BEDEE
fERERL 8B 778 » $8600mg (200mg % 11A135%) % Z2fE i
O ERICHBIREI% G Lo b &, ZZIERE S & R CTaEERS T
IR E RN OCmax DH B R E T tnax DA H R IR D580
5729, [16.1.1 BMR]

16.3 9%

16.3.1 FHEBEADIH
F oy MZUCoV T alEF b 7 4 (100mg/kg) % RECIHES- L
7ok &, G305 B ORI DA T > /N5 > > K >
Wi > il > > Lol > SR AL > ONATH - 7219,

16.3.2 [k —RRAFTE @M
TR O HLE R IE S B BB sy T a gt MY A (600~
1600mg/H) ##5 L7z & BNIEREIE. mEEhiEE 068~
279% T - 7215,

16.3.3 IMi%k — AR @@ M
HIER O CTAPABEAFIZ N L 7Ol F MY 7 A (600~
1200mg/H) Z#EI$%5- L7z & &, B id, B
BEDLETH > 7216,

mean*SD., n=8



16.3.4 BIHADOHBITH
EF O BEF20 OV T a RS Y v A (1,000~1,400mg/ H)
G L7E & BRI, MTRED3~6%TdH - 7217,
16.3.5 BERNDIBITH
TADABEION TN VS BT L7z & & BRI iRE
. MEHREDI2% TH - 7218,
16.3.6 EBfEAE
2NV T TR ML E R EERIZ0% - TH 1) . I TR B
L2100 4 g/mLEL E TR EARIH T 2 & O HH 519 19,
EOFEEHRDPNT L72Wa, e IREE TILTIgR8 Mm A i B 34K
T2 EZERONDLH, FIGERREIIET L2wve ShTwe

212 20
EHHE AR (n vitro)
[
iR 2 20 50 100 150 200
(ug/mL)
Gk Sst 91.39 91.36 88.63 85.52 80.03
e (%) +0.72 +0.20 +0.72 +0.74 +0.37
PHFENTEIC L B mean=S.D.

16.3.7 DHEHE
PNV T aBEO SR ERE201~04L/kgTH O I FIFHISME M
NT 5 L OWMENDH D1,

16.4
SNV T OBEORPFIIFE B S, e bTikEIL, vz or
@’%éf@’a\) B-EAL. w. w1V w2 BbE =T 5 Z L sh
TW51,

BG9 2EEREO#EE&IEF 2 10— 4P-450 (CYP) 72510%.
7V a v BEERERES (UGT) 7%40%. f-FR1LA330~35%FEE ¢
H5HZEDPHEINTNEY,

4enfRDERIZIZTEIZCYP2A6. 2B6. 2CO%FFEAS, /3L 7 Ok
DYy a L EBEASEOERIZIZUGT2B7 4 TS 35 2 &
DIRE Z N T W52 22 (in vitro )

16.5 HEiftt
TERE NG & K RT3 $E % 600mgHL MR 5 L7z & &
SR O RSP EIZ T %5 H DN G2 0#60% (3L 7o
M) Tholre RHANIEZTIC3 ketofh & LTHREIES L, DT
INVTOEEO 7V 7 a v AR, 3-OHfE. 2-propyl-glutaric
acid. 4-OHAE, 5-OHK. 4-ketofk. cis-2-enfk. trans-2-enfA®IE
THY) . REALEK, 3-enfh. 4enfkizlT L A LHEE SN >
7‘:23)0
&g\Nw7UM®%%m%@R¢mﬁ$uka%t@ﬁ%ﬁ%
624 [e]

16.8 ZDfth

16.8.1 B IRE

(BETAPABLVTADAIES MIRITHREDAE)

(1) AR 1340~120 w g/mL & i ST WA A, KR H
HERH Y. FOTRIE0 ug/mL%E RS 5 HiE=e EBRIZ150 1 g/
mLET2HELH 5,

(R B LU S DR DIRIREED &)

(2) AR I240~120 1 g/mL & i STV 5725, FROH:
EBH Y. FOTRIZS0 u g/mL%E RS 55 FBRIZ150 1 g/
mLe T 2HEbH L, BMHEELZHBE LCnb7z0, EHI
BV IR T = 4 ) & ZIEE Tl e W AS, AH] o Bl
IZEERIREOZALA D - 724, T LB ESE S Lk
WEASEIZIE, BEICS CIMHEETE =) v 7R, HER
BYDHIENETE L,

(FEERRIEORAEMH])

(3) AN 72 > T ez, RAIR IS I €
=5 ) Y NIRRT AR WS, ARH O IR I IR 0 2
LA D - 72 a5E, REIS CIMPEEE=4") v 7 %17
W, HERET LI EET L,

17. ERPREGER

171 BEHROCLRLMICET 55k
(BETAPABLUTADAIHES MIRITHEEDAE)

17.1.1 ERERRHER @&, >Ov 7Lk 3)
FEINIZ BT % 280 —HEMILERER T & TR ABICB W T,
%%ﬂ%ﬁ%%mm%€mﬁ%&%m%%uu$@&Bbf
g;)otzs .26o

, A B 5 B
TAPAE ﬁ%%ﬁ%gg%EWﬁ) ﬁ%%&ig%ZE%ﬁ)
e CADA 87.7% (128/146) 69.1% (414/599)
o TANA 75.7% (28/37) 65.4% (134/205)

Z DA 80.4% (37/46) 70.5% (189/268)

TE) AN, WRE . TADAEED S - [TBIREE, [ AR

(I8R5 LU DIRDRIRRED B E)

17.1.2 B —EERIEEHR
KET, BUBRMERE S BEH 1790 2 6 &I, NV 7afg, U F L
A&7 b R EJWEMEG 5 ZEERILEREIEE S .
ZORE, FHUGE (BUREFIRE T 7% < L 50% 0L LgE)
R LEGE, 2NV 7O mEEA4A8%, ) F v A EEA9%TH Y, N
VT OFREE L ON) F o ABEE B2 T T L REE2SWIC B EIE
NTwi, FERRIZOVWTNNVTUBRETE B LFR
. MR OER O A TH - 720,

* 23.
1

17.1.3 B _EEHRIEEHER

KET, ) F 7 2IIRE L \Wrd 5 WIZEETED 2236810 B
BPEEEEZIZONWT, 7R BRIV T OfEO% e L
AN ZEERILERRIC L VBT s, ZoMR, 29 E
M H Cd 2 Bomaf il R R A rh B o2 Lo E & 13N
V7 OEREET54%,. 7T L REETE% & /N )V 7 O REECH B ICE
NTWio 79 RBICHA~NL 7 OB CA B IS O
WHEHRIIAD 5N o722,

18. JuHFIP

18.1 1EA#F
RHENDOPEGNZ L D MNGABAIEE., KNI ViEEO LR L LD
2, vt b= UREMEE SN D ZEDNFD LN T WD, IILh
DFENS, KAIOPLTA D AVERII R mEWEOEH %/ L
7N OFIHI R OBGEE R D EHEE SN TV 22,
PUBEVE R & OV B 56 E O SSHEIIHIE A 122w T & GABAMIRE =
FEMAEVEH 2SS L CO B REDSZE 2 5T 5% 29,

18.2 EHIE{EA

18.2.1 BIEFREEICHT 21EH
RREBES (v A, Ty b, vYF), AN Fo— fEE
(= A), ¥ruobFxy s (v R), BEEE (59 M),
RS (v A), RY T FT - VERE (v A, T
F). RAT T A P (v ) R 530 32,

18.22 £ TALPATET VKT 21EH
S TAPAET VONFEREE (), BEEE (v A)
NS %8 85,

18.2.3 EATADLPAETIVICHT 21EH
T AN AETIVOKindlingl## (4 a) =l 53,

18.24 BEERERUVURMBZOREMHREICRIFTE
3RS R HCE M O O FSVEVEIGE 2 B3 % (7 49F) 30,

18;.5 ARSI L 2 HRAMEIRSOEEHRICRIFTE

?M%%W@ﬂﬁi6%%%m%ﬁ@ﬁﬁﬁ%éﬁﬁtmﬂTé

w30,

18.2.6 BERODEMMET IVICKHT B1ER
BROBMETVEZZONEL, TRy 72y Ivbsany
TERF LR EDOGHTGIZ LY B LD HFEEBTEEN 2 AR
CIET S (v AL Ty b)) 3,

19. B ICEAY 2 IE{EFERFR
— R ZAR VT a S ) 4 (Sodium Valproate)
1b&44 © Monosodium 2-propylpentanoate
713X - CsHisNaO2
4T 1 166.19
TR HRORSEORE T, FFRRZIIBVEH D, KiZbT
MUV KICHD THEITR T, 5 /=)L (995)
AZEEEE (100) 12T TV TRt Th b (o T
Wi PEATR < L BRT TR A ISR T 5),
s S
CO:Na

HsC
DEARE - logP” ocr=0.26
(HEE: 79232 A4F T, n-d 2% =N/
pH7 AR AE A

CHs

22. A%k
120mL [7FAF v 7 F V], 500mL [772F v 27K bLV]

FEXW

) Bowden CL, et al. : JAMA. 1994 ; 271 : 918-924

Pope HG Jr, et al. : Arch Gen Psychiatry. 1991 ; 48 : 62-68
Meador KJ, et al. : Lancet Neurol. 2013 ; 12 : 244-252
Christensen J, et al. : JAMA. 2013 ; 309 : 1696-1703
Delgado-Escueta AV, et al. : Neurology. 1992 ; 42 : 149-160
Riva R, et al. : Clin Pharmacokinet. 1996 ; 31 : 470-493
PASS-Paternal exposure to valproate-Updated Abstract
Following Reanalysis of Norway Data of Corrigendum to
Final Study Report Version 1.1 and Addendum Version 2
Valproate EU consortium Stand Alone Abstract V2.0 :
https://catalogues.ema.europa.eu/system/files/2024-02/
Valproate_PASS_Abstract_V2.0_0.pdf

Christensen J, et al. : JAMA Netw Open. 2024 ; 7 :
€2414709

HHEAIAZ - TAANIZE. 1988 5 6 1 196-203

Levy RH, et al. : Antiepileptic Drugs. 4th ed. New York :
Raven Press ; 1995. p605-619

Perucca E, et al. : Br J Clin Pharmacol. 1984 ; 17 : 665-669
KO ETRNTIA - BRIRSE B : — SEWGR OB IELD 72012
—. R 3R 2000, pl25-128

Zaccara G, et al. : Clin Pharmacokinet. 1988 ; 15 : 367-389
AKREFRIBET 2> - AHREEF2MERE. 1971 5 34 369-379
Vajda FJE, et al. : Neurology. 1981 ; 31 : 486-487

Ishizaki T, et al. : Pediatr Pharmacol. 1981 ; 1 : 291-303

8)

9)
10)

11)
12)

13)
14)
15)
16)



%k

*3%k 2

) TIHZETH I A - Ju B HR. 1986 5 40 : 27-30

) ERHBAFI A ¢ i & F8E. 1976 5 8 - 401-408

) Gomez BM]J, et al. : J Clin Pharm Ther. 1993 : 18 : 191-197
)

Scheyer RD, et al. : Antiepileptic Drugs. 4th ed. New York:

Raven Press ; 1995. p621-631
) Anari MR, et al :J Chromatogr B. 2000 ; 742 : 217-227
) Jin C, et al. : J] Pharmacol Exp Ther. 1993 : 264 : 475-479
) BEJRMEE A ¢ RS 1988 5 19 @ 749-757
) Gugler R, et al. : Eur J Clin Pharmacol. 1977 ; 12 : 125-132
) EARASHI A & AR 1969 5 21 1 1297-1300
) SARERHID  EFEOHP A, 1972 5 82 1 470-488
) Kukino K, et al. : Chem Pharm Bull. 1977 : 25 : 2257-2262
)

Emrich HM, et al. : Arch Psychiat Nervenkr. 1980 ; 229 : 1-

16
) Cutrer FM, et al. : Br J Pharmacol, 1995 ; 116 : 3199-3204
) B BEKERIZA  ORFEERE 1969 5 20 : 317-325
) AARGERIIA  MAREEE 1969 5 60 : 806-809
) JFERERE 13 thﬂi;'i‘;fﬂ 1970 ; 4 : 937949
) Patry G, et al. : Can ] Physiol Pharmacol. 1971 ; 49 : 568-
572
Simler S, et al. : Biochem Pharmacol. 1973 ; 22 : 1701-1708

Leviel V, et al. ! Epilepsia. 1977 ; 18 : 229-234
Cao BJ, et al. : Eur J Pharmacol. 1993 ; 237 : 177-181

)

35) Anlezark G, et al. : Biochem Pharmacol. 1976 ; 25 : 413-417
)
)

24. XEFBEKRERVEVEDESE

HETHRASH BEESTR-bEr s —
T930-8583 &L M1 T H621

TEL (0120) 517-215
FAX (076) 442-8948
6. BERTEEF
26.1 BLEER5ETT

BE IR T Gxxax

Nichiko B LTI 1T B &E21

26.2 BR5%ET

BE I xxex

Nichiko 2 LT HEm1T BHE&E 21



