2026 £ 4 AKET (55 9 hiv)

BARZERMTEES - 871139, 871179

E ¥ & 4 v 2 E 12— 27 #4# — A
HBAFREERESD IF S2EESE 2018 (2019 EFHAR) ITHEM L THER

MTANAF, B% - BIREARA. FEREARHA

BAERS SLTOBTF FUDLE BAERA SLTOBF FUHLIOYT
T34 %8 100mg TFIreony 7 5%
7._»/{,7_ ?J®ﬁ 200mg 5:4:%57;; NILTOBF R LGRS A

IV BT b Y o LR T /37 U°R & 100mg
TN VR 40% T34 > ®R & 200mg

Depakene® Tablets, Fine Granules, Syrup. R Tablets

#l 2

BE: T4 N a—F 4 T EE
HKL < R

vay 7y FH

R &€ : BEAEE (IRALEE)

HHOBREE S

VAR 178 Ui
) EE-EMFEOLTECLVMENTLZ L

Bl

mo® - =

#E 100mg * R $E 100mg : 1§ 7 afig) kU 7 A 100mg &4
$E 200mg * R € 200mg : 1 g L7 afig) kU 7 A 200meg & A
HBRE 40% : 1g Fosv T afgE) R Y U A 400mg EH

vay 7 5% 1mL v afigr Y v A 50mg EA

IR VAV 2wl =] 5l N VAN
¥ 4 : Sodium Valproate

HERFERBEAB
FEfME IR - RSTEALR
#£AH

BGEIRTEAGE SEAMGFL TR W e b hn

#& 100mg

20124 8 H 3H

2012412 A 14 H

19814 9H 1H

#E 200mg

20124 8 H 3 H

2012412 A 14 H

19754 34 5 H

AIRL 40%

2005411 H 30 H

2006 ¢ 6 9 H

19844 64 4H

uy7 5%

2007 /£ 8 H 27 H

2007 £ 12 A 21 H

19754 34 b H

R #& 100mg

20124 81 3H

20134 6 H 21 H

19914 1H 21 H

R #E 200mg

20124 81 3H

20134 6 H 21 H

19914 1 H 21 H
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BUEARIE T « H B LI R TRt
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ot ¢ HE LA

EXRFERELFOERSE

W& bHhbt &ED
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A IF 132026 £ 3 AHET (F7H) OBFREXDREHMICETEHRIT L=
AT O BIE, MSTATBIEN EFR A ERRE G ST O B TFHRE N — Y THEEB L T2 &0,




2.

EERAVAEL—T7+r—LFADOFEIZOME —BHFRHEEREFMHE—
(2020 4= 4 A &ET)

. BEERKAM VA E1—T+—LERORER

PR RS O AR R B H & LT, ERAEELRMASCE UUF, BA3E) e b, EEE
B CEERD - SEAIATE OEFEICHEE DY B 3B B BRI O B 216 H 9 BRI, iR
CEICFE SN E R A BT 2 FICHEMRERDPLE ARG ENH Y | BIKAEEO EIEFHRM Y
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TRETH D,

. FAICKRLTORBRER

IFZ HEEBICBOVTRNT Z ENTERWEREBERIRE UTUHEH L TWeZ & 720, IFX AR
DEGEZ T T, ML R IR O RIKEIRFE X ITARTE I B 3 MMERL - #8692 PR IE S E A
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I. BEICEYTSEE

1. FAROEE
AFENX, ST aliEt MU U AERESES ET DI TCANAR, B - BRRIETRIEA, T EER IR A
Th5b,
SV aRIT, 1882 EIZT AU BICTEHR I, HPNIEEEE LTI Tz, 1963 4F
H.Meunier AU HFIZFER ST T TV — L2 L 7 agn il 5 2 L2 /R LT
de. FLCAMAIEE LTORZERHED Hiv, 1967 EIZT7 T ATH CTADARKE L TERBEINT,
AFNZB DT FF U RS 1967 DT 37 U OBIRIZET L, L TANAEKO K FES
PEMA 7 Y == T2 L 5> TRIAWILTADNA AT MLV ERT 2 E PRI N ERIRFIZ, BRR
I BT A FRICER TADA) IZEmWAIMED R m%m/1m4$’F7A7/§JF?
Rirvvay 7] OERBERT, TO%, BBROLEMEEZ B E LSS BRA - SREAEOBMETT
ofz, i, ST afEtr U v AOEE (##W%)%ﬂi%®#fﬁﬁh%k%@bfﬂ¢%f
HIFHA S 8~15 W & < REMERIFI OB N E TN T, [5372 R 8 1001200 (4HF) 1%
D& D REERES O =—XG 2 DXL U S0 RAIHAG 2B L TR Lz~ bV
v I ABA T ORFMERAITH Y . 1990 FITAEKRE G-,
AT BOREAER, FRCEMEERE ST 2 A MEIX 1966 (FIZT7 T U A TRINCHE S, £
D% b F a0 FVEZ TSRO, 1990 ERUCITCKE T 7B S M EGBR 2 M &
AU 1995 TSV 7 m BRIIOBRMERE S (B 5 D) OBREBITE T 218K FE L LT FDAIC LW @R
. BETIEY F UL EWATEHE BIEEE LTRSS AVDLR TS, AW T hiksRix
FEhits S VTR WS, 207 1 [ D B Jo OV 5 D9 D BRIRREIZ %F 92 A HPRIEREIC TEFHEY: EA
) OFFZLFED B, 2002 FITBINEIEG ST,
F72 2010 4, T30 U8E 100/200) (C4IF), [T vm y 7 5% 122V T, AN B AR 7
WU S Tz,
ST a RO PRI AEOFFEMHNC I DA EMEE, 1988 FRICHE S, 1992 FFI2IE T 7 B A%t
BOZEERZ B A4 — "—REBRICBW TN RSN, 0%, KET  EEREGBR N HE
i S0, 1996 AEIC IR SEMEDORIEIMHIF L LT FDA ([T X W R &NTz, HIETIKEEZ T LD,
BRI ENZ W T b SRR ERIEIH O — B L L TR AV b Tnd, ATV TR
%%i%ﬁéﬂfnﬁwﬁ 2010 4 10 A TEHE EOLENMEO RWAKGEIE - 60/ MG
[CBWCHMI S 7= fE 5, V7 a o F SRS EORIEMHNIC BT 28 IR TESHRSE B
) OFEETH D AMBPGEICEYT D Rl S, 2010 45 10 A 29 B [3FE - BRLEEFERE
S OFREMESKE T L, WA CREEEHAPIRD bivlz, 0%, AMEGEY 2170,
2011 4 6 HIT#IS 28BN STz,
2019 4E12i%, 77347 > R 100mg/200mg | (22T, HHI2 B AR 5 IZI#E S vz,
[ 37 88 100mg/200mg |, [T /37 kL 40% ), [T 37r > vm 7 5% KON 537 R §E
100mg/200mg | 1% 2025 4 7 A 25 HICBHLEMRFEAGEA BT U RSt 6 B [ Tl B T
SRR S, B E TS e A BAE LTz,

) ANFIHEE RS GhREEINe ) DOEFEHFEIZRBW T, Yk E%m®ﬁﬁ$%§éﬁ#@%%
WZRFITHDHE LT, Eﬁ?fﬁiﬁ%ﬁ@é W EINT M FE T D 2 & 7 < KRR
AT O T LT E D,

2. HAROBEKRENEY
(1) B TADAIKT L, BAIEE T 87.7% (128/146 f5)) OFMMEZR LT, (V. 5. K& @
HZWR)



(2) BRI L O SR OBRRRB OGRS L, AAERHRE SN TWD, (TV. 5. BRREGE] D
)

(3) HEERICH L, RBIERBRNBEGRT & E LT 50%LL FIZE LI BEOEISIL, 77 B RE 21%IC
LT, AT BT 4% E A E (p<0.05, p<0.0lvs 777 Cochran-Mantel-Haenszel %
E) Cmhrols MENT—4), (IV. 5. BRIREGE] DHZM)

(4) 7o REEFE. EPRE (EFIRE) ©BRNEER D0,
Flo, 1 HOBGREEN 1~2ETHY, a7 747 2A0m EREfETE 5, (VL 1. (2) 5)
ANZES) OESBMH)

(5) ERZEWEH L LT, BUEMFREOEE RIS, WE, BVTE, &7 =7 IWEL D Bk
FEdE, PR, ARIFERES . PLi Bk S e R . BERIERECD . SRR RVEEE
K, 77 ra=—fEfElE, PEEREERRE (Toxic Epidermal Necrolysis : TEN) | &k
ARJERERE (Stevens-Johnson JEWFEHRE) | IMBUEIEGERE, MO ZME, FRAEMIER, S—F 2 Y VERIE
W BB BRIE . BURR B VT AN G0 WMEGERE (SIADH) . FVEMENGS ., AFRRERMENG 2% 23 ¥
HInTwa, (VL 8. (1) HEARARIWEM & WIHIER] OHESM)

O

3. HR0HAFEMEYE

(1) PTP > — NIy Far ha— &7, 18T EIZRTES - BREERTR LI,

(2) TR 8D PTP v— ML NBREE L. 7372 REED PTP v — MaiE I EFICDA TS
W] BFRR LR,

(3) vay7iX, FEELTSM Ty Ity AEfHLTND,

4. BEMERICEL TAMIRERHE

B [ % b

Bl HEE S ( kT | sA b, B
RMP fis

EMO U A R MEEBE LT | i

VR S UC U2 B

B HE S { K5 1o I

TRRE T Lo B T T

2010 4% 10 A, TEE EOMEMO SRR « HEISERETSE] B0 T, ST aliEo il

JREAEOFIEMEN 1T 2 F IR TEFHET LA OFETH Y NHHFEICE ST 5 & Ff

SHv, 2010 4 10 H 29 AIZ THEHE - AR SRSERLE ) OFFEHEA & T L, R

TREGEANRD bivlz, Z0%, AP 247, 2011 4F 6 A [ ERRBIEORIEMH] (2

X9 B B S T,

) ANEEEE  EIRS BhEREMR L) OARBFEICBW T, YikEELOFIESCZ RN E TR
WCATHD E LT, RO E 1213 a2 H7CFE M5 2 & 72 < AGRH
BITH T LN T B,

5. REXHRURE - A LOHIRER
(1) RB&EH

A% LR
(2) #il - EALOHREE

REM LR

6. RMP O#IE
A Lz



I. &WICEYTSER

1. B5EA
(1) M4
T3 L 8E 100mg
T3 U E 200mg
TN U HRL 40%
FTNrvna 7 5%
737 > R BE 100mg
73 > R BE 200mg
(2) *4
Depakene Tablets
Depakene Fine Granules
Depakene Syrup
Depakene R Tablets
(3) &/FMDHRE
T %, A4 O —>TH D Sodium dipropyl acetate D#ES. DPA (ZHI kT 5,
F7=, 737 REED RIE Retard (i) 12E3<,

2. —i4
(1) M& (WwAE)

AT agt Y s (JAN)
(2) #4 (@aE)

Sodium Valproate (JAN, INN)
(3) RT L (stem)

ANBA

3. #EEX T REX
b s
CO:Na

HsC CHs

4. PFXRUVHFE
452 CsHisNaOsq
7y 166.19

5. k%A (fifiE) XEFXE
Monosodium 2-propylpentanoate (IUPAC. JP)
Sodium 2-propylpentanoate
Sodium dipropyl acetate

Sodium propyl valerate

6. RA%A. M4, KBS, E5ES
W75 : VPA, DPA, SV



. HHEP BT SHER

1. YEEMEE
(1) %M - K
FEOFRMEOBH R T, BFRRATBVRH D . HIThT0Ic®En,
R TH D (HRD TRIEMEN 8 < | 2R ClRx i %),
(2) ARk
KK THEIFRT <, =& /7 —/v (99.5) XIIEEEE (100) IZEEIT0T 0,
(3) miEtE
FR D TR R < | 28R TR A IS %,
(4) AR (SRR, K. BER
Al %9 360°C (4 fiR)
(5) BRIGEBEMTEHR
pKa'=4.6
(6) DERE
logP'ocr=0.26
WEE : 77 A av oA x0T, A7 % 7 —)VIpHT.4 KB IR)
(7) ZODERRIEE
KiEHE (1—20) @ pH K : 7.0~8.5

2. AMRSDEBEHTICETIREME
R ROBIII TROL B THY | BIHRE T L ViR EE LB, WFhoREFT
LRI b h o T,

RAFRAT ARG R

TE - WO - 25°C - 240 A | SMEAHKIFAR < RITER D B iro T,

Pl - 80%RH « 40°C « 4H | WRIRIC XV @Iff LIk 2 22 L7230 ffI3E8 0 b rin o7,

3. AT OREREERE,. EEE
(1) HeaRakris
1) WEFOG
A ORI EE = v b () ANAKFERE M4, K ETHET % & &, ROOREEEL
D,
2) RO AT S VHIE K
Koz KIZE L, YEF AT —T VR OEBERIEE M2 TRV IEY, YoFrz=—TF VEE L
HARMEET FY LA THKL, AT 25, AIROBEZEEL, BEWIZOE, WEECXIVHEEL
THRIZANT PV ERMDBRANT MV T 5 L&, TE DAY FVER—EED & Z A2
[FAR DR E DY A B 5,
3) EHRIG
AREBOKERIZ, T b v AEOEEKEE 2T 5,
(2) E&iE
BN E 1k
A WEBRIZVA D L, IR CHET 5,



V. RAICEIYSIEE

1. #Ifg
(1) #HRORH

BE: T 4NN —TF 4 VTR

AL+ AEARLA

A=A = A

R 8 : HEREE (IRIKEE)
(2) REONBEUHERK

W 7E4 T /N7 U BE 100mg T3 U BE 200mg
£ - FlE DT 4NN —TF 4T EE
S
[ER2S 8.2mm 9.2mm
Ex 4.2mm 4.9mm
B 0.19g 0.26g
B — R
(PTP) KH102 KH103
k584 TR KR 40% k584 FRrovna sy 5%
th, - Al 2, D RL o« PR TR DO PEIA72R
e A2 M= VRED R B 7k e Hk
FSIA L pH 7.0~17.8
) KH111 ) KH110
st e sl e
A= () WA= F L oomL dm 5~ £ )
W44 7,37 R #E 100mg 7,37~ R #E 200mg
4, - Al ERENDY: Fi§ T
[ER2S 8.3mm 10.6mm
B 5.4mm 6.6mm
He 0.26g 0.52g
W= —
(PTP) KH113 KH114

AKENT~ P v 7 2AaE L, TOLERBMPIR Ta—T 0 7325 2 L2 L0 iRk L7z 88H T

b5,




(3) #Aa—F
(fv. 1.
(4) HADOME

(2) WHIOHBLKOMER ) DS

(Mv. 6. "WAIOKFEEN TITRIT 2LEN] DHESM)

(5) Zoft
Wi 5e4 Ty 7 5%
b 1.235
2B 12.3
K5 (CP fH) 19.54
2. RADOHER
(1) A% GEERS) OEERUHNA
W74 T8 U BE 100mg TR U BE 200mg
ARG 187 : v afg)t hY v 100mg |1 8EH : V7 efigh hU A 200mg
TF AT —A EESDEER, I uNa Y AL AT —AT N T A
AN 7V VEMB=AT IV, BbTFE e ATT VB IR T A B Rr¥y
Taelkln—X b7aion—2 (EHEY A7 :2910), D-~>=h—/b
e 4 TN R 40% FRrovn w7 5%
G g v 7afg) hY vA 400mg | ImL H:2v7 0 kU 7 A 50mg
WEHEK T A, NLAaT 7y, | Rl 102 5, AR, T4 F 028
RNYE=ATa—)v (EaT b)), | EET o, NI A% L EREEA
Il ABITABRT IV VR~ TR T A F v
BRI E LTHRE, =2 =, 7
VY, a7 a— el

1E) AA 1mL

ZEKE 600mg A E AT D,

B e 7,37 R #E 100mg 7,37 R BE 200mg

ARG 187 : v afgr FY 7 100mg |1 8EF : V7 efigh b U A 200mg
InFoRay BeFEy ATT IV UERY IR T A BT T IRRRER

— Ny A REREE Fax o reekre—X AatT v 7, AR B Ro

¥y roertro—2, KU AFrmF Ly (105) RUAF 7Ly (5)
TV a—), AETABBT NI VR~ TR U L, EOM 4 55y

(2) EREZTORE
B R L
(3) B&E

vu v 7l 1mL 729 OBEIIK 2.4kecal TH D,

BRI AR

. N
FARANA

. BRABREOHREUVRE

. BAT SRR D HEHKMEY

L




6. REDEEEHRTICETEIREKRY

ZEMEREROBE
£
e 4 - ; ﬁ*% e G (RAFTRE g
7 /37 $E100mg 25+2°C |60+5%RH| 364 H PTPa3E/7 VI Ba— Bt
7 /3 §E200mg 25+2°C |60+5%RH| 36% H PTPa3E/7 VI va— Bt
TN HIRL40% 25+2°C |60=5%RH| 36% A WNIEHER M v+Fy v KN
Ty 5% 25°C 60%RH 36 A 120mL7AR kv HIF N
T 7 REEL00mMg 25+2°C |60+5%RH| 24#% A PTPa % N
F o REE200mg | 25+2°C |60+5%RH| 364 H 2N T VAEREEAIN D Bk
RERIEE A8 (MR . B
BEROT—4 (GG FCoRE%E) *
%Y D BUEDIRTEA TR
OFT 3 U8E 100mg, 7 237 BE 200mg
AL TRATRNE TRAT I il R
RelkE | 25°C - 54%RH | 6, 12, 18% H 65 A X VIRIRIZ X > THMEIAI S E L LT
RS 40°C - 50%RH | 0.5, 1, 2, 3# H | 0.5 H X0V WRIZ L > THBLRH S B b LT
R EE ENHOE2 1. 2, 3% H HiFEN
AREBRIEH - Sl AR
¥l B ANNEE LTS
*2 1 300~6001x
OF A KL 40%
TRAFIERE TRAT RN TRA7 1 i
RN 40C + 75%RH | 1. 2. 3, 64 /] HUkE
(0.52)
*i;E;?;ﬁjﬁﬁ 40°C - T5%RH | 1. 2. 3. 6%/ s

AR - ML, EEE
1) SRR B2 O TRES L2 EMERBR AR IC SV Tid TIV. 12, 2 oftl) OESM,

OTF b vva vy 5% (T AH)

PRAFSRAE PRAF IR AER
40°C - 50%RH 0.5, 1. 2. 3% A 2% H BIZh 30T ERH/LER
SENBOEN 0.5. 1. 2. 3% JRFEN

ABRIEE : SMEL pH, AR
*1 : 300~6001x

(HF A& 7T AF > 7 s ORAFLE M B 2 FRRT H etk

RAESAE © 40+2°C/75+5%RH

PRAFHIM - 3 w A

PR (OB . pH. RS, MAEDRERER, EEEOVWTIICENWTH, A7 A, 77 AT v
U e b bBIRICHES Lz,




OF % v REE100mg, 7737 > R £E 200mg

PRAF S LRI HE PRAFHIR B B
40°C PTPaLE 1. 3. 65 H RN
N, 30 H B I H RN
(o) /j"{t
60°C PTPa%E | 7. 15. 30H AL
R CHSHA IS
AR i esC - 7s%RH| B, M | 1. 8. 64 6 J1 ISR
ok B N e 5%
6o I
IR Sl /_J>{:|: 5
15 (1,0001%) PTPAL%E 1. 2. 3» H JEE N
B PTPaIZE 1. 3. 61 A JEE N
B L ik 40°C - T5%RH
TR iR NT%E | 1. 8. 64 4 BRI

RERHE AMEL SR, EEI < 7T T 0 — WHRRE
) WThoRERG, ML GE, EBEZ7u~ 7T 70— EHRBRK O ERRE A HBIEE L LT

e« 5 L 7=,
*1 : WEERERITT )7 > R BE 200mg D A
7. RRERUVBRBEORES

A L

8. Kl DEAZIL (MEBILFMEIL) 2
(T 1357 HHL 40%)

F7 5 LITRIBIZ L DS DO Th - THERIEOEE, FEI Bl S, ZoA8lE X 25C -
75%RH fR7F LY 30C - 90%RH RAFEDOFEMATHRIICHEL L=, (TIV. 12. Zofth), TXII. 2. %

O OBIEE R OIEZ)
(TR y 7 5%)

oo ay FH EIREFA Lize., HFERKICL - TT, Gi%, AME AR NS, LT n

e kU 7 LOKEIRIE,

Tulg) NMAEShLBERH L, (X 2. ZOMOBEEE] OEEM)

9. Bt
Vs HiER R 9
(TR U8 100mg, T/37 U §E 200mg)
B eI
i AARKERY BRI
(IR 3 M ORI 100rpm (7K)
VPA £ : HPLC JI7E

X RViE

(P HH R
100+ ——® o
2 //,D
80 s
| o
7
N B 4
i 60 /,/ o= 784 4% 100mg
S P’ —— 7,45 U4 200mg
(%6) 40+ /
= ’I'
rl
o0 Jf
=l ",
T T T T T T T 1
0 5 10 15 20 25 30

AEE (min)

8

pH6.8 LI N CT—HBfFHE L L 3B+ 5720, A1 kg (v




(TR D HERL 40%)

R S
EE  BARIERS  EWHRBE BTy ME
[FIHRE & ONFABR K @ 100rpm (7K)
VPA #FE : HPLC &

(¥ HH AR
1001 @ @
80
60
H
$
(%) 40
i —e— Fi L AHA40%
201
T T T T T
0 25 5 10 15 20

AR (min)

(T Y REE100mg. T/3% > R & 200mg) (#RSE)

HILEN D pH Z8), (AL isEL4EZE L, Bk s LT pHL1.2 (/R 1K) . pH4.0, pH6.8 (H
R NIR) KOVKZ BRI FH L7,

EHRBOBRIITHRO LB THYH, WTHORBRIKICK L THEBBORNZ & BRI,
¥, AANL 5 WEH T 50% I T2 K O ICBAIRREE L T\ D,

(P HH AR
100} F34 > R 8 100mg 100} F 34 2 R & 200mg
i i
H H
50t 50|
b s —e
oy | e o 1% (pH 6.8) oy | AT e o I (pH 6.8)
— —
e I (PH1.2) a——s L3 (pH 1.2)

0 2 4 6 8 10hr 0 2 4 <] 8 10 hr

TR AR B AR < BB - K>
3.5 IFfAHI & : 20~40%
5 EFIVA & : 40~60%

9 FEFIVAHI & : T0~90%

Kawbrik s U, BARER S (X RAE) ChdsEk% 50, 100, 200rpm O 3 504 TRBR L7223, W
THOEMICBNTHIRHMEICZBRITERD e d -T2,
F 72, RIETEMH Tween80 @ 0.1%. 0.25%D#ERIE T HIEHMEICZLITERD S h -7z,



10. B -aF

(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
TR R TN U REEROT AR CRLZITER ORISR & 570, mEEORR, AREICHER
L. Y BEWNCEET D Z L,
PTP > — N3 a s — N O LFDO A

— PTP> — ]‘/ﬁa\/?“/“— I
LFO G
737 8E100mg B!
7 X U EE200mg (R
734 U REE100mg TR
734 U REE200mg G
T AR 40% I

(BBIHK OB, SIZHOWNTIE TIV. 1. (2) BHOSE R OMER ] OESHR)

(2) A%

(T /37 28 100mg)

100 # [10 &£ (PTP) x10]

(T /37 U8 200mg)

100 &£ [10 82 (PTP) X 10], 1000 & [10 8 (PTP) X 100]

(T 137 U HHL 40%)

0.5g 738l (7/L3) X3X40

100g [T AF v 74 "L, AN ], 500g (77 AF v 7R My, HIEFIAND ]

(FrFroony 7 5%)

120mL [7'7 AF v 7K h], 500mL [7'F AF > 7R kL]
(T/\r> R & 100mg)

100 &£ [10 #2 (PTP) x10], 1000 & [10 &£ (PTP) X100]

(T/\r > R & 200mg)

100 &£ [10 82 (PTP) X 10], 1000 & [10 8 (PTP) X100]

1000 $E [T AF v 7R hv, NT | HERAEIAD ]
(3) PHEBE

Y LR
(4) BHROME

(FNr 8 100mg., T/37 U8 200mg)

PTP 4%

PTP: KU ~rmvrLryr, 7L
to—: RV ZavrLy, T3

iE]

(T 137 45 40%)
5y elel kg VAL
DT — bk T Rew: R z=F L
N KRR’y S GOAZAE N R = il P
hE . Ry=FL o

10



(TR y 7 5%)
TTAF TR MV

Bed R F L

ET AR N B = il PV

FrEI YT AR TrE L

SAET 4V R F LT v

(Fr> REE100mg, T/34 2 R & 200mg)

PTP &4k AL
PTP: RYUFar'Lr, 7IAIHE Rz R F L

Ny KRR L Fyro7 R Favr L

EOW R =F L

1. RRBHINDIEHE
B R L

12. Z0fth
@ T/ Ut 40% DR EMRERFE
| b~

FoAr MR 40% 1g & 3AM (VT v, Br 772 3007, EEERY mF L UMA) VT
3L, 25°C » T5%RH K& 1 30°C » 90%RH @ 120 HAR{ET. #ME., EEHNE, SEICHOWVWTHER
BT oT, SMEEGIZAIRCEIZE L, Eo v airh U wa (VPA) oF &iX HPLC Eic &
D HlE LT,

L p
) = ‘
Akt (I ) A (g/m?/24hr)

Ay xzFLomlita sy )
o7y #3000 Y = F L (40um) 12
7 42 (PT)

R)ZFLUMLT TV o .
o 7'Z v (30.5g/m2?) /ARY =F L (30u m) >12
T4 (TT)

EBER)ZFL T 4NN |

H—J= 7
(HDPE)
#H7x LFF &M (Open)

11




OiER

25°C + T5%RH. 30°C « 90%RH (28T 25 T /37 KL 40%75 /8L bl D 22 TE PERABR il 3=

) PRAT ]
am IRAFARIE AR OH 30H 60 H 90H 120H
SNl SRERE S — — — -
PT [25°C - 75%RH| EEHNE (%) 0.0 17.7 23.7 26.2 27.4
BAFE (%) 99.6 102.0 100.2 99.5 98.7
Sl SRERFIFN — + + ++
PT [30°C - 90%RH| EEHNE (%) 0.0 32.4 39.3 45.9 48.5
BAFE (%) 99.6 100.6 99.8 101.0 98.8
SNl SRERE — — — —
753 |25C - T5%RH | EEHMNEK (%) 0.0 23.1 25.7 26.5 26.8
AR (%) 99.6 99.5 99.8 100.1 97.9
SNl SRERE S + + ++ ++
773 130C + 90%RH | HEHINE (%) 0.0 40.2 45.2 50.8 51.9
AR (%) 99.6 100.7 99.3 99.5 97.9
Sl SRERFIFN — — — —
HDPE [25°C + T5%RH| EEHINFE (%) 0.0 8.3 13.0 17.6 20.0
RAFER (%) 99.6 100.3 100.7 99.6 98.6
SNl SRERE S — — — —
HDPE |(30°C * 90%RH| HE&HME (%) 0.0 16.2 22.8 28.6 31.6
AR (%) 99.6 101.7 100.3 100.4 100.5
ShEL SRERFIFN — — — —
Open |25C - 75%RH| EEHMNE (%) 0.0 25.6 26.2 26.3 26.3
BAEE (%) 99.6 101.1 100.3 99.1 97.9
Sl HEmE| ++ ++ ++ ++
Open [30°C - 90%RH | EEHMNZE (%) 0.0 52.2 53.3 56.1 52.8
AR (%) 99.6 98.9 97.7 97.3 97.0
N — A= v L E R ERD 72 + BRI 250 5
+  BIRKL B L ONREIPEIR T 2R 5 + [
25C - 75%RH REOEEIEME 30C - 90%RH REDEEEME

(%)
30

12

TN R 40%
20| =
S 2
g i
1 P
mo =
ES
- PT 10+
- 5 -8 PT
- TS
== HDPE -
=C= Open == HDPE
=0O= Open
0C T T T
0 30 60 90 120 (day)
B

(%)
60

TN k40 %

120 (day)




V. ARICEYSEE

1. PEERIIHR
OB TAMA (UMK - EREME - BAEDHREL L VISEARNE) BLUTADAICH S HEHRIT
BEE (R - SBEE) 0bR
OBRREIUVERS dDADBREDA
O KBRS S 4E D FefE

N

. MREREIMHRICEHET HERE

5.RERIIMRICEET HER

(REREFEEDOREMF)

51 AANL. FERBEEORMEMIBROA TIIAFAFIC L2 ST LTV BEICORFKEGT 52
&

5.2 AHNIFEL LB BIEZ M T 5 A TIIARWO T, KAIFGHICTRBIENRFED L-HE 1
(THEN)E U TR EMERREAZEA S5 2 L, WEANICZOZ L 2BEF T FoICHA L Tk
NP

(fia5)

5.1 MK T2 ARFOMHIL, FEELL TV FERAZEMT 57200 b D TIiER< ., atkols
W TR A EAFICKEE2 X2 L COBIEGIO THERBEREOREMH ] NN THLZ L2
ETAH-0ICEi L,

5.2 RFNI B BIEEZ BRI T 2 AN TILR N &2 FaNcBE AT 20 ER D 5,

3. BERUHAE
(1) ARERUVHAEDMES

W74 HiEL O &
(BETANBRUTALAICHS BERITHREDRR. BRE L TRS
RO BRREDAR)

WE 1 HE VT ali)h hY AL LT 400~1,200mg % 1 H 2~3 [A]Z
RO T 5,

T2 L, A RIS U E R S,

(REEREBRIEDORIEMSHD

WE 1 HEAALT g U AL LT 400~800mg & 1 H 2~3 [Ali24y
RO T 5,

7RE. AR - ERICIE U BT 523, 1 HE L LT 1,000mg % # % 72
WZ &,

(BETADABEUTALAITHES ERTEHEFSORR. BRSLUVRS
DIRDBRBOER)

MW 1 HE 8~24mL (v 7afg) kU v a L LT 400~1,200mg) % 1
H 2~3 o TROEET 5,

7L, R - RIS U T S,

(REEREBRIEDORIEMSHD

W 1 & 8~16mL (/Sv7ufg) hU AL LT 400~800mg) % 1
H 2~3 [EIZ 0 TROBS§ 5,

7p¥s. AR - RIS U EIEET 523, 1 HEE LT 20mL (L7
fer U A E LT 1,000mg) RN &,

TN BE 100mg
T3 U 4E 200mg
TN L HIRE 40%

FRArvva sy 7 5%

13




Wr5e4 HIER O &

(BETADABEUTALAITHES ERTEHEFSORR. BRFSLUVRS
DIRDBRBOER)

WHE 1 HE S VT ali)h hU AL LT 400~1,200mg & 1 H 1~2 [A]Z
RO T 5,

T3 R $E 100mg 7272 L. AR - RIS U a5,

T3 R §E 200mg |  AERJEFEE D FEAEHIH)

W1 EE/SL T afE T R Y AL LT 400~800mg & 1 H 1~2 [EZ4y
RO T 5,

7RE. AR - ERICIE U BT 528, 1 HE L LT 1,000mg % # % 72
WZ &,

(2) RERUVAEDORERE - B
M ER e L

4. RERUVRAEICEHEY STRE

T.RZBRVHAEICEET 5FE

(BFE L UVRS DROBRRED AR

2V T a ROBRE KOO SR OBRRIEICH T 5, 3 BHELL EORBEMN IO W T, BRSO
FRPRARER TR /e = B 7 o XIE LTV R0 99,

5. ERERALAE

(1) BRT—2/1\vor—
MR L
(2) ERERFEEHER
AR L
HE R G KERGICBEI L TE, VL 1. (2) BRRBR CHR SN mhRE | OESH,
(3) HERGERRAR
AR L
(4) BREEAISLER
1) AR
(BETADPABEIUVTADAIZHES EHRTHIREDAR)
OEREKRHER (FHF. Ay FI2kd) <FT\7rudE, b, vuy 7>
ENICRIT 5 2 O 8 5 % & TR BRI 3 T bR HE R G451 1,301 il TOERIK
FAEOREIILL T O L B0 Th o712 07,

A ) i@%ﬁ@A” ) mﬂﬁ%@A”
AN CHMBIHNERIE) HEEE (GRBIEBIED)
BT A A 87.7% (128/146) 69.1% (414/599)
o T A A 75.7% (28/37) 65.4% (134/205)
Z DO 80.4% (37/46) 70.5% (189/268)

) RAFEME, WERAE, TADAITHE D PR - 1TEIREE . B AR

14



OER—RERIKRAR <77 REE>
EWN 36 i IR\ TT 37 e (FlsE) 1 H 1~3 BOFREGIC L > THERSNW TWDAER] (413
B) ZxGE LT, HBE2EETLHZ LRI T A REE (BikEE) 1 A 1~2 &G ICHEEE
WU L7l S, RS CIE s 42.5% (171/402 ) . %3 45.0% (181/402 ) Tik
FLL 1% 87.6% T o 7z 9710,
Fo, WA OEEL Z R LIZERIIUTO LB TH Y, F%EE LIET 37> REEDE DL
ML 5T,

T VREEDMED [[%Ch b F o CREENE D
BRIRFEVEIC R D h R 14451 (5.0%) 25961 (92.8%) 501 (1.8%)
PEFEATENBE 203 2 2h 3 361 (9.1%) 30%1 (90.9%) ol ( — )
NIRRT k9 2 B R 4761 (17.5%) 2061 (76.6%) 1661 (5.9%)

RBT T UEENST N REESD 1 HORGEFOET L 2 [Bl-1 [FH3 217 fl TR b £ <,
RN 3 [B]—2 1] 80 i, 2 E—2 | 52 fil, 3 [El—1 [a] 44 5], ZDOh 9 FIDIETH - 7=,
BIVERZEBUBERE 1S 4.6% (19/413 ) Th o 7o, ERBIEAIL, BECRIE, B - & OG- &
1.0%., HIRE VKR - SH25% £ 0.5% Th ol

@/ ORF—/IN—HLEHER <77 REE>
[EIN 30 gk D ILFRFFIEICIBNT, TADLABE 101G, T35 81 B 20 LT3 7 R
FE1 A 1ML (W FRd 400~1,200mg/H) D7 m AF—"—ikI2 kD, 12 89O 24 H R
FAERE A $eG- U, WA o0 R G0 2 38l L 7o RER . Bk E, AME L RFU EEHES
72H DN 98.9% (94/95 f5l) T 7= 10,
RIVE S BUBEE 1 6.0% (6/100 f3]) T o7z, FAeENWERIE. HHR 3.0% (3/100 f1) . REIEIN 2.0%
(2/100 ) TH -7z,

(BFEBLUVRS DOROBRREDAR)

OFN _EERIERER <7 78 Mk, oy REE>
KET, BRMEFEEEE 179 x4, S rafg, VFUuAE T 78R % 3HEREGT5
HEMRLEEBR O E L Sz, TR, FEWSEE BRI RE T &b 50%LL RiE) %
IRLUTZEIEIEL, 2V e Rl 48%, VT U AR 49% THY ., ST aBREER ) F U LAREE BT
7T R REE %ICHAFBICEAL TV, AFFRICOWVWTALVT m BT B L 2FRIT,
NEHE N OEF DR TH -T2 9,

OFN _EERIUERER <7 78 Mk, oy REE>
KET, UF 7 LIS L0 nd 5 WIEREME D 220 36 Flo W EEBEICONT, 77k
N2 RRIC AV T a B O M & AEN —HEREEGRIC LV BEt s nz, ToRE. TEA
BVEREAT T B C & 2 B M R SRR G R P B O B OB G 1T/ IV T a BERET 54%., 77 B ARBET
5% L /LT B CHBICEN T W, 77 B AR~V T 0 R CH B ISR BUEE O E
HBERZIBD N7,

<7;§3§> 12)
EWNIZB T ABREBITILLTO LY ThoT,
JritH GEIES
B 7o (TR AR 71.7% (43/6011)
9 O¥AH 33.9% (20/59%1)
IRG IR R 59.1% (13/22%1)

e 2 WX AR O MBI E B 225 FlD 95 B HEFEL TV ai - FY AR S
TV 61 Bl RICL b AT T 4 TREBEEFEE LT,
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POV afEF B U U LR RIE 400~2,000mg/ B, $&5-HIEE 32 #1123 2 4ELL 1, 49 2 6w A

UbETHoTe,

) A TEREIN TS AELROHE (BURls L0 S SR OBRIEOTER)
W1 BES LT alE U AL LT 400~1,200mg & 1 H 2~3 8] (R E: 1~2[E]) (24
TRAKRET L, 2L, Fi - SERICS CEEHEET 5,

O FERE A DREMNF (8% : BHAT—5)

AGRIF £ TIZEWICB W TR 2 £ L TR 5, AHOICIRE 2 B AR e L TR 21T

277,

2#& L LT, KEK

ORBrT VA

on FH R R L 92 & U 72 BR R

TUHE BRI TR A LR

@xt4

BR O —E & RLil T D,

SR 2 BILL EOFEN B D 16 FRLL o FriERE £ 176

@Rk ST ik

77 AR I T algE (VPA) 500mg/ B, 1,000mg/H. 1,500mg/H % 12 M5

(MRS HA 2 4 B, HEFFEAZ S WM L L. 250me/ H 25452844 L, 500me/ H £ 250me/8

H. 1,000mg/H B} O 1,500me/ H #Ei% 250mg/4 H CTHitE4 %)

@R (A1)

FURICEET 27 — 2 3G 6o 72 5 Bl ZBR< 171 5 TR
- 12 B OTREEINC T 2 4 B[ & 72V O FEIEFRE BRI
(4 HHDOR—=2F A NI D FEAEFR BB & O [EE)

7R (n=42)
VPA 1,000mg #f (n=40)

0.5  VPA500mg Bt (n=45)
2.0[E  VPA1,500mg # (n=44)

1.7 =]
1.7 [=]

TR LR L, 4 VPA B TIRPEREEBREAAE (p<0.05) (2D L7z,
« FEAEFEHRPE G & i LT 50%LL FIZE L EE 0EIE

75 R

VPA ##
O (atk)

21%

44% (p<0.05, p<0.01vs 77 &R Cochran-Mantel-Haenszel #i 1)

Bt (%)

77 %R (n=44) | 500mg (n=45) |1,000mg (n=43) |1,500mg (n=44)
HEFEGIH, 35 (80%) 34 (76%) 32 (74%) 38 (86%)
) IE 9 (20%) 9 (20%) 9 (21%) 23 (52%)
I 9 (20%) 7 (16%) 5 (12%) 14 (32%)
JEk Y 18 (41%) 18 (40%) 16 (37%) 20 (45%)
30 7 (16%) 9 (20%) 7 (16%) 11 (25%)
T 5 (11%) 7 (16%) 5 (12%) 18 (41%)
k= 9 (20%) 7 (16%) 19 (44%) 16 (36%)
G 7 (16%) 27 (60%) 9 (21%) 34 (77%)
Mg i 2 (5%) 4 (9%) 5 (12%) 11 (25%)
FFEMED F 5 (11%) 7 (16%) 7 (16%) 20" (45%)
fEH AR 5 (11%) 7 (16%) 7 (16%) 18 (41%)
PR 0 0 7 (16%) 16" (36%)

* 1 p<0.05 (vs 77 ER)
AEFRIINTIVOBE E 21T
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) AR THEB SN TWD HELROHE (Fim s EORAERS])
WE 1 RSV afgS Y AL LT 400~800mg & 1 H 2~3 [0 (R§E: 1~2[E]) (2T
RO%ET 5, 7ok, Fn - ERITIE CHEEIET 225, 1 H&E LT 1,000mg #2202 &,
2) R&EHUHER
MR L
(5) BE - WEAHEER
MR L
(6) AEMER
1) SEARERE (—REAKERE. SECEABREREZ. SARBELERAE). REHRFTERT 4R
—RRE. RERFTREBRAROAR
OFAREMAE<T 7 RbE>
AR (1990 4F 9 H 28 H~1994 4 9 A 27 H) AT i= i H pUiEAA COIER GRIEFIk -
3,035 i) OF T, T v REEFE AN O L7 alg) b U o LB O A 22 HFrfb ] 1,013
BilH ., 1981 ED T AN AFIEDEBSFEIC CTREO & > THEFIZ SN T, UFICSEE 2R T,
7 23 v R GEDFERIFE VER S

TADAFEIEDIERR 748 BB

(1981 4F) (YLl FIEGERAEEEIE (%))

RARFEAE 119/125 (95.2)

AT v =—F R 20/27 (74.1)

HRFEAE 29/36 (80.6)

ARIELE TRIE T 98/109 (89.9)

i ER AR 340/393 (86.5)

it 1 FAE 13/19 (68.4)

BRI oy FEAF 55/71 (77.5)

o FAE FEHERS oy FE A 142/174 (81.6)

TR TR 135/181 (74.6)

2) RBRFH L LTEREPEOABRNITERIE L-AE - HROBME
U ERR L

(7) =0ttt
Y LR

17



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
L
(R TADAB LTI TERATEIRETE ) TERIS KO 5 IR OBRRIE DR
TRERRFEAEDOFIESH ) & LT 7 aRUSMIERIE S I3 S Tuiauy,
EE B H DG OMRENTNRFIL, B OB TR 2SR5 2 &,

2. XEER
(1) EREMGI - fEFEFE 1920

{ERERGL
MRRIR TATR R Ok (S R ORHEE) 2D e T2 RE T EHfEES D,
fER#F

SOV alEt U U AL, INO GABA (v-7 2/ E&ER) IRE, NI VREL ERSELEED
Zkn b= ROREHE BIEESE S, RAID GABA BEEO A, GABA—T KO SSA—dh 0#)
Ml TN GAD OIEHALIC L A b D EHEESINTWAD (FRD), 27 aligt b U o AOERABEFITW
FEHESL SIVTWO RN MRRABIEME ~DVEH 2 LTI O R ORISTERIZ L 5 & OB H
J1THY, o, ST rEES N U LAOERIIRHEDIC L2 O TERLS, ZE LTIV T @k
HEDIERICE D2 D EEZ LN TN D,

PUERE 36 L OV B B IEORIEIMHIERIZ OV T H GABA MR EEEH 3% 5 LT\ 2 ATHE

PERE Z LTV D,
A ST 72—
LT TCAY 1 Zb vl
a-rrFNEL— b AN
H#7% ZLCoA
B3R SSA-dh
ANTEEIFIFTER .
FerOsrF—+
GABAIE
FIEE B ANTEBEIFILTER
; BERGAD S BSRGABA-T
W& A — b T Ik e
e 5 Y-FR/TFL—b -
(*7743 Y-T 3B (ha‘/x?S;F—t“ ?[I]
{GABA) fﬁu
im i
& il
7O
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(2) ENEREMT SRR 102029

1) FREFHRRAEI 3T 5 2R

i 2 DFEBREAE O FEFNIKRD LB Th D,
38R DTSR FEE S
EDsomg/kg (#11)
~ 7 A315, 7 v k345, UH¥325
EDsomg/kg (f&11)

S FNCER Sk

A B &= R

~ 7 A520
EDsomg/kg (#H

SR/ W NZ <i.) somg/kg (FEM)
~ 7 2460

EDsomg/kg (JEFERN)

7 v h75~100 (HE7EfE)

<A

350mg/kg D B T 13 K ’500mg/kg LA D #% 1 $¢ - THpH

EDsomg/kg (#%0)

~ 7 A220, 7 HF290

T I ADNRRAT T A R FHICL D50%EE R & (CDso) 1%

RRAT T A Righg 24.8mglkg TH L3, 7L mfgt MU 7 5440mglkghl A 5% DA
7'Z A4 RDOCDsolx65mglkg

TEIF AR

I TR e

A ==

2
A

RUT N T VLR

2) BT AMNIET VKT H8h 5
b b ORI, ~ U X ORI IH 2,
3) B TANAET VT 5805
A asrs)r MERFEIE, 2O Kindling #8264 2,
4) ASVERA A B ™ P ORI R IE TR
OB % IR EBIC KT D 2
50mg/kg LL b O FA CHEE #4578 O E A 72 M 2358 H AL, 100mglkg LA b TIZHALE DR 720
LR RE D R b7,
QR DR VEVEEBIC RIT T
50~100mg/kg 1 THAFR DO FEIELME /2 LITIHEK 2R LT,
@ IHHEER AR X 2 i PG IR B 2 R 35 2
20mg/kg FE TR EMBEIBIUZH NS & ZOMEIZNRDOERIFRD Hiv, 50mglkg #id THl
W SR RG] ORI R DR R B v, 100me/kg §HERITIE, RITEN A 0O B 5015 K Ol 612
f L CHEIZHRWINHIZ R 2R LTz,
5) BYROEET MTKET HINE
BROBET IV EEZONDT XY 72 F It un T RS FEOHHBEEICEY &
U5 AREBLEFE~NZ, AECHHT 2, (vUA T2 K)
(3) {ERZRTRFME - FFiuki
MER R L
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VI

1.

EVBEICEYSEE

meREDOHR

(1) AERLAEVWGOLPRE

@ E iR E

(BETADMABEIUTADAIZES ERITHES OER)

1) B EEEL 40~120 u g/mL L @HE SN TWER, FEOBRENRH Y. O FRIT 50 1 g/mL
B Y HHEC EIRIT 150 u g/mL &+ oHE L H D,

(BRHELURS DOROBREDAR)

2) BAZhMPIEET 40~120u g/mL & HESNTVWDER, FHEOMENDH V. T FIRIT 50 1 g/mL
RET HHER BRI 150ug/mL Lo @ELH L, SMEHNEREZEE LTS, JRH|
I HREEE =& U & I TIEAR WS, ARHI 0 H SRR IR RIRE O & - T 550,
T LIRS RN G DN WGEAZEITIE, REIECMPREES=2 ) v 72T\, HERET
HTEMEELWY,

(R EEFEFE D SRS

3) Azl RE SIS TV RN, A REE=X U > Z I3 TIE RV, A
O EHEERFICERIREOBNR S > T2 I5EE T, LEOSCLFREES=%1 v 7 %7, H
BT ENEE L,

<BES>HEBBECONEFELRELEE GBNT—42) 30
[E BREETR 7 O Fr 9 a2 W S C BRI & 2 S u7s 45 Bl s v e g R U U A 8300~1,200mg/
AAIEEMTESG L, 5 6 » H Mo s ERIEL & 58 B 5o i S a0 Al & Jg BT (i
THHIREE 50 u g/mL A0 vs.50 p g/mL LU E) &1To72, TOREF, Wit L b FEIRIEREL 2 A B I
HEE, MIEF LT O R 50 1o g/mL RIEEET S AMENHER S,

NR—25 4 Mg L7 o e s
(n=45) <50 g/mL (n=24) =50 g/mL (n=21)
PEFREAERE (191 7) 3.5+0.9 2.0+0.9%" 2.8+1.0%
S R (H/A) 6.4+3.5 4.6+2.9*%" 6.1+2.4

% : p<0.005 (vs.X—AT A ), T :p<0.05 (vs.IMiFHHE=50u g/mL &)
et ST alg) U v ARERICHANTRIERIL. BB, KEEN, TR LA EFTho7
B, WIFNLBETH -7, BIEANRALNTEF DL BT 2 MR RET 35~50u
g/mL T, JBRITOEIIALNRD o7, 6 » H OB &k NZ D% ORHBIZEN (6 »
) ickBsnT, EERRMERIZA LR T,

) A TEREN TS AELROHE (rEEm B IEOREMSF)
WE 1 RSV aigS Y AL LT 400~800mg 2 1 H 2~3 [0 (R&E: 1~2[8]) (2T
RA%REGT 5, 7ok, Fn - RIS CEEIEET 225, 1 H&E LT 1,000mg #8222 &,

O =M RETIERR 3V
| BalAY %
fEFE RN FIZT 3 o §E 600mg (n=8) ZHEHZE L7255 D tmax 13 0.9240.57 Kf] (4218
Refe ) . 3.46£0.66 IRifE] (%K% G) Tholz,
BT/ REE
fEHE RN FIZT 3 R $E 600mg (n=8) ZH[EIFE G L72HE D tmax 13 10.261.51 IR (%2
fERFR ) . 8.95+1.08 I¢f] (B%EHZG) Thoiz,
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(2) BRBRCTERSh-OPRE

1) BEFESV<T T U8E, 737 R EE>

RN 8 BT /3 R EE (IREEE : 200mg) . M OYT /37 U 8E (FiBEE : 200mg) ZFNZi 1

1] 3 & (600mg) H[EREOHKEE LA OMIGET V7 aBRECHBIITROEEBY Th b,

WIEEE & HE L CT ) v R ECIEHIE S 2 IS kT 5 iR EE 02 E L 7= Rt (T3 6.

12 KON 24 Bl D2 OB X A% & 58 : 28.0, 28.8 K1) 16.3 1 g/mL, ZEfFHEE 5.7 : 22.9,

27.4 k1N 16.8ug/mL) RO LI, £, BRFORELZZITTITLE LTEWINA G Bz, (TVIL 1.
(4) &% - fFHEOZE ] OHESM)

Flo, 1—ar =2 METEHWTHEM L2 REERI /T A —Z 3RO LBV TH S,

(p2&/mL)
0 HERESE O /L 7 O/ R O#E
504
& 75U R G 200mg (B)
— TR R 88 200mg (ZERERS)
40 —=e /X458 200mg (B1%)
i o——a TR U5 200mg (ZERERE)
E (BT 1 n=8)
b B :
E Hzoav k
TFo274—I0&b,

YR E R/ NT A —H4 (mean*+S.D., n=8)

RS T3 CREE (RAE © 200mg) TR g (E@EE : 200mg)
Ze R G- BHREL 2 G IR - BHBREKG
Ka (1/h) 0.241+0.059 0.333+0.109 16.613+18.212 0.885+0.225
Kel (1/h) 0.0566+0.0142 | 0.0647+0.0289 | 0.0755%0.0155 | 0.0918+0.0221
vd (L) 14.00+2.03 12.84+1.35 9.67*£1.17 9.09+0.42
Lag time (h) 2.08+0.32 2.45+0.35 0.20+0.07 0.51+0.25
tmax (h) 10.26+1.51 8.95+1.08 0.92+0.57 3.46+0.66
Cmax (u g/mL) 27.9%5.3 31.4+5.3 59.4+6.7 50.6+4.2
AUCo+ (z g+h/mL) 863+271 843+ 262 964+236 868+ 195
tuz (h) 12.92+3.34 12.18+4.03 9.54+2.07 7.92+1.78
CL™ (L/h) 0.79 0.83 0.73 0.83

Ka : WIGKRE TS Kel : HISEETE Vd : DAEHE
Lag time : WINAFHEEH (5% MY M S5 £ TORER)

tmax :

1) Vd, Kel XY FH

3¢ e . P e E B B R

Chax :
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2) RE®E2D<FT U REE>

fEF R AL 6 BT 737 > R #E 200mg. 1 [0] 600mg (3 #8) 1 H 2 0], 15 [B|DO KEHE K& Y 1,200mg
(688 1 H 1M, 7 8 BIOKERG 21TV, AT algo i h#iE4fa Lz GUEE : F 27

nY 7T 74—), TNENOMBETREOHERE (EREL v 2IL—ar) IMOEBY TH

%o

1 [81 600mgl H 2 [MDOKER S TiE 6~7 HET, 1,200mgl H 1 BIOKELE TIE 7 HETEFIR

RElZE L7,

Fm. ENTNORKEB GBI DR GHROIEYEERII T A= FEDO LBV TH D,

TNV REE1E600mg1 B 2MH, 15 ARERSEKFOMSBEKE

p/mb
200}

100

RN =S

10

—
[

TIVrVREE1,200mg1 A 1[0, 8 AREHREHROMPREHER

p#e/mL
200}

100

FEESirc =S

10

s
I

AEH G SR 2 R 58 OEY LRI ST A —4 (mean+8.D., i n=6)

IRT A=K 1[7600mg 1 H 2[A]#¢ 5- 1,200mg 1 H 1[E# 5-
tmax (h) 4.83+0.75 7.83+2.04
Cmax (1 g/mL) 103.8+10.9 103.9+25.9
Cumin (u g/mL) 85.4+17.6 61.8+15.7
tiz (h) 18.0+2.9 20.1£6.0
AUCo12 (r g+ h/mL) 1134*119 1954+ 466
AUCow» (ug-h/mL) 3235+ 442 3515+ 802
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) TR URET N VB OB <7 /3 ik >

TREEREA 14 BT S0 IR UL T R U8E (BRLEh v mfig) ) v AL LT 400mg) 1%
A5 Lzb &, AUC KT Cmax & HIZHEEITE D SN0 oTz,
4) FINFTURET NNV REOHEB<T /7 REE>

ERER AT X7 BT T 2 REBE (% 600mg) ZfRN#EE L7-E &, AUCICAEZEITRD S
NI T2 RGN R R T RIGEE B, tmax & ¥ Cmax T AN B AR b,
5) BREB 9<T X7 8, 737 REE>

BEfF DT 3 g (Bige) TIRIET O CTANARE 11 HlZxRE LT, 78 v REE (i) 1
AEl% 2O IRE L <L 1 BE 1 EIRA L7256 0EWinhigEDO R NEB 427 37 6 1 B4
2 B4y AR B & LRl RRRT L 7=,

FEREIKO LBV THD, T8 REE LA 2 [EREO BNEENTR /NS, 737 REEL
A 1ERAREEBEFEOT /N7 881 B 2 B3RO B NETNITIZIZRBEE Ch -7,

Foc 1 0 P FE e AR PR EE b2 7 %7 > R EE 1 A 2 [\ ARFE 1.17+0.16, 737 REE1 A 1 [FR
HIF1.53+20.13, 737 881 H 2 B4 kIF 1.55+0.19 Th o7,

H A Z5E) o B
Ty YR 2GRS L 11 ERAE L
F A Y BELH 20 RS O B

{ue/mL)
150
mean+S.D.
1m
;’é 100 - 9541138
B 86.2+-76.6
------- b 86.01-12.8
————— el
W
63.24 LT
el T 56.116.6
H TV GRS 152 088
%-% Fri4r RiE 1 H2 O8R
32 Frig Rt 1 H1ERE

l |
i BRy 354 EelhiEE

)« RIBIEBNT, IEHBAAEIF O E CHEAE LT 1 H & 20~30mg/kg & HEHEIZ 11 » H~3 448 »
WO VBEFOT N r U8R 1 HEY 2RI IRL TWZ 11~18 F D TANAEE TH D,
- HBRITIHOHEA LTS TICEm L,
- BRI LERE (1630) | B2 (16) TT X7 U 8Ed L <IE7 7 YREEDOWT
RS, BN (24) CTF X UREEATHLEIRA w7,
- JEW i IR FE O WIE X TDXE L e ik TIT o 72,

(3) i

U ERR L

(200 p g/mL L EEHEE SNDBMEAANZE D D, WHIND | AR, BLE S ORAERCHRER S R 87

%, EmfEESCEIRKEBICRIZEbHD,)
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(4) BE - ftREOTE

1) BEOXE

<TG UBE, MIRL, vm oy >
Rk A 8 BT /37 8 600mg (200mg % 1 [7] 3 §8) 2 ZEERE R OVRZICHER &5 Lz & &
ZENERFHE 5 & IR TR B G TIERIGEEE EEE O Cnax DA ERK T tmax DHBERIEE DGR B
7z30, (IVI. 1. (2) 1) HiEEE ] OHESH)

<TF RV REE>
fERERR A 8 BIllCT /37> R §E 600mg (200mg % 1 [0] 3 §8) % Z2fEN K OV R ICHER DK G L- &
x| ZEHERER G L BB TITEEYEIRE T A — X ICAEEIT R, BREOEELZ T TICLE L
W23 7= 80, (TVIL 1. (2) 1) HEHE ] OEBH)

2) BFREOREE
(TVIl. 7. FHEAEH) OHEZHR)

2. EMEERBNT A —4
(1) fBAE
(TVIL 1. (2) ERRARBR CHER I FERE ] OHSH)
(2) WRALEETE
(TVIL 1. (2) HERFBR CHERR SN - MR OESHR)
(3) HEEEEH
(TVIL 1. (2) FEPRFBR CHERR SN -MFIRE ] OESHR)
(4) VY73 2R
OEMEE/NT A —48 (B35 : s sCika A1)
PV T B BEOWINEE 100% EAE L& &, 287 V7 7 2 A 3/NEANERFERER A (16~60 53%) T
6~8mL/h/kg, AEANNETADPARE (3~16 ) T 13~18mL/h/kg & DHENH 5 39,
SNEANERE T, 2F 27 V7T 7 0 AN L TRV, RO 2 VT 7 AR T T 5 L0

WERH D 85,
NAT a2 7 V7 7 AXEIIHFEAGZ V7T 7 AL FEEAFEMEROEELZIT D
34),36)0

OLHEVVUTSVRICEEEEZDHEF
NVTaEOEE 7 )T T U AIEICHEE Y VT T A L MSETIEE A RO BB LT 5 3936,
ST a O TN EE 5 2 RO H DA 2 AT 5 85A1%, EMEICEE T2 L,
SVEY — VEERIK] T 2= h A RO AN B EAL T BRI A FE TS L E%L
éw®fﬁ% FEERLNETHD (IVIL 7. HAER) OBESH), BEAEAGEMET LS
wiRRET i%mﬁ¢%giﬁTTék%z6héﬂ\#ﬁn@%&iﬁ?bﬁwkéhfw
36),38)0
(AARNTOT—H] 3D
For g - (Z21ERE) 0.73L/Mmr (&) 0.83L/hr
T v RBE : (ZE088F) 0.79L/hr - (%) 0.83L/hr
K7 U7 T702FVd, Kel XVEHLE
(5) HHEE
OXMBERB/NT A —8 (BE : S Sk )
AV v a=1./10) ﬁzﬁ 0.1~0.4L/kg TH Y | (FFMIAINEIAY T2 L OWENH 5 39
(6) Tt
MR L
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3. BE£M (REaL—3ay) &
(1) BHAE
BRI L
(2) RSA—4THER
BRI L

4. HIR
MR 4R AP L
B T OHLE THRINE D,
R iR =
90~100%
QEMBEE/IRSA—4 (5 WS SRR S E)
PNVTaFRDONA FT RA T EY T 4 IZFEOENT X ST 100% & OWE R H 5 99,

5. 9

(1) Ii&-kxESFE@EE
FANRTOSME N IMIES B3 9 iz s v 7 a gt R U v A (600~1,600mg/H) Z#5 Liz & x| M
TEFEIX, MAEFIRED 6.8~27.9% Tdh -7z 10,
(2) Imi%k-fadkEaFE &
IR O TANABE 4 Bl v 7 afg) Y o s (600~1,200mg/H) AL Lz s &, i
MR, RMARMEFTIRED 1.7 5 Th -7z 40,
(IVIl. 6. (5) ki) DOIEZSM)
(3) Eit~DBiTit
BAMoOBE 2 plic s v afizth U v A (1,000~1,400mg/ H) 2% 5 L= & &, REILPEE L,
1D 3~6% T - 7= 42,
(TVIl. 6. (8) #Fhw) OHEZH)
(4) HE~DOBITHE
TADIEE BHFNCT R VR RO Lic & & SR HIRE ., MEHRED 12% Th o7z 49,
(5) ZofhoiBB~DBITHE
<ZE: v b (BUHRBRRE COME) >
7w M UG- v 7 afgst Y A (100mgkg) ZfFAHKE Lz &, &5 30 0% OMEHMHAE~D 5>
AV E > /N > I > RN > ik > fiti > i > Lol > S0 > 5 DI T d - 72 49,
(6) MFEEAKEAE
OEMEE/NT A —48 (B35 : s sk )
VT B BEO MR AREARIL 0% B TH Y . RINEFRENE X% 100 u g/mL DL ETIEFEER
g % &L OWEDN D D 3945,
EAMAEMET LA, EFRECIERMERREIXE T2 2 E 200508, Tl
FUERE ML T L2V & STV 5 36,38
EHMAZ (dn vitro)

WSnye B
20 50 100 150 200
(u g/mL)
91.39 91.36 88.63 85.52 80.03
i (%)
o ° +0.72 +0.20 +0.72 +0.74 +0.37
SEENBATIEIC L B mean=*S.D.
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6. R

(1) BRI R U

ST RO RIFIECRE S, B N TREL, s ariBisg

Mt 5 Z LDHE S TVD 39,

. B, o, 01 KQPwer

CHCHCH > GH-COOH
2= -2 N7t MY L Jrormiag
(4-enth) 8 -BUk® / bl
) CH3-CH,-CH CHg-CH,-CH CHg-CH,-CH
CHeCHyCHy Bk SR Chcoon ZELE TR - RS CcooH
> CH-COOH=—— CHg-CH,-CH, CHg-CHp-CH? CHg-CH,-CH, (I)H
CH3-CH=CH (S 7Om) (2-entk) (2-£ FO* V1K)
(3-enfk) w-Bt ; w-1-B1E w-2-B{t ¢
CHa-CHg—CHg CHg-CHz—CHg
CHo- CH-COOH "
CH-CH, CH2> oos! CHECHCH, ) CHq.CHy.H > CHFO00H
HO-CHp-CHp-CHs OH OH
(5-b KO% 1K) (4-£ FOX 1) (3-& KOF ¥1K)
¢ CHS CHZ CHZ CH3'CH2'CH2 CH3-CH2'CH2
CH-COOH -
CH3-CH,-CH, CHg- C -CHy ) CHg-CHo-C CH-COOH —~ CHa-CHy-C > CHa
> CH-COOH C 5-CH C
HOOC-CH,-CH, (¢] (0]
PGA - (4-4r ~F) (3-4 MME) BATHIY)
on-7OENT IV G —IVEE
CH3'CH2-CH2
Hoo. CH2> CH-COOH (FOEF=ICoA) (N2 F /1 ILCoA)
0 oy
(FRELaN ) \ (7£FICoA) (FBEF=ILCOA)

(#2¥=)CoA)
(7 T BmsR)

CO,

1)« 2-en K&, 3-en K, 4-en (KIZWV T cis K, trans KD 2FEEANH Y, F/=. 77 b EHK

ERAR

* 3en K, d-en KNHENEN 48 RuX iR, 5 Fax I ERERTHEOEZLH DN,
AR TIE AL ulgh b EEREENTE FeaxEARNERT5EEZ2 0N TN5S,

(2) R¥ICEETSBE (CYPH) O5FE, F5X

7y a fginEEsE (UGT) 2

A A=3"10Y/ W/l = 3 DR NG A

B H9 B EEE DOEIA T F 7 1 —24 P-450 (CYP) 7% 10%.

m%\ﬁwmmwmw%%&ﬁf&é ERHEIN TN D 39,

4-en KDOARKIZ Z CYP2A6. 2B6. 2C9 ZyfFns,

1% UGT2B7 % %@75‘&35—3‘“5 ERWE Z LTV D 4049 (in vitro),
(3) YEEENROERRUVUZTDOEIES

MR L

(4) REDOEHEOEFERVEEL., FELE
<HENT—H >
2-en 1. 4-en &I% VPA L 0 55 W S EFIEM N H B

BB, den KBFEIEDOREIUBIGE LT D EHESHLTND
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7. Bt
(1) HEHERGI R U#RER 5V
faHE R 6 B 2R ICT 737 o R EE (IRIREE : 200mg) 3 $EXIETT /37 88 (Hi@EE - 200mg) 3 $E
(v 7afgl LT 600mg) HEEE L, #51% 120 K £ ToO VPA X OMRH O IR Pt & 4 i
L7z, VPA R OMUGHIIC DV T OPEEEE K OB PRI MR L B0 T, &514% 5 HUWN
ICWHEGHEE K 60% (S agE) PRt ST,

TN REE (600mg) RIFT/7 U8 (600mg) HEHRSHRORPHMEDHERE (n=6)

Tt RS R Pl AT
2 2
(mghn) T %EF {mgrhr) T Lﬁr
B Ok 0%
160 % 160 =
#10 - 150 ¥ 150 %
i 1402 la0 2
ﬁ ==} 2

430 12
-20§i
110 3
o 1'%
0412243648 72 96 120

B (hr)

130 (2
oo ¥

110 3
%
120 0<

E 5|

Ooitezams a8 72 s6
i (hr)

F7o. BV OR TP EOESIIRIRTERBY THY, WAEREREE b I 3-keto A& LT
PEME S 4L, LLF VPA O 7 v 7 v T AR, 3-OH (K, 2-propyl-glutaricacid, 4-OH {&, 5-OH {&,
4-keto f&, cis-2-en &, trans-2-en KDIATH Y . KL, 3-en K, 4-en KIFIT L A EHRHES N

ot
Feb-1% 120 B & TOENREH O IR Pkt & 0El&
L7 T CREEBHRE (%) T CEEREGRE (%)
VPA-7 V7 v RIS 11.9 18.9
3-ketofk 67.6 60.5
3-OH{A 10.0 8.5
4-OH{E 2.8 3.1
5-OH{fk 1.5 1.7
PGA 3.7 4.8
4-ketoff 1.0 1.2
cis-2-enff 0.8 0.7
trans-2-enfA& 0.5 0.4
(VPA Y4 B HH L CRH)
(2) Hra .

ORMIMBE/NT A —8 (B S SRR S )
PN T BRORIACE DR P HEIERIT 1~8% & D|REDH 5 52,
(3) BEMEE :
(TVIL 7. (1) PEISRAL R ORI | DIHZ)

8. FSVARR—A—IZBHT S1EH
MR L
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10.

1.

. EMFICLHBREE
RIS 59 MR L

(BB AZOL UK LT CAPD [FritrIEENTIE] 2 A7 /iR, VPA i
IR 2R L7e s BRI 3) L7 o 7o L O|E DR 5 D)
MHEENT - %G ER R L

(& D REFRA S5 BEIEI3AGF)
ELREMAERERT « 9B L

(Tvil. 10. WEHRE] OWESMH)

HEOBREHT SBE
AR L

Z 0t
AR L

28

J=E YN

o
MEN



VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHRIZEBRELAEWNI L)

(FhBELLE)

21 EEARFEEOH HEHF [9.3.1 B3]

2.2 IR ARPUEYBE G R o [10.1 3R]

23 REVA I NVEEEORE [EERET VE=TMERHLDONDLZ ERH D, ]

(RERERAFOREH)
2.4 IR SOTIER LTV D FTREMED & S &tk [9.5.1 S ]
(i)

2.1 RANZ X D CH %25 O T HFEEFEOHERRE SN TWDebicttz e Lz, (VL 6. (3) JITH
REFEEAE ) OHEBM)

2.2 ANNVASRXRLRGAEWE OG- FICAFOMAPIREIMET U, LR LEfREICE S =
TINVSSRR LRAEWE E AR O EZESE Lz, (VL 7. (1) PR EZ0HE ] OES
H)

2.3 AFNCLHET VE=TIMIEDORINRE SN TWDIELVIRETA 7 VTR FEOH 5 EBHETIE
‘7 ESTMIERBLY A7 BNEED, BERIERICORN DL ZENEZOND A, IRFEVA 7L
REEDBE~OARN OB EI1IHER L Lz,

2.4<BFD : 2019 4 4 H WFTHE >

SRR 314 3 H 28 AT JEAEGEE EIE - TR AR R IR xR R GRAEZ@Em) 10D
&, Mg, TRAGES) OHEAWET L,
BEsf = S D IR SCEF OB HOUIE CER 3144 A 1 HEH) 2y, TFERAZEES ) o
BRSNS Z b, BRI THRAZEES ) OBARVITOWT, AL 30 A 12 [3EE - b
BAEFRDSEF OB SERLEZ RS R ER T TR T,
ZORER, TRAZEZ ) L3N TnDd HEmUIEIE L TS Ao ® 50 A ICB LT, 2hfE
XIIERD 5 b [HERBEIEORIEME] ~OERIL 145 & Lz, (VI 6. (5) i) @
Z )

(2019 4 3 A 28 HAHEAEFBE I - A TG R EE L xR R B AL 0328 % 1 5)

3. MREXIHRICEET SR EEDER
(TV. 2. ZEESUINRICEET SR 22452 L.)

4. BERUVAERICEEYT 2IRLETOER
(Tv. 4. MEXOHBRICEETSER] 22552 L)

5. EEGEFNIRE L EZDER
NCRAVES NI N

BEELEAXNIE

(FheEFIE)

8.1 EEMZMIEE (BGWM 6 » ALUNIZZ ) BNbbbhbdZtnboD T, FH5HH 6 » AL
EHRNCITHERER A 21T 5 e & BEOREZ H0IBET 5 2 &, 20Kk bEMFITESITHT
FEREMA 2172 Z ENEE LV, [11.1.1 2]
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82 BT VE=TIMIEAM ) BREENH LD ENRHLHOT, EHIWICT v E=THEHIET
Hip PB4 24To 2k, [10.2, 11.1.2 2]

8.3 HAHIXEMMICEHERA, MIRREZITY ZENEE L, [11.1.3, 11.1.5 &]]
(BFRETAMABEUVTADAIZHES EEITEIET OAR)

8.4 IR, TEES - £ ) - KAHEBRENEOK RIS Z LR H D, ABHEOFERSMABEAE D
BB E O & 1L, Bl PSS OFEEH 92+ o b ERIMEEIHWT U, fabR A 08 5 i
BEEIT O BB T OREENLETH D Z L2 WUNCBE ICIRET 2 L, £2, IRREND
SN HAITIE, ABBEOERSEGR A L O MBOBIEICEF Lenk o BEIIEE T 52 L,

8.5 WK A HEGEORMRIRD 2N LEGOPIEIZLY, TADLAERRRERS bbb 2
ENBHDOT, FhHEPIETIHAICIE, ReICMET 572 SEEICITY 2 L, [9.1.4, 9.8.2 &]
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11.1.11 EEMEM%. FEREkMEMA (9L b B ARI)

N, R PRI EE, EEVE NGRS DTG AITIE, NI X AR, MO CT otk % FEhid 5
Z b, EVEPEMZE, WFBRERIMERTR AR oA I S 2k U, BB AT H O P 5%
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DGR AAEZIT O Z L,

(fi#s)

11.1.1 (VI 5. BEEARJLARREE L ZOH), VIL 6. (3) IFmEREETEE ] OHBR)

11.1.2 (VI 5. EEAREAMNEE L ZOHEHB], VI 6. (1) AOHE - MERSOH L HBE ] OIF
Z )

<SHFD : 2024 4 8 HWGETRY (B EIGT) >

T2 bV HRAT 2= b A VRO T = ) 2NV EH — VDR SCE L OB A2 57212, THH
HAEH) o THFHEER) omISBERL L,
TEHEREANERE] KO TEWER] OBEICBWC, ARIZHEHATLIETCOF 2% E LizET v
EoTMAEORBUCET D EEMREZ2{To TWNDH I b, IO OHEAMASR E L CRl&ls
Lz, (IVI. 7. (2) PFAEEEZOEME] OESMH)

11.1.3 (IVII. 5. BEEREAWEE EZOHE ] OEBMR)

11.1.5 (IVII. 5. BEEREAWER EZOHE ] OEBMR)

11.1.11 ENIZB W TARFIE G2 SRV BEMERZ . AR Z¢ 2 R 8L LIS ER S B Sz 7o | THE
KRBIWER OHEICBRTLZEE L,
(2014 41 A 7 B EASEE EEREN LR EEBRm  EAZLH 0107 5 1 75)
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(2) EDfDEI{ER
ST B BRI, vm oy 7>

11.2 FOMDOEIERA

5%LL FE D 0.1~5%A ¥ 0.1% ATV N
i [ 1fn Bk B, FERERIEZ
I/ IR REAR T
K747V =747
> I E
AR R feEAR KA. B, AR, [BRREEL EEE. DEV, 119
h, PR e
THILER LD - MM, BACR| NZE, T BETUHE, 18
B, B AR, E
ik
Jr M AST E5-. ALT k
H. Al-P B
I s, MK (i
Bkt & 5 )
3] i e
IS RUE B2
W IR A5 RIR - BIR MR, JRIGEE
Bl HRRE (ARSI, KT
g, A %) Bt 2 KT iE
HhPEL T2
Z DAt PEEL, S M8, VZIE, B &7 E =T ME,
A B R A
m. Bv=F Eh

1) FEHBERIENSERAEZ ST,

1 2) AFOBGHIERIZ,

WEINTLEORENRH D,

(fif)

11.2<iBF0 : 2023 4 7 AoETHE (B FikED) >
TR | B BB TIZ oW T, AHlE OREBUENEE TE RUVEFINHE SN TWAS 2
Enn, TEWER ) @ IZoMoBIER] OIEICBRR L, EEMELEITH) Z L& Lz,

40




<T v REE>

1.2 ZOHOEIEH
0.1~ 5% =V 0.1% AT vV N
i i, AmERRD . AFERRER|IK T 4 7Y = U iE [ MREEEREIR T
2
AR R fHIR, KFH, O FEV, B | RIR, AR, EEA L, BEERE. 5o
L3
THILER B - MR, AACRIR B R, 8. TR RNk, (R
BAOTHE
JHF M AST |5, ALT E5-, Al-P
F5
I Mg, Mok (GFmeEkiE %
&te)
B Jii B
W BUE 5
WIR 2 IR, IR - BR JRKEE
A B g Hf&EE (ARANE, A
). ZFERAVEINEL K5
DY R IEE AL T Y
Z DAl TREVEE, 7 e =T M, S, AE, R WARE, BE, Hr=F
GNEEREYI AR
TE 1) S BUBE RS |3 A & S T,
1 2) AROEGHILZIC, LEIS N L OREND D,

(i)

<F A UBE R, Sm oy > OME 11.2 25,

QOEBIEEAREHEERUVEBKRREERYE %

BT /7 U8 100mg. T/347 V8 200mg, T/ 220y F5%& LT
AR GHER] 10,563 Bl 1,529 1 (14.5%) 12 2,141 HEOFEIER N REH LT,
BOME FERT CIE 13.7% (275/2,011) . hFAIOFHAER] TlE 21.8% (1,866/8,652) DI HBUFER TH >

7=,
ENOONRIILLTO LB TH D,
BEng
e KGRI L O B,
i AR OM (1977412 H 31 H3Z) :
O TR 19 354 373
@ FHASEFIE 748 9,815 10,563
(EARAE 451 (140) (1,871) (2,011)
(IO F 1) (608) (7,944) (8,552)
@ RIVERZBUEFI$K 191 1,338 1,529
@ BIVER B 264 1,877 2,141
(B P 451)) — — (275)
(fth G 61)) — — (1,866)
® BIEFFBUEFI R . . .
(@@ x100) 25.5% 13.6% 14.5%
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1) B¥R{E e

BITEAZEBLA S (%)

=1 K
RO AL O ARBEFLLIEORE 2t
(1977 4 12 A 31 H3Z)
mi&
fEkiERE | 0 1 (0.05) 1 (0.05)
FaaER
fEEHR 8 (5.7) 39 (2.08) 47 (2.34)
il s SHoE 3 (2.1) 22 (1.18) 25 (1.24)
H DA RK 2 (1.4) 2 (0.11) 4 (0.20)
ER 0 4 (0.21) 4 (0.20)
SR 1 (0.7) 6 (0.32) 7 (0.35)
SF E R 0 2 (0.11) 2 (0.10)
NI 0 7 (0.37) 7 (0.35)
RIENEHEAL 0 3 (0.16) 3 (0.15)
1TEN R 0 3 (0.16) 3 (0.15)
2L 2 (1.4) 1 (0.05) 3 (0.15)
FEth R 0 1 (0.05) 1 (0.05)
EZ 2 1 (0.7) 1 (0.05) 2 (0.10)
HIERR
B - @M 6 (4.3) 55 (2.94) 61 (3.03)
BECRR 6 (4.3) 25 (1.34) 31 (1.54)
B Wb 2 (1.4) 15 (0.80) 17 (0.85)
{5 K 1 (0.7) 6 (0.32) 7 (0.35)
TR 0 1 (0.05) 1 (0.05)
N2 0 4 (0.21) 4 (0.20)
Z Dt
U EK 0 11 (0.59) 11 (0.55)
W95 1 (0.7) 5 (0.27) 6 (0.30)
.77 1 0 3 (0.16) 3 (0.15)
IR 1 (0.7) 6 (0.32) 7 (0.35)
TLRIER 0 3 (0.16) 3 (0.15)
TR R 0 1 (0.05) 1 (0.05)
B 1 (0.7) 3 (0.16) 4 (0.20)
it =& 0 3 (0.16) 3 (0.15)
BEIR « 2R 0 2 (0.11) 2 (0.10)
THIE 0 2 (0.11) 2 (0.10)
Lo b 0 1 (0.05) 1 (0.05)
KRR 1 (0.7) 0 1 (0.05)
H R EH 0 1 (0.05) 1 (0.05)
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2) HHIGFARES

BIFERIZEBUT 2 (%)

=1 X
BIVE A o fEsE PR FRELGOT ﬁ\ "
(1977 4 12 A 31 H3Z)
mi&
Ak IE | 0 1 (0.01) 1 (0.01)
FamER
fEEHR 59 (9.7) 476 (5.99) 535 (6.26)
i« SHoE 43 (7.1) 315 (3.97) 358 (4.19)
H oA RK 5 (0.8) 28 (0.35) 33 (0.39)
ER 3 (0.5) 26 (0.33) 29 (0.34)
SHA 4 (0.7) 13 (0.16) 17 (0.20)
SF H R 0 17 (0.21) 17 (0.20)
SialEE 5 (0.8) 13 (0.16) 18 (0.21)
NI 2 (0.3) 9 (0.11) 11 (0.13)
RFEMEEAL 1 (0.2) 10 (0.13) 11 (0.13)
{TENER 0 9 (0.11) 9 (0.11)
A 0 4 (0.05) 4 (0.05)
Kt E 0 3 (0.04) 3 (0.04)
23 0 1 (0.01) 1 (0.01)
HIESRR
HEL - @M 39 (6.4) 174 (2.19) 213 (2.49)
BRAR 10 (1.6) 141 (1.77) 151 (1.77)
H b 21 (3.5) 119 (1.50) 140 (1.64)
(LA 0 13 (0.16) 13 (0.15)
T 1 (0.2) 6 (0.08) 7 (0.08)
EEE/S 0 3 (0.04) 3 (0.04)
e e R 4 (0.7) 3 (0.04) 7 (0.08)
Z Dt
EX=glysNRY 4 (0.7) 58 (0.73) 62 (0.72)
WG 9 (1.5) 33 (0.42) 42 (0.49)
.77 I 3 (0.5) 28 (0.35) 31 (0.36)
IR 6 (1.0) 21 (0.26) 27 (0.32)
ESE 0 32 (0.40) 32 (0.37)
TLRIER 1 (0.2) 26 (0.33) 27 (0.32)
TR R 0 11 (0.14) 11 (0.13)
£ 1 1 (0.2) 6 (0.08) 7 (0.08)
it =& 0 6 (0.08) 6 (0.07)
BEIR « 2R 0 6 (0.08) 6 (0.07)
THIE 1 (0.2) 4 (0.05) 5 (0.06)
Lo b 0 6 (0.08) 6 (0.07)
M) 3 (0.5) 3 (0.04) 6 (0.07)
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RIVEFAZ B (%)
=1 X
HIRRORE AL O AR ORE 2t
(1977 4 12 A 31 H3Z)
FEEL 1 (0.2) 3 (0.04) 4 (0.05)
H R H 1 (0.2) 3 (0.04) 4 (0.05)
AVRT Y 0 4 (0.05) 4 (0.05)
= DA 1 (0.2) 4 (0.05) 5 (0.06)

FEROMICIE, AN X D BIERFIEESEN, A TRESNTEBY . Z0IEE A L OREFIITE 5]
W6 » AUNTERL TS, £/n, BHRRBESEL LCARICERT S L E20N5E7 v E=T
HEARE SN TV B,

MRRBAEOZE® & L i, AST E&F 1.7% (42/2,469) . ALT E&H 1.3% (32/2,375). Al'P & 1.8%
(38/2,116) 7338 AL, F7o. — MBI MR 23380 HALE & OBER D 5.

BT/ > REE100mg. T/84 > R§E200mg & LT
AR £ T K OUKEEE O BIVEHFRAER 3,919 #ilrh 290 #1 (7.4%) . 341 {HICERIRIR A OLE) 4 5
TRITERRRD b7,
ZOERLDIFET o E=7 MUIE 35 14 (0.9%) , AR - AR5 34 14 (0.9%) . Hls < W& 29 £ (0.7%) .
Al-P F5 14 1F (0.4%) . FMERED « 4 FRERJE 17 1 (0.4%) . /RIS 11 74 (0.3%) . AFBRER
W2 111 (0.83%) . REHE - JE 11 4 (0.3%) . K38 10 4 (0.3%). & 8 4 (0.2%) . &=
81 (0.2%). HZ 61+ (0.2%) ETh o7,
HGRIF F TR OVKRRRE (AR A O FHAS IR - 1990 45 9 A 28 A~1994 4 9 A 27 A3Z2) 1245
N BRI A OB 2 & o RIEARBBURMOFEMIIEZE 2 LT O L B0 Th o7z,
i

Hp 4] KGRI Z DFR A it JH Rt o A i
O PRI 66 337 381
@ FRAEEFIEK 520 3,389 3,919
@ R 5 BUE B %L 128 172 290
@ RIEHZE B 159 182 341
® Eégﬁfg%ﬁfé?% 24.6% 5.1% 7.4%

44




RIEH DO FEAR

BITERIZEBUT L (%)

R Z DA it I AR AR AT g
RIE - RE{TREFES 1 (0.2) 8 (0.2) 9 (0.2)
ZERZ 0 1 (0.03) 1 (0.03)
ZERIZERFE B 0 2 (0.06) 2 (0.05)
w5 0 1 (0.03) 1 (0.03)
e 0 1 (0.03) 1 (0.03)
7R 0 1 (0.03) 1 (0.03)
e (E) 1 (0.2) 2 (0.06) 3 (0.08)
P - RIEHEREE 5 (1.0) 16 (0.5) 21 (0.5)
B R 0 1 (0.03) 1 (0.03)
FHER L 0 2 (0.06) 2 (0.05)
SR 1 (0.2) 2 (0.06) 3 (0.08)
SHE (%) 0 1 (0.03) 1 (0.03)
TS 0 1 (0.03) 1 (0.03)
WE 0 2 (0.06) 2 (0.05)
W E VK 0 2 (0.06) 2 (0.05)
PN 2 (0.4) 0 2 (0.05)
Hbox (&) 2 (0.4) 5 (0.2) 7 (0.2)
BEAERES 1 (0.2) 1 (0.03) 2 (0.05)
) 1 (0.2) 0 1 (0.03)
it 0 1 (0.03) 1 (0.03)
e - AiREREE 0 1 (0.03) 1 (0.03)
Hig 0 1 (0.03) 1 (0.03)
FAEE 9 (1.7) 31 (0.9) 40 (1.0)
fEEHR 5 (0.9) 3 (0.09) 8 (0.2)
IR 0 26 (0.8) 26 (0.7)
N 1 (0.2) 0 1 (0.03)
ER 1 (0.2) 0 1 (0.03)
1TEN R 2 (0.4) 0 2 (0.05)
L ET 0 2 (0.06) 2 (0.05)
HIEEES 16 (3.1) 27 (0.8) 43 (1.1)
I 0 3 (0.09) 3 (0.08)
GBI 5 (0.9) 7 (0.2) 12 (0.3)
M- & 5 0 3 (0.09) 3 (0.08)
Mgk - 5 (0.9) 6 (0.2) 11 (0.3)
BARAIR 4 (0.8) 0 4 (0.1)
BHOTIE 0 2 (0.06) 2 (0.05)
i3 1 (0.2) 0 1 (0.03)
T 1 (0.2) 2 (0.06) 3 (0.08)
B R 0 1 (0.03) 1 (0.03)
H b2 0 1 (0.03) 1 (0.03)
ERN ISR 0 1 (0.03) 1 (0.03)
B Wb 0 1 (0.03) 1 (0.03)
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BITERZES 2 (%)

BIVEH OFEEE

ARBEBZORE i FH A o A g

FFiR - RS REE 24 (4.6) 24 (0.7) 48 (1.2)
JiERZS 0 1 (0.03) 1 (0.03)
iR Y 0 2 (0.06) 2 (0.05)
S RERE 0 2 (0.06) 2 (0.05)
g AST 45 5 (0.9) 2 (0.06) 7 (0.2)
g ALT |5 2 (0.4) 3 (0.09) 5 (0.1)
N7 AT IS —EEH 0 1 (0.03) 1 (0.03)
y -GTP L& 0 9 (0.3) 9 (0.2)
EY U LY ImE 0 1 (0.03) 1 (0.03)
vavy =7 2 (0.4) 3 (0.09) 5 (0.1)
T — R SO B 4 (0.8 0 4 (0.1)
fic e Wi 6 VR VB S s B 11 (2.1) 0 11 (0.3)

R - FEEE 40 (7.7) 36 (1.1) 76 (1.9)
&7 E =T ME 10 (1.9 25 (0.7) 35 (0.9)
g7 39 —¥ L& 4 (0.8 1 (0.03) 5 (0.1)
Mmig7 7 —¥EF 1 (0.2) 0 1 (0.03)
Al-P F5 9 (1.7) 5 (0.2) 14 (0.4)
LDH k5 0 2 (0.06) 2 (0.05)
izl Al N R VAV 1 (0.2) 0 1 (0.03)
MmiEA U oL LR 7 (1.3) 0 7 (0.2)
MmygEH U o MET 1 (0.2) 0 1 (0.03)
IR MR N 1 (0.2) 0 1 (0.03)
Mg A7 BMETF 1 (0.2) 1 (0.03) 2 (0.05)
MiEHERE Y AXT 3 (0.6) 0 3 (0.08)
& YRR 0 1 (0.03) 1 (0.03)
1R B 1S 0 1 (0.03) 1 (0.03)
PR¥E 2 (0.4) 0 2 (0.05)

FRMERES 7 (1.3) 1 (0.03) 8 (0.2)
2 1fi. 1 (0.2) 1 (0.03) 2 (0.05)
AR BRI 1 (0.2) 0 1 (0.03)
i S s 4 (0.8) 0 4 (0.1)
~< N7 U MERED 1 (0.2) 0 1 (0.03)

Hinzk - @ARES 35 (6.7) 8 (0.2) 43 (1.1)
N Bk (iE) 0 1 (0.03) 1 (0.03)
B FR ER P 7 (1.3) 0 7 (0.2)
HAER A 1 (0.2) 0 1 (0.03)
H Bk (F) 5 (0.9 5 (0.2) 10 (0.3)
HiEkIE % (F) 3 (0.6) 0 3 (0.08)
IFRER¥E 2 (i) 10 (1.9) 1 (0.03) 11 (0.3)
U ooEkiE % (E) 7 (1.3) 0 7 (0.2)
WKL (JiE) 2 (0.4) 1 (0.03) 3 (0.08)
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10.
<FT N B,

BIfER ofEta

BITERIZEER AL (%)

KRR Z DA fifi FH AR A2 7t
/R - H 2% i [ E 5 (0.9) 14 (0.4) 19 (0.5)
/s () 3 (0.6) 8 (0.2) 11 (0.3)
1/ RN 2 (0.4) 0 2 (0.05)
=30 N =V = S 1S 0 2 (0.06) 2 (0.05)
W7 473 77> 0 3 (0.09) 3 (0.08)
P
S 0 1 (0.03) 1 (0.03)
WRAERER 8 (1.5) 2 (0.06) 10 (0.3)
BUN L5 4 (0.8) 0 4 (0.1)
JREH 4 (0.8) 0 4 (0.1)
1R 0 1 (0.03) 1 (0.03)
&R UiE) 0 1 (0.03) 1 (0.03)
— R HEE 8 (1.5) 13 (0.4) 21 (0.5)
R EE N 6 (1.1) 1 (0.03) 7 (0.2)
e CiE) 0 4 (0.1) 4 (0.1)
Gy 57 0 1 (0.03) 1 (0.03)
e (%) 1 (0.2) 1 (0.03) 2 (0.05)
2HED () 0 1 (0.03) 1 (0.03)
AN 0 3 (0.09) 3 (0.08)
AR 0 1 (0.03) 1 (0.03)
THIE 1 (0.2) 0 1 (0.03)
EA i R 0 1 (0.03) 1 (0.03)

B, ST algS b U U LARFENS K0 BEERRT RS 25 E A -

SEBNIH 541 6 » A LINIZRE L T\ 5,

. BRRERRICKIZTRE

BEEIN TR

BERS

MR, v 7>

ATHESNTEY, ZOIFLEAED

13. 8BRS
13.1 FER

AR AR L D EAR IS L0 ERRE T (BAR, B | s, EREEL, ST =T 0

SiE. MAKIEZE Z L72BiiiE S Tnd, SAAETIIRECHRHRES TN D,

13.2 E

FAL EMERE G 2T, R EE SR L, Eio, BEIDS U CHEELEER, k& 217

Do FEXVCOEEREHTH 1L T EMENRD B,
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<T v REE>

13.6EHRE
13.1 fER
AR A BRI K 2 BRI L ERRbEE (EIR, SE) | 8 RSl & ' =77
SE, AKIEZ 2 LBl ShCun g, SMETIIE B HRE SN TV D, ARANTGRE A
THHED, ERPENTHLDOND Z ENH D,
13.2 &
AL SRS ATV, RPEE AR S D, Fio, MBI UCESEMIRER. MikET 21T
Vo FTUXYUDEENGENTHoT T HHENRDH D,

1. HALDOEE
<FIr UBE>

14EBRLEDERE
141 EFRANEBEOIE

ARAENT—ELRAIZRET 5 Z &, [20. ]
14.2 EFIRXHFFOIE

PTP tl2EDFEANT PTP o — b2V L CTIRIT 2 K 5#5E T 5 2 &, PTP v — FOFAREKIC K
0. RS A RIEREARIA L, I E B 2 U CHERIAR SO BERAIHEL IR T 5
ZERD D,

(figsn)
14.1 (IX. 4. BV EDOEES] OESHR)
<F 7 RBE>

14EBRLEDERE

141 ERIZHBOIE

1411 AFNIEATIT, KE L BICRESEDL 2 &,

14.1.2 KHN D A EOFRED FEHIZHEM S 5,

14.1.3 PTP @30 3AIT PTP > — F B HD HU CTARA T2 X 5 8%+ 5 2 &, PTP > — h DR
(X0, DS EIEREA~TIAN L, BICIZHI 23 2 L CHERRINA S o B 1S 72 O BHE 2 R 5
THZENDD,

(i a)

141177V REEF~ N w7 2% L L, 2O EEREMEEFE Ca—T 7352 L2k 0 ik
BAL L7=8AITH D, SMUOBERIZHELE N CERR THA L TERIR O V7 aig) b o A
(VPA) DKIZAED~ R » 7 A BIRIPERIEZ 0 L CTiR2 It &5 (9~10 FEFCLEIE
100%) L RITHR>TND, o T, MAENTLE Y & 2O OENER T LV, Bk
& L COMEENBR DIVANBIEN (LT 5 2 N EZ DN,

14.1.2 FE AL SN D REIT AR DS SN B O ITZHO L5 b O OKICRER~ B Y
v 7 ARORIEEREE) CThH Y| 7o & 2 BEAIORPRIZN T THARIE L TH2 6 10 REHILL B4R
S TWIUE VPA ORIUZ R E 2T WE B2 bbb, 7272 L, EER THOH 5 EE TIL,
VPA 3+ S 407200 9 BIZFRIEN FE PR SN HBENH 2O THEETH Z &,
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12. ZOHODEE
(1) BREFERICE I HH

15.1 EREREAICE D < 1H$R

15.1.1 WS CTHEIE SN AF 2 G LEBEOFTANAKICBIT D, TADA, FtiREEEZxRE L
72199 O 77 & At ERAR B OMFHE R ICHB W T, BRASEA OB REROEELOY 2753, i
TADAVEDOIRARETT 7B AREL I LT 2 5 < (UCAMNA SRR © 0.43%, 77 &R
B :0.24%) . FLTADPAEDIRMEETIZ, 7T B ARREL 1,000 AdH720 1.9 AB W EEHESH
7= (95%[EHIX : 0.6-3.9), F7/o, TANABEDOY T 7 N—7Tlik, 77AREE L~ 1,000
ABHTED 24 NZWERR I TWD, [9.1.2 2]

15.1.2 AF| & OREBRIZHA SN TIEA0 D, bR T S BRI BV T, ZMERiD 3 »
ARNCAFNCIRE L2 ZBORIE, ZF M) X XILLRTFT T X LMIREE L0 &g L
T\Wﬁ%%f)x7®%M%TW¢éﬁiﬂ%é(%Wﬂf—bwlaHﬂ%hﬁE%:
1.09-2.07]) 59, — 5T, TAMNALERT HRBZ5RE LT CHli S -8l 2BV,
ZHaRTD 120 A FICAANIREE L7 ACH O RIE, AFNIREE waﬁm@ﬁm%&%@bf wat
FHNCH BRMRIEEE ) A7 OHEINTRS b ET2HELH 5 60,

(fiA)

15.1.1 (Tvil. 6. (1) AHHE - BIERESEDOH 5 8F ) OHEBM)

<JHFD : 2024 4 8 H kETIE >

15.1.2 570 6 4 8 H 27 HANEA I = F R IEFRZ Aok ik Rama (BFRZ@m) (kS 1
thOERE ] © THRRERICEKSE#R) OHEEZ%ET L7, EMA (European Medicines Agency :
RN E SR 5L T) @ PRAC (Pharmacovigilance Risk Assessment Committee : 7 7 —~a &Y

A - UR7FHIERZR) OaHEifERICES S AANZIRE L2 SCBROVIZ BT D Mt FEEAE I B4
2 IR A SR D R 23T T,
JEERBLERMTIE SN T L ZMARTD 3 3 A FICAFNZIRER L7 SCBL O RIS 1 D ARREFEEIE Y X 7

DEMPRE S Tz, 7272 L, AFEICB W T, #IGEIC i%)?&n‘%ODTHbTE KRR D bV
TaERETT e —T v TN RV, ﬁn@ﬁﬁﬁ#&)é ZEEBEL, BINTIEES B2 55
O)f:&)%ﬁf:fﬁiﬁ%ﬁ@%%ﬁﬂ?&) BILTWD T, —J, WESMEIEISE (JAMA Netw Open. 2024 ; 7 :
€241470960) [ZE\\ T, ZHRRETO 120 H F'ﬁ CARFNCIRITE LI CADAE AT DB ORTIE, #
FHERICAE fﬂ‘%‘é%ﬁpf U A7 OEEINTIFRD e o Tz,

LLEX Y | BIRE TR & Bl LT QB O R ORI ERE D FAE Y A 7 \ZBE 2 3l 1 LRz L

WRNH DO, RHIRERIC K 2 R OMIRFEELE U X 7 IO ATREMEN B E TE RV e, [Zoft

DOEF | OHEAUET L TEREME 21T 2 L & Lz,

(6 4E 8 H 27 HAT JRAGHEE IR IE I L o KRR RS 0827 55 1 %)

T : PRAC assessment report :
https://www.ema.europa.eu/en/documents/other/valproate-prac-non-interventional-imp
osed-pass-final-study-report-assessment-report-emea-h-n-psr-j-0043_en.pdf

(2) FFERFRAERICE D 1EH
WE STV RN

49




X. JERREREARICEAY H2HE

1. REHR
(1) ZENZEEFHER
(TVIL. HENHFEHIZEAS 2 A ] OESMH)
(2) REMEEHRER 2
Rl & —BEEERHIXI TRO LB TH D,
OF AR R ITK L 200mg/kg LA (7 X p.o.) THISEBHOME, 50mgkg LLE (w7 & s.c.)
TAF YL E Z— L ORI ZEET 5,
OmEERER. FELERRIZXT L 50mg/kg LA b (79 iv.) B5THRD TRERIZ 10mmHg F2 o Iifil £ K
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784 DEPAKOTE- divalproex sodium tablet, delayed release
HIE - Hiks | Tablets, 125mg/250mg/500mg

INDICATIONS AND USAGE

1.1 Mania

Depakote (divalproex sodium) is a valproate and is indicated for the treatment of the manic
episodes associated with bipolar disorder. A manic episode is a distinct period of abnormally and
persistently elevated, expansive, or irritable mood. Typical symptoms of mania include pressure of
speech, motor hyperactivity, reduced need for sleep, flight of ideas, grandiosity, poor judgment,
aggressiveness, and possible hostility.

The efficacy of Depakote was established in 3-week trials with patients meeting DSM-III-R criteria
for bipolar disorder who were hospitalized for acute mania.

The safety and effectiveness of Depakote for long-term use in mania, i.e., more than 3 weeks, has
not been demonstrated in controlled clinical trials. Therefore, healthcare providers who elect to use
Depakote for extended periods should continually reevaluate the long-term usefulness of the drug
for the individual patient.

1.2 Epilepsy

Depakote is indicated as monotherapy and adjunctive therapy in the treatment of patients with
complex partial seizures that occur either in isolation or in association with other types of seizures.
Depakote is also indicated for use as sole and adjunctive therapy in the treatment of simple and
complex absence seizures, and adjunctively in patients with multiple seizure types that include
absence seizures.

Simple absence is defined as very brief clouding of the sensorium or loss of consciousness
accompanied by certain generalized epileptic discharges without other detectable clinical signs.
Complex absence is the term used when other signs are also present.

1.3 Migraine

Depakote is indicated for prophylaxis of migraine headaches. There is no evidence that Depakote is
useful in the acute treatment of migraine headaches.

14 Important Limitations

Because of the risk to the fetus of decreased 1Q, neurodevelopmental disorders, neural tube defects,
and other major congenital malformations, which may occur very early in pregnancy, valproate
should not be used to treat women with epilepsy or bipolar disorder who are pregnant or who plan
to become pregnant unless other medications have failed to provide adequate symptom control or
are otherwise unacceptable. Valproate should not be administered to a woman of childbearing
potential unless other medications have failed to provide adequate symptom control or are
otherwise unacceptable.

For prophylaxis of migraine headaches, Depakote is contraindicated in women who are pregnant
and in women of childbearing potential who are not using effective contraception.

DOSAGE AND ADMINISTRATION
Depakote tablets are intended for oral administration. Depakote tablets should be swallowed whole
and should not be crushed or chewed.
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Patients should be informed to take Depakote every day as prescribed. If a dose is missed it should
be taken as soon as possible, unless it is almost time for the next dose. If a dose is skipped, the
patient should not double the next dose.

21 Mania

Depakote tablets are administered orally. The recommended initial dose is 750 mg daily in divided
doses. The dose should be increased as rapidly as possible to achieve the lowest therapeutic dose
which produces the desired clinical effect or the desired range of plasma concentrations. In placebo-
controlled clinical trials of acute mania, patients were dosed to a clinical response with a trough
plasma concentration between 50 and 125 mcg/mL. Maximum concentrations were generally
achieved within 14 days. The maximum recommended dosage is 60 mg/kg/day.

There is no body of evidence available from controlled trials to guide a clinician in the longer term
management of a patient who improves during Depakote treatment of an acute manic episode.
While it is generally agreed that pharmacological treatment beyond an acute response in mania is
desirable, both for maintenance of the initial response and for prevention of new manic episodes,
there are no data to support the benefits of Depakote in such longer-term treatment. Although there
are no efficacy data that specifically address longer- term antimanic treatment with Depakote, the
safety of Depakote in long-term use is supported by data from record reviews involving
approximately 360 patients treated with Depakote for greater than 3 months.

2.2 Epilepsy

Depakote tablets are administered orally. Depakote is indicated as monotherapy and adjunctive
therapy in complex partial seizures in adults and pediatric patients down to the age of 10 years, and
in simple and complex absence seizures. As the Depakote dosage is titrated upward, concentrations
of clonazepam, diazepam, ethosuximide, lamotrigine, tolbutamide, phenobarbital, carbamazepine,
and/or phenytoin may be affected.

Complex Partial Seizures

For adults and children 10 years of age or older.

Monotherapy (Initial Therapy)

Depakote has not been systematically studied as initial therapy. Patients should initiate therapy at
10 to 15 mg/kg/day. The dosage should be increased by 5 to 10 mg/kg/week to achieve optimal
clinical response. Ordinarily, optimal clinical response is achieved at daily doses below 60
mg/kg/day. If satisfactory clinical response has not been achieved, plasma levels should be measured
to determine whether or not they are in the usually accepted therapeutic range (50 to 100 mcg/mL).
No recommendation regarding the safety of valproate for use at doses above 60 mg/kg/day can be
made.

The probability of thrombocytopenia increases significantly at total trough valproate plasma
concentrations above 110 mcg/mL in females and 135 mcg/mL in males. The benefit of improved
seizure control with higher doses should be weighed against the possibility of a greater incidence of
adverse reactions.

Conversion to Monotherapy
Patients should initiate therapy at 10 to 15 mg/kg/day. The dosage should be increased by 5 to 10
mg/kg/week to achieve optimal clinical response. Ordinarily, optimal clinical response is achieved at

daily doses below 60 mg/kg/day. If satisfactory clinical response has not been achieved, plasma
levels should be measured to determine whether or not they are in the usually accepted therapeutic
range (50-100 mcg/mL). No recommendation regarding the safety of valproate for use at doses above
60 mg/kg/day can be made. Concomitant antiepilepsy drug (AED) dosage can ordinarily be reduced
by approximately 25% every 2 weeks. This reduction may be started at initiation of Depakote
therapy, or delayed by 1 to 2 weeks if there is a concern that seizures are likely to occur with a
reduction. The speed and duration of withdrawal of the concomitant AED can be highly variable,
and patients should be monitored closely during this period for increased seizure frequency.
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Adjunctive Therapy

Depakote may be added to the patient's regimen at a dosage of 10 to 15 mg/kg/day. The dosage may
be increased by 5 to 10 mg/kg/week to achieve optimal clinical response. Ordinarily, optimal clinical
response is achieved at daily doses below 60 mg/kg/day. If satisfactory clinical response has not been
achieved, plasma levels should be measured to determine whether or not they are in the usually
accepted therapeutic range (50 to 100 mcg/mL). No recommendation regarding the safety of
valproate for use at doses above 60 mg/kg/day can be made. If the total daily dose exceeds 250 mg, it
should be given in divided doses.

In a study of adjunctive therapy for complex partial seizures in which patients were receiving either
carbamazepine or phenytoin in addition to valproate, no adjustment of carbamazepine or phenytoin
dosage was needed. However, since valproate may interact with these or other concurrently
administered AEDs as well as other drugs, periodic plasma concentration determinations of
concomitant AEDs are recommended during the early course of therap.

Simple and Complex Absence Seizures

The recommended initial dose is 15 mg/kg/day, increasing at one week intervals by 5 to 10
mg/kg/day until seizures are controlled or side effects preclude further increases. The maximum
recommended dosage is 60 mg/kg/day. If the total daily dose exceeds 250 mg, it should be given in
divided doses.

A good correlation has not been established between daily dose, serum concentrations, and
therapeutic effect. However, therapeutic valproate serum concentrations for most patients with
absence seizures is considered to range from 50 to 100 mcg/mL. Some patients may be controlled
with lower or higher serum concentrations.

As the Depakote dosage is titrated upward, blood concentrations of phenobarbital and/or phenytoin
may be affected.

Antiepilepsy drugs should not be abruptly discontinued in patients in whom the drug is
administered to prevent major seizures because of the strong possibility of precipitating status
epilepticus with attendant hypoxia and threat to life.

In epileptic patients previously receiving valproic acid therapy, Depakote tablets should be initiated
at the same daily dose and dosing schedule. After the patient is stabilized on Depakote tablets, a
dosing schedule of two or three times a day may be elected in selected patients.

23 Migraine

Depakote is indicated for prophylaxis of migraine headaches in adults.

Depakote tablets are administered orally. The recommended starting dose is 250 mg twice daily.
Some patients may benefit from doses up to 1,000 mg/day. In the clinical trials, there was no
evidence that higher doses led to greater efficacy.

24 General Dosing Advice

Dosing in Elderly Patients

Due to a decrease in unbound clearance of valproate and possibly a greater sensitivity to
somnolence in the elderly, the starting dose should be reduced in these patients. Dosage should be
increased more slowly and with regular monitoring for fluid and nutritional intake, dehydration,
somnolence, and other adverse reactions. Dose reductions or discontinuation of valproate should be
considered in patients with decreased food or fluid intake and in patients with excessive
somnolence. The ultimate therapeutic dose should be achieved on the basis of both tolerability and
clinical response.

Dose-Related Adverse Reactions

The frequency of adverse effects (particularly elevated liver enzymes and thrombocytopenia) may be
dose - related. The probability of thrombocytopenia appears to increase significantly at total
valproate concentrations of > 110 mcg/mL (females) or > 135 mcg/mL (males). The benefit of

improved therapeutic effect with higher doses should be weighed against the possibility of a greater
incidence of adverse reactions.
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G.IL Irritation

Patients who experience G.I. irritation may benefit from administration of the drug with food or by
slowly building up the dose from an initial low level.

25 Dosing in Patients Taking Rufinamide

Patients stabilized on rufinamide before being prescribed valproate should begin valproate therapy
at a low dose, and titrate to a clinically effective dose.
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USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
antiepileptic drugs (AEDs), including Depakote, during pregnancy. Encourage women who are
taking Depakote during pregnancy to enroll in the North American Antiepileptic Drug (NAAED)
Pregnancy Registry by calling toll-free 1-888-233-2334 or visiting the website,
http://www.aedpregnancyregistry.org/. This must be done by the patient herself.

Risk Summary
For use in prophylaxis of migraine headaches, valproate is contraindicated in women who are

pregnant and in women of childbearing potential who are not using effective contraception.

For use in epilepsy or bipolar disorder, valproate should not be used to treat women who are
pregnant or who plan to become pregnant unless other medications have failed to provide adequate
symptom control or are otherwise unacceptable. Women with epilepsy who become pregnant while
taking valproate should not discontinue valproate abruptly, as this can precipitate status
epilepticus with resulting maternal and fetal hypoxia and threat to life.

Maternal valproate use during pregnancy for any indication increases the risk of congenital
malformations, particularly neural tube defects including spina bifida, but also malformations
involving other body systems (e.g., craniofacial defects including oral clefts, cardiovascular
malformations, hypospadias, limb malformations). This risk is dose-dependent; however, a
threshold dose below which no risk exists cannot be established. In utero exposure to valproate may
also result in hearing impairment or hearing loss. Valproate polytherapy with other AEDs has been
associated with an increased frequency of congenital malformations compared with AED
monotherapy. The risk of major structural abnormalities is greatest during the first trimester;
however, other serious developmental effects can occur with valproate use throughout pregnancy.
The rate of congenital malformations among babies born to epileptic mothers who used valproate
during pregnancy has been shown to be about four times higher than the rate among babies born to
epileptic mothers who used other anti-seizure monotherapies.

Epidemiological studies have indicated that children exposed to valproate in utero have lower 1Q
scores and a higher risk of neurodevelopmental disorders compared to children exposed to either
another AED in utero or to no AEDs in uter.
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An observational study has suggested that exposure to valproate products during pregnancy
increases the risk of autism spectrum disorders.

In animal studies, valproate administration during pregnancy resulted in fetal structural
malformations similar to those seen in humans and neurobehavioral deficits in the offspring at
clinically relevant doses.

There have been reports of hypoglycemia in neonates and fatal cases of hepatic failure in infants
following maternal use of valproate during pregnancy.

Pregnant women taking valproate may develop hepatic failure or clotting abnormalities including
thrombocytopenia, hypofibrinogenemia, and/or decrease in other coagulation factors, which may
result in hemorrhagic complications in the neonate including deat.

Available prenatal diagnostic testing to detect neural tube and other defects should be offered to
pregnant women using valproate.

Evidence suggests that folic acid supplementation prior to conception and during the first trimester
of pregnancy decreases the risk for congenital neural tube defects in the general population. It is not
known whether the risk of neural tube defects or decreased IQ in the offspring of women receiving
valproate is reduced by folic acid supplementation. Dietary folic acid supplementation both prior to
conception and during pregnancy should be routinely recommended for patients using valproate.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

To prevent major seizures, women with epilepsy should not discontinue valproate abruptly, as this
can precipitate status epilepticus with resulting maternal and fetal hypoxia and threat to life. Even
minor seizures may pose some hazard to the developing embryo or fetus . However, discontinuation
of the drug may be considered prior to and during pregnancy in individual cases if the seizure
disorder severity and frequency do not pose a serious threat to the patient.

Maternal adverse reactions

Pregnant women taking valproate may develop clotting abnormalities including thrombocytopenia,
hypofibrinogenemia, and/or decrease in other coagulation factors, which may result in hemorrhagic
complications in the neonate including death. If valproate is used in pregnancy, the clotting
parameters should be monitored carefully in the mother. If abnormal in the mother, then these
parameters should also be monitored in the neonate.

Patients taking valproate may develop hepatic failure. Fatal cases of hepatic failure in infants
exposed to valproate in utero have also been reported following maternal use of valproate during
pregnancy.

Hypoglycemia has been reported in neonates whose mothers have taken valproate during
pregnancy.

Data
Human
Neural tube defects and other structural abnormalities

There is an extensive body of evidence demonstrating that exposure to valproate in utero increases
the risk of neural tube defects and other structural abnormalities. Based on published data from the
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CDC’s National Birth Defects Prevention Network, the risk of spina bifida in the general population
is about 0.06 to 0.07% (6 to 7 in 10,000 births) compared to the risk following in utero valproate
exposure estimated to be approximately 1 to 2% (100 to 200 in 10,000 births).

The NAAED Pregnancy Registry has reported a major malformation rate of 9-11% in the offspring
of women exposed to an average of 1,000 mg/day of valproate monotherapy during pregnancy. These
data show an up to a five-fold increased risk for any major malformation following valproate
exposure in utero compared to the risk following exposure in utero to other AEDs taken as
monotherapy. The major congenital malformations included cases of neural tube defects,
cardiovascular malformations, craniofacial defects (e.g., oral clefts, craniosynostosis), hypospadias,
limb malformations (e.g., clubfoot, polydactyly), and other malformations of varying severity
involving other body systems.

Effect on IQ and neurodevelopmental effects

Published epidemiological studies have indicated that children exposed to valproate in utero have
lower IQ scores than children exposed to either another AED in utero or to no AEDs in utero. The
largest of these studies] is a prospective cohort study conducted in the United States and United
Kingdom that found that children with prenatal exposure to valproate (n=62) had lower 1Q scores at
age 6 (97 [95% C.I. 94-101]) than children with prenatal exposure to the other anti-epileptic drug
monotherapy treatments evaluated: lamotrigine (108 [95% C.I. 105-110]), carbamazepine (105
[95% C.I. 102-108]) and phenytoin (108 [95% C.I. 104-112]). It is not known when during
pregnancy cognitive effects in valproate-exposed children occur. Because the women in this study
were exposed to AEDs throughout pregnancy, whether the risk for decreased I1Q was related to a
particular time period during pregnancy could not be assessed.

Although the available studies have methodological limitations, the weight of the evidence supports
a causal association between valproate exposure in utero and subsequent adverse effects on
neurodevelopment, including increases 1n autism spectrum disorders and attention
deficit/hyperactivity disorder (ADHD). An observational study has suggested that exposure to
valproate products during pregnancy increases the risk of autism spectrum disorders. In this study,
children born to mothers who had used valproate products during pregnancy had 2.9 times the risk
(95% confidence interval [CI]: 1.7-4.9) of developing autism spectrum disorders compared to
children born to mothers not exposed to valproate products during pregnancy. The absolute risks for
autism spectrum disorders were 4.4% (95% CI: 2.6%-7.5%) in valproate-exposed children and 1.5%
(95% CI: 1.5%-1.6%) in children not exposed to valproate products. Another observational study
found that children who were exposed to valproate in utero had an increased risk of ADHD
(adjusted HR 1.48; 95% CI, 1.09-2.00) compared with the unexposed children. Because these studies
were observational in nature, conclusions regarding a causal association between in utero valproate
exposure and an increased risk of autism spectrum disorder and ADHD cannot be considered
definitive.

Other
There are published case reports of fatal hepatic failure in offspring of women who used valproate
during pregnancy.

Animal

In developmental toxicity studies conducted in mice, rats, rabbits, and monkeys, increased rates of
fetal structural abnormalities, intrauterine growth retardation, and embryo-fetal death occurred
following administration of valproate to pregnant animals during organogenesis at clinically
relevant doses (calculated on a body surface area [mg/m2] basis). Valproate induced malformations
of multiple organ systems, including skeletal, cardiac, and urogenital defects. In mice, in addition to
other malformations, fetal neural tube defects have been reported following valproate
administration during critical periods of organogenesis, and the teratogenic response correlated
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with peak maternal drug levels. Behavioral abnormalities (including cognitive, locomotor, and
social interaction deficits) and brain histopathological changes have also been reported in mice and
rat offspring exposed prenatally to clinically relevant doses of valproate.

8.2 Lactation

Risk Summary

Valproate is excreted in human milk. Data in the published literature describe the presence of
valproate in human milk (range: 0.4 mcg/mL to 3.9 mcg/mL), corresponding to 1% to 10% of
maternal serum levels. Valproate serum concentrations collected from breastfed infants aged 3 days
postnatal to 12 weeks following delivery ranged from 0.7 mcg/mL to 4 mcg/mL, which were 1% to 6%
of maternal serum valproate levels. A published study in children up to six years of age did not
report adverse developmental or cognitive effects following exposure to valproate via breast milk .
There are no data to assess the effects of Depakote on milk production or excretion.

Clinical Considerations

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for Depakote and any potential adverse effects on the breastfed infant from
Depakote or from the underlying maternal condition.

Monitor the breastfed infant for signs of liver damage including jaundice and unusual bruising or
bleeding. There have been reports of hepatic failure and clotting abnormalities in offspring of
women who used valproate during pregnancy.

Data

Human

In a published study, breast milk and maternal blood samples were obtained from 11 epilepsy
patients taking valproate at doses ranging from 300 mg/day to 2,400 mg/day on postnatal days 3 to
6. In 4 patients who were taking valproate only, breast milk contained an average valproate
concentration of 1.8 mcg/mL (range: 1.1 mcg/mL to 2.2 mcg/mL), which corresponded to 4.8% of the
maternal plasma concentration (range: 2.7% to 7.4%). Across all patients (7 of whom were taking
other AEDs concomitantly), similar results were obtained for breast milk concentration (1.8
mcg/mL, range: 0.4 mcg/mL to 3.9 mcg/mL) and maternal plasma ratio (5.1%, range: 1.3% to 9.6%).
A published study of 6 breastfeeding mother-infant pairs measured serum valproate levels during
maternal treatment for bipolar disorder (750 mg/day or 1,000 mg/day). None of the mothers received
valproate during pregnancy, and infants were aged from 4 weeks to 19 weeks at the time of
evaluation. Infant serum levels ranged from 0.7 mcg/mL to 1.5 mcg/mL. With maternal serum
valproate levels near or within the therapeutic range, infant exposure was 0.9% to 2.3% of maternal
levels. Similarly, in 2 published case reports with maternal doses of 500 mg/day or 750 mg/day
during breastfeeding of infants aged 3 months and 1 month, infant exposure was 1.5% and 6% that
of the mother, respectively.

A prospective observational multicenter study evaluated the long-term neurodevelopmental effects
of AED use on children. Pregnant women receiving monotherapy for epilepsy were enrolled with
assessments of their children at ages 3 years and 6 years. Mothers continued AED therapy during
the breastfeeding period. Adjusted IQs measured at 3 years for breastfed and non-breastfed
children were 93 (n=11) and 90 (n=24), respectively. At 6 years, the scores for breastfed and
non-breastfed children were 106 (n=11) and 94 (n=25), respectively (p=0.04). For other cognitive
domains evaluated at 6 years, no adverse cognitive effects of continued exposure to an AED
(including valproate) via breast milk were observed.

8.3 Females and Males of Reproductive Potential

Contraception
Women of childbearing potential should use effective contraception while taking valproate. This is
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especially important when valproate use is considered for a condition not usually associated with
permanent injury or death such as prophylaxis of migraine headaches.

Infertility
There have been reports of male infertility coincident with valproate therapy.

In animal studies, oral administration of valproate at clinically relevant doses resulted in adverse

reproductive effects in males.
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USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Experience has indicated that pediatric patients under the age of two years are at a considerably
increased risk of developing fatal hepatotoxicity, especially those with the aforementioned
conditions. When Depakote is used in this patient group, it should be used with extreme caution
and as a sole agent. The benefits of therapy should be weighed against the risks. Above the age of 2
years, experience in epilepsy has indicated that the incidence of fatal hepatotoxicity decreases
considerably in progressively older patient groups.

Younger children, especially those receiving enzyme-inducing drugs, will require larger
maintenance doses to attain targeted total and unbound valproate concentrations. Pediatric
patients (i.e., between 3 months and 10 years) have 50% higher clearances expressed on weight G.e.,
mL/min/kg) than do adults. Over the age of 10 years, children have pharmacokinetic parameters
that approximate those of adults.

The variability in free fraction limits the clinical usefulness of monitoring total serum valproic acid

concentrations. Interpretation of wvalproic acid concentrations in children should include
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consideration of factors that affect hepatic metabolism and protein binding.

Pediatric Clinical Trials

Depakote was studied in seven pediatric clinical trials.

Two of the pediatric studies were double-blinded placebo-controlled trials to evaluate the efficacy of
Depakote ER for the indications of mania (150 patients aged 10 to 17 years, 76 of whom were on
Depakote ER) and migraine (304 patients aged 12 to 17 years, 231 of whom were on Depakote ER).
Efficacy was not established for either the treatment of migraine or the treatment of mania. The
most common drug-related adverse reactions (reported >5% and twice the rate of placebo) reported
in the controlled pediatric mania study were nausea, upper abdominal pain, somnolence, increased
ammonia, gastritis and rash.

The remaining five trials were long term safety studies. Two six-month pediatric studies were
conducted to evaluate the long-term safety of Depakote ER for the indication of mania (292 patients
aged 10 to 17 years). Two twelve-month pediatric studies were conducted to evaluate the long-term
safety of Depakote ER for the indication of migraine (353 patients aged 12 to 17 years). One
twelve-month study was conducted to evaluate the safety of Depakote Sprinkle Capsules in the
indication of partial seizures (169 patients aged 3 to 10 years).

In these seven clinical trials, the safety and tolerability of Depakote in pediatric patients were
shown to be comparable to those in adults.

Juvenile Animal Toxicology
In studies of valproate in immature animals, toxic effects not observed in adult animals included

retinal dysplasia in rats treated during the neonatal period (from postnatal day 4) and
nephrotoxicity in rats treated during the neonatal and juvenile (from postnatal day 14) periods. The
no-effect dose for these findings was less than the maximum recommended human dose on a mg/m?2
basis.

3% : Depakote® DA #hk sy divalproex sodium (SV 7 afgl N7 mfig Nadl: 1 THEES) Tho,

65




XI. {F&E

1. A - REZEICERL TEREHEZT5 I1SH- > TOSEHER
AEOERICEAT 3R

AN FAGE 2 ST TO RV BT S R & £ D,

R TEENHELL TV RVHAEDETENTEY, HLETHRMIN TV LRBITIETHE LN RER
EHEFELLTHRRLTND,

EIROEFE DA E A A et d 2 ETOSEHFRTH Y . MLFEO R FE2RTHO TR,
(1) ¥

(T4 8 100mg. T /34 € 200mg)

BMEE e L

(1)
ABNOF L, WIBPEN TR . PTP @2E0 6 3 Ll ORETH BN EETe D T, i HIE R
AHETY

Z DT AFN B LT 58 O R EMIZBE T 253592 L TR Y £ A,

(%]
RENDOHAITE, BT L > TRBE~OFEREEZ L LTR/—ANRL Y 5, 21T 541 F
WOHT VoI HAN#EEEZH WD 28, BENREITO &L £,
(T2 REE100mg. T/347 > R § 200mg)
R L
CE=9|

AFNIRBIERANTH O . AR DR 2 ST 2 B2 i L TV ET,
ez AT 5 e, AR BEHIEORER DR SBENRH Y £,
Z DT AEN B LT 56 O R EMICBET 25352 L TR Y £ A,

[EE]
KENDF RIS IR, BREEIC & > TR~ DA E IR

RO TRNND Y £, WizlT o583 F
R L VST ANEREZM D70 L BBREEXIREZITO Z L2 HE L £,

66




(2) HiR - BEMRUBREREF 1 —TEBHHER
(T /37 28 100mg)
1. BBAE
[ B e v 5k
T4 AN —DOEA NEERERY . BRI 1 HET 4 AP —NICANTEARA M ZRL,
) 55°COIRYS 20mL W\t 7z, T 4 AU —I2#E LT 5 plilkE%, 74 A —%
FCT I EERA L, fBIREORNEZBIE LT, ROBRBRERED bRRWEEIE, BT 5 45H
B, FEROBIEZITV, B ORI EBIZE LT,
LREOBIE TR 72 RBIRE R R WIGE L, IR T EE 5 L, B S FEcHER <
WK ZRE L, RIRROBAEEZITV, BERE ORI A BIEE LT,
[ 3t 1 B
SRR D NS T2 T 4 AR — %R F 2 — T\ L. #9 2~3mLA Ol E THEA L, Fa—
TVIERNFE A B 3 /0D 2 2K L, HEAGZ Z O 30cm EOE SIZEE LT, HEAKZIZ
HWEOFHKEFEALTTF 2a—TNEES EXOF 2 —TNOERGFYOFEICGREEZBIZ LT,

2. REBRER

SR MR

iy
&

49

T3 B 100mg | 10 ZpLAPNIC AR EE - I L 72, 8Fr.F = — 7 Zidi L7z,

L

ARBRE, THIRE BERG N F7y 7 (R Cix9) ) ICHECTEMBLE L,

—~

(T4 U8 200mg)

1. BBAE

[ B e v 5k

T4 AN —DOEA NEERERY . BRI 1 HET 4 AP —NICANTEARA M ZRL,
%) 55°COIRYS 20mL W\ Wit 7z, T 4 AU —IZ#E LT 5 plilikEg, 74 A —%
FCT I EERA L, MBIREORNEZBIE LT, ROBRBRENRED bRRWEEIE, BT 5 45H
B, FEROBIEZITV, RERE ORI EBIZE LT,

LREOBIE TR 72 RBIRE R DR NIGEIL, IR T EE 5 L, B S FEcHER <
WK ZREE L, RIRROBAEEZIT V., BERE ORI A BIEE LT,

(3 3t 1 A

WD NS T2 T 4 AR — %R F 2 — T\ L. # 2~3mLM Ol E THEA L, Fa—
TVIERNFE A B 3 50D 2 2K L, HEAEZ Z O 30cm EOE SIZEE LT, HEAKZIZ
HWEOFHKEFEALTTF 2a—TNEES EXOF 2 —TNOERGFYOFEICGREEZBIZ LT,

2. ABRER
R R AR EE R R
F o U BE 200mg | 10 Y LA AREE - TR L 7=, 8Fr.7 = — 7 %@ L,

ARBRE, THIRE BERG N F7y 7 () Cix9) ) ICHECTEMBLE L,

(1]
AFNOFZNRS TRFRIC L > TRE~OAFRZEZ Lo TBNRH Y 3, FigE - B H 5 VI
AT GAIE. FROT TV E Vo T HAYRER Z W72 8 BEBEREIT) Z L 2R L £,

67




(F/r> REE100mg, T/34 2 R & 200mg)
MR L

[E]
ARNIBBERANTH O . AR DR &2 T 2B 2 i L TV E T,
FAYE - BB H 2 WITMPE AT O B E1E. AR OBHEHIEORER Kb 2B TR H Y £,
DD KANIHEERBENER L OF 2 — 7@t o 217> Tk A,

(e
AHNDH RIS I TREFE I L > TRE~OFEEREE L LI o TN H Y 77, FiE - B H 5\ I3
T HEAIE. FROT TV E VST AANYERZ MW7 8 BEENREZIT) Z L 2R L £,

2. TOtoOBEERK
ABEOHERIZEAT SFE
KR, AFNOYIALENLZEMEICET HEHRTH O, Al L EAE L THEM LIEBEOFINE - 224tk
WZDOWTOFHIIEEM LT\ iewy, 70, BlA LA oM b Fr L EMEIZ OV TEIRG LT
W, A EAAIE S U THERT BT, BEAORM SCEEER L, kT2 L,
(1) BlEZA b2
TR UHBHL 40%DEE S ELRERME (90 A)
5%
T UKL 40% 1g ICEEAS (BAAEIIEFICHE) 22 TRAL, RV =F LT rovy
T4 NLFZ I pE L, REE L,
TRAFERMFIX 25°C « T5%RH IZF%E L7, ARBRIE B3 (WIR CEIEL S D B E(L S 5\ a0
Z5Mb) . BEE AR (2 @A), BEMNEL TR LT aig)r ) v o (VPA) o4& (HPLC
% L L7,

X1 :RUZFLUMLT T30 7 4 A AOFRE (15um) =40~50g/m2/24hr
%2 AE: Bl EHZOBE L RIFE S OBOZREL TR THIE, ZOBMEARENZEADEDES
NRE, QR L ORIGE LT IZRT,

AR BRI 78 75
0~3.0 trace : T NDIZEND D
3.1~6.0 slight : T NTERH 5

6.1~10.0 noticeable : (I &V LENH D

68



#) WR7E44 BLA B SR H B &% DR IR

LM (k534 ] s e BLGE®R] 70 14H 30 60 90 H
S48 (AR | F AL | CE AT | AT | (ﬁf
ﬁif;iﬁi] 0.5g | HEEAR - 0.43 0.55 1.06 180 | 2.78
y EHEHINE (%) — 7.8 12.3 15.0 10.1 15.4
g’; AR (%) (100.0) 102.4 102.5 102.9 102.4 104.6
i g WEDE | WEOE BEAE BRE BRNG | #HE
%IJ RNT o 2 E10%* KL L HHRL HHRL R Gl vA
| [ZuavTER | 02g | EAEAERE — 0.81 0.89 1.30 1.58 2.02
B ¥V K] EEHMNE (%) — 8.9 15.0 18.1 11.7 17.1
g i (%) (100.0) 102.8 102.1 103.5 104.4 104.5
R WATE | e | WE | RTE | BT | Bie
A e T o ks | e | R | doR | e | fak
X o 0.3g | HEAEAE — 0.77 1.49 2.02 1.26 1.64
_[Z]I//Wt& EHEHINE (%) — 8.2 12.2 15.7 10.4 15.5
IR (%) (100.0) 99.4 98.1 99.6 99.9 100.0

S LET S AN R | ARk | AEAR | B ERIR | Bk | [ akik
10%* 1g EEEZAE - 0.44 1.01 0.84 0.78 0.58
[Zx=FA] EEWINE (%) — 6.0 9.8 12.9 13.9 14.1
IR (%) (100.0) | 101.0 100.0 100.3 98.4 99.8

eSSk CAx) R | ARk | AEAR | B ERIR | Bk | [ akk
20% 0.5¢ EEEAR — 0.32 0.31 0.47 0.54 0.59
[V =43 F] HEHEINE (%) - 6.8 10.8 13.8 12.2 14.1
AP (%) (100.0) 97.4 98.4 98.9 98.1 95.6

FIHERRL | Bk | AR | B aHhL

P TR S B AR | B AR 1%:334: 1%:334: 1%:3%: 1%15)&:
[(FEFAT % | 04g B B B BEeE
FS KR ' EEBEAR — 0.13 0.50 0.72 0.62 0.40
HEENR (%) — 7.5 11.6 13.0 7.7 13.5

IR (%) (100.0) 98.8 98.8 98.3 98.1 98.8

%ﬁ S S R R Shl R | ARk | AR | B ERIR | Bk | [ akk
Y o " HEEEAR — 0.49 0.28 0.22 0.38 0.30
7 9?'7506’%'%3] 0-5¢ CRmmiE o) | — 7.8 11.8 149 | 139 15.8
%”,J ) IR (%) (100.0) 98.7 99.3 99.5 99.0 96.4

2 ) FEHRL | AR | A EAR | BEaRR | Bk | B ek
105% 1 HEEEAR — 1.26 1.67 1.88 1.77 1.74
[/ 4] HEHEINE (%) - 6.0 9.1 11.6 10.3 11.9
IR (%) (100.0) 99.6 101.8 103.0 102.0 98.5

4 I

e S48 (AL | IR | AT | B e | B 1’"55‘;;@@
[hUXETF 0.5g | HAEAE — 0.34 0.42 0.64 0.80 1.97

] HEHEINR (%) — 6.7 10.8 13.4 11.3 13.3
B (%) (100.0) 97.3 98.5 98.5 98.2 95.7

S WREEAR | WA | WREEAR | REESR | MR | BER

5 NE Ak AR | Ak =X A =R =X A =R
0.5%* 0.1g | ZABEAE — 0.73 0.36 0.30 0.61 0.89

[Z7 e B A EEENE (%) — 10.2 15.7 20.2 18.0 19.9
IR (%) (100.0) 99.5 100.5 101.2 99.8 96.6

= o 4% ) AL | Ak | AR | B EaRRL | Bk | [ ki
i ﬁi;;ﬁfﬂm@ HE AR — 0.52 0.09 0.18 0.59 0.88
| ey pesogy | 018 | EREINE (%) - 9.6 15.2 19.4 12.9 19.2
;% At IR (%) (100.0) | 1034 | 1025 | 1040 | 1044 | 104.2

* : BEAEE (T3 L OMEERDER STV 5 3EA)
AELFHOWITAIL 2016 E8 ABED LD TH D,

69




TR0y 7 5%DEAEILARK

%5k
TR va sy 7 5% 24mL (vl RY AL LT 1.2g) ICEAEEMA TRA L, KK
BB LY 7 ) U7 LTI Lz, BAIEDRELIHIEEDH 5 b OIZZ D04 (3= LS 5
(ZRLER) . ERLSMTER, ENEOET & LT,
ABRE R 3B, pH ROE R L Lz, Fio, BEHET 10 HHIOFR S IOV TEEETH L/ LT 1
&) N U v (VPA) @ HPLC iR Chorotzsd, HAZ a~ b 757 4 =2 X0 # L,

OfER — HAEE R L
e W5E4 | TRA T DORE R
Sy (4] RaR | RBRIAR e T in H a7 5811
W Errvmy S S48l IRV — — - -
;Eﬁﬁ 0.1%%* LomL pH 7.05 7.13 7.16 7.12 7.24
A Lo7esa] B (%) 100 95.1 96.9 97.5 98.8
Al G (17 e ' ' ' '
FarFrimy S S8 JRVERA — — — —
*f%ﬁ 5%* 10mL | pH 6.68 6.76 6.84 6.82 6.79
o | [ R AT U K] RAEE (%) 100 98.8 100.5 101.5 103.7
2: T ) NN— 1z F S8 JRVERA — — — —
| v0.4%* 25mL | pH 7.13 7.20 7.20 7.17 7.15
(7= /e d—)] BIEHE (%) 72.1 72.9 72.1 72.8 73.6
% figl . . |7 . . . .
Flw| Rrg—nvay” ax) R HILEY) | ARIBY | BB | ALY
0,
é 3&357/0;% I 12mL pH 6.41 6.48 6.57 6.63 6.65
i AT (%) 100 105.3 97.7 99.7 98.9
THT I AP PSR, RV | BB A | e oo | osrwimsm | o o
” o P0.5% | oL P4 W () W () R | wkiE | iRk
j;FE (b R P E pH 6.88 6.78 6.72 6.78 6.85
| R RAEE (%) 100 100.9 97.9 101.6 100.0
B | =2 —L7F LN ¢ BRI S N T
W e . S8 My | o, | WM | ahienz | ke
[Za_Y) 7] m pH 6.64 6.66 6.66 6.67 6.56
[ FT R A7) BFHE (%) 100 94.7 95.4 92.3 91.5
TARIvIEY S S AR R | ARE R | ARE . R | ARE R | ARE, TR
B 0.25%* Wiy Wiz Wiy Wiz Wiy
1% . . 12mL
A | DrEALTF YV pH 6.47 6.52 6.62 6.61 6.65
Pt ] BEIEE (%) 100 98.8 100.8 103.5 101.9
S . s TR — — — —
J[Zg ; jj/]u 77 10mL | pH 6.94 6.79 6.76 6.74 6.79
ES BAFE (%) 100 100.6 100.1 100.5 98.7
~ e IRESHA, FRVEHA . IRESHA, FRVEEHA . IRESHA,
# o0 Av¥mys SomL, el Bt Bt Bt Bt e
] ce = pH 6.83 6.95 6.95 6.92 6.99
[LANBYATA Y] A (%) 83.7 82.9 82.4 83.3 83.5
TARY viay S Y LW | BLUB | B8 | BroB | LB
0.5%* pH 6.45 6.54 6.60 6.58 6.72
f//;i [(FAREDERVR | 12mL
3 | e BAE (%) 100 99.1 97.7 99.5 97.1
7/‘5 [ RAF]
I I S8 TRV — — — —
?i: :;:/;}ik] 1.5m L | pH 7.32 7.33 7.01 7.37 7.47
BAAE (%) 100 96.8 99.9 97.5 100.9

FRETOERFERIIANLVT 0T U A (VPA) OEGFEREZRT
MEMLUEEFNCEH LT, VPAEEA T A7 u~ NI 7 4 —I2 k0L

* PR (T30 > & OFEAERIAESRE S T 2 3854)

AELHOIRIEA 1L, 2016 4E 8 A ED LD TH 5,

70




JEh i oned e | = RAH ORGER
N (4] RE | WA e h H ah 5811
TuFriuavs S B — — — —
3.3% 6mL | pH 7.28 7.25 7.05 7.05 6.94
g | BB 2] RAFE (%) 100 98.3 98.5 103.2 103.1
| AVavEEYR Y S8l IR IR IR IR TR
jﬁ_ a pH 6.88 6.93 6.96 6.97 6.82
% [?%zku{%w7 10mL,
Zj%%ffﬁ?%%i 1 (%) 100 100.5 103.5 99.2 98.1
U]
A4 Vrvay” & Ve ]
0.1% B AR H # = 5
[FURARE = | 6mL | pH 6.51 6.51 6.51 6.53 6.53
ey u=
et (77 515] Bl (%) 100 99.0 100.0 101.7 101.5
Rx M) rimy S S8l TRVE Wik | Wk | Wik | iRk
0.04%* 1smp, LPH 6.19 6.25 6.35 6.30 6.37
A — o Y
§ iﬁE?/W 2 TNV BAER (%) 100 97.9 93.4 93.0 94.5
5[ erorvey T 238 TR - — — —
%= | 0.05% pH 6.66 6.65 6.69 6.81 6.83
Al [7=/7a—LEK | 15mL
KW ] AT (%) 100 101.2 101.6 103.1 102.4
[ESR1F]
ATFroimy S S8l IRV — — — -
5 u g/mL pH 6.56 6.54 6.57 6.69 6.75
(7 u BT a— Lk 5mL
] B (%) 100 100.9 100.6 102.4 104.4
[EYEPRAF]
N N SN ARV TRV A IRV TRV A IRV
& ZIunGvvay P8 kR | ke | wkeie | ke | ks
7°0.1% 5mL
Al A hrars s K] pH 6.51 6.51 6.55 6.65 6.78
A% (%) 100 100.0 98.7 100.0 98.2
LRI UEAEY = JRVERA — — - —
=84 pH 6.56 6.54 6.66 6.67 6.81
[REAHY v dZua|l 5mL
Tz =FIrlA AR (%) 100 98.6 97.6 102.4 98.6
&l
m | PR
PRSI 48 AR - - - -
= | 10.01% 10mL | pH 6.73 6.70 6.81 6.82 6.83
%/U [(FxV A& ] BAFE (%) 100 99.5 103.5 105.1 103.1
e &, i &, i &,
A IHR ke | ke | ke | omken | ke
0.01% 40mL
(5 2 5] pH 6.11 6.16 6.25 6.22 6.29
P17 (%) 100 99.6 96.1 95.4 92.9
Vil osexryay s S FETEH — — - —
71 0.3% pH 6.48 6.50 6.57 6.69 6.76
; (7o T75F=r" | 15mL
B | X7 VAT K] AT (%) 100 100.9 99.9 101.4 101.2
#l (EEERA7]
e | R Irvay dn ) IREN — — — —
| =5% eml. | pH 6.52 6.54 6.56 6.66 6.69
UEEENEE NN ] BAER (%) 100 101.5 100.5 102.7 102.3

ERETOERFERIIANLVT 0l U A (VPA) OEGFERERT
KA UTEIANCE LTI, VPAGEZ T A7 u~ o7 40—k oLz

* : BEAEE (T3 L OMEERDER STV 5 3EAD)
AELHOIRIEA 1L, 2016 FE 8 AR ED LD TH 5,

71



Hh e 4 ~ . TRATE ORI K]
A A IE J 44
mE| Lora) AR | PR Thewe [ 7 an | =i
1 SN - ° N ::
TRy 18 R | Rocm | ool | Aoom biﬁﬁ%‘m
. (]
(7 U A~ BAE 3mL pH 6.75 6.83 6.87 6.82 6.92
] BER (%) 100 100.5 99.0 100.2 100.5
VA=Y A= S FRVERA — — — —
0.05%* pH 7.00 7.10 7.17 7.15 7.3
sarTe=53y | Omb i
U R R (%) 100 96.6 100.1 98.2 102.3
il " - - - -+
v | AR —rimy S = RO | RO | IR | R | iRk
; 0.01%* 10mL pH 6.63 6.66 6.74 6.77 6.87
| verFrTen o e (o
ST R (%) 100 99.2 99.2 97.6 97.2
I — : . : —
N PY = W Tl | AOm | Rl | W | R
70.04% Sl pH 6.98 6.97 7.03 7.07 7.11
g, P \
%%;DA7&// BAFR (%) 100 97.7 98.0 99.1 100.4
A= 481 R - — - —
0.04% 9 5m1, PH 7.22 7.33 7.17 7.27 7.29
a7l =73 ) .
£7L%£4%217 AFHE (%) 100 96.0 97.6 98.7 98.8
W7 Forrvmy” S8 PRTEIA Wk | Wk | ik | kR
- /VD 0.02%* 6mL pH 6.61 6.59 6.77 6.76 6.93
x| rrFT=vTen | 0 e o
1 s EEE (%) 100 96.2 99.7 98.7 93.3
e 4B FRHE — - — -
E{ fu/ ;701 omL | pH 7.25 7.30 7.36 7.33 7.34
- EArE (%) 100 100.1 99.1 102.5 103.5
4148 TR — — — —
REIK 24mL | pH 7.15 7.15 7.17 7.19 7.15
BAFR (%) 100 99.1 98.9 100.3 101.0
ERETOERFERIIANLT 0T U A (VPA) OEGFERERT

KEMUEFEANCE LTI, VPAGEAZ IR 7 a~ NI 7 40—k 0oL

* R (T30 > & ORI EAERIAESRE S T 2 3854)

AFHOMTEL 1L, 2016 £ 8 HEHIED LD TH 5,

72




(2) BEWTEH

TN DD BE S T 7 VBB 2T S TADAIBIRO T2 DI T ™ CBIEIZIRIIL T S
% [EHliFs & ONFHA & 2 ZEAIEm o SE 475~ BESAEZDTFBED T~
(FA0) BB IR o A & (hif) BE T HREE

ThDADBEROEDICTINT 8/ RiR/ Y0V T / 4k

ThtAOBRBEEAIT Ny 'R /Rit/Y0vT /Bl
ZRBLTVSBESALEDREDHNA

EALENSEARVRATNIRAAORLELA

(BBTEESERLTIBETAICMHT SR (OREERSERLT IBETANDEER]

Baa

Bk ORI S > “RB<IE
e e | achnispmenmsseomasnscs |
\ RTADPAREREBRATIEONERIANEE
BERASERIAEIE )
1 capssren oy eyt e sge e
7

1 EEOTADASEUICSIF N SRR DI\ 5o ERY B BRIl R RS SRR

BHOBANRSROBRCANASROIA K IV EBROE.
2 BB TATATHFHEHBS

asacrs
RO NTY S S 2. 2hL 2 BT, R G " \
) y IS, SHEEES TR

3 AFLR AR, 3 s 5
CEEEETS S TN

g

4 AThy 5y, L x -
e A UTADATBIBOMICSY. 3 5, BURAC (n u
DR R, RIS SR e
Eszem ENBENT, O 7 aomE e
5. TADASADEB VBRI HL TS R SRDHERREHAT SHIL A NT
VBATADATIERDIR ORI TT SR, BB ORARHET S

cx.

TN 2 B ORI

6. HRRHIOEH D]

7. LB RSB
ADSOT A DERL?

PAROE T TS CAADS BN T, BRI S RN E1
R (2006 311 78)

‘ T
TEDSINAENLETS,
8. LIETIAICESSHIHEORETON, I SRR AT > CLBEHU.
1 \ LEFRESD, ScEe

ST G DR PH RIS

AR AT REETL CUSCAIAOS
DR oL )

¢EIIm<eu waIEIvmeu

20263 K202600002

SumaE

20763m0. 1202600002

TR0 BEIREE
FoRAroa sy Sk
B S ND I & SHHED S~

TN UREER
RITSHTWDEBE S A~

FINTO REEE

FINT D8R/ Rk
FINT D IOY D/ kG
ERASNSHECTHEDSA

RATNTLSEETAA

FINTURE100mg  F/\V7 REZ200mg

COBREMRNHHT BE S0 HHRBLRFTNTUNET, A

o 230z3r0 . [, TP RE NS R ROBBEAF IS RERF LR EON
COBRFTADAPRRBDBRICALSNET, RoTURT BATSL HLERTERNDUTOTNIYIRNSHN
Fo, FEABRIEORENRICEALSNET, (B N)  BRCRRENEOT, FROCHREALET .

BEDT AT (BESN) TUESEBRORTAS (THIYI2)
ERCHEINB LN BT BROBRI—RRENTI T, WA
BRT3MIcHTEEH<IET L LTHSH 0B RS TUNIL, SRR EEAZRIRINTHY, R
CEHESYETADTIROETU,

OCOsRIEEAME(MRICHHIELS
AR D53 DT, EEF R REELTNS
AR5 BB EET BTREOB BB
B EAECARLTES L,

[FEEERIFORENFH TRATINEHA]
COHEEFTTICRI > TV S FEAMORIEPER
EFPDCAHDBIERTRBYEEA. BHRA
EUKRATZCETRIFOREZINHI ISR
T9o BEGIREST .

TADA - BRE L O S SR OBRIREED IR %
ZIFoND LMD~

—

TINT 2% ree vovsam

Thbh - BRES SURS DRORRE
DEMERTSNIURDHA

BEERERINDIBE

S COROEBECND SHET SHRURE
RBCOFT, HEERRINBHALE,
HIICH T BEEIABRU T W [
URODDEVER- EEOTHICIE. IR
DRSO LENEETT.
oz BATSE, FUIEXRH
HBZOT, BPEDTREES. BT
DT HHCRRTE SETHREBITIETLL

S HEHELT B ENBBOT, B HL AN T ORORERS LY,
CORDEABEPHIEYLENTIES V.

FERRRISOVNT

CORICEBHERRRREDIZIICONT

SIRPICCORERAULIBS, WHEMBES (CHBIE)" 0T,
i5E. OB, Rt FREOARTROREN ATANARERBLT
VWRLBEBEUMONTANARERALTUSBEE LA TSN
CERBESNTOET V, B FAOHROS S FRELELLAOHS
ThTuat,

© HEEABBSORE IRV EHAT BB, R (0.4~0.6mg/BIEE)
ORBEMIRT B EARELNESATUET 20

Tentk. . e LN, Engl ) Med. 3622185 2010)
B AmABR e 2016 EARETEER

HHREMMRE (CHRRE)

cHERT VBERITECS
CEEGHREEORBEEET.

73



	医薬品インタビューフォーム利用の手引きの概要　―日本病院薬剤師会―
	目　次
	略語表
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	（１）承認条件
	（２）流通・使用上の制限事項

	６．RMPの概要

	Ⅱ．名称に関する項目
	１．販売名
	（１）和名
	（２）洋名
	（３）名称の由来

	２．一般名
	（１）和名（命名法）
	（２）洋名（命名法）
	（３）ステム（stem）

	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	（１）外観・性状
	（２）溶解性
	（３）吸湿性
	（４）融点（分解点）、沸点、凝固点
	（５）酸塩基解離定数
	（６）分配係数
	（７）その他の主な示性値

	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	（１）剤形の区別
	（２）製剤の外観及び性状
	（３）識別コード
	（４）製剤の物性
	（５）その他

	２．製剤の組成
	（１）有効成分（活性成分）の含量及び添加剤
	（２）電解質等の濃度
	（３）熱量

	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性1)
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）2)
	９．溶出性
	10．容器・包装
	（１）注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	（２）包装
	（３）予備容量
	（４）容器の材質

	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	（１）用法及び用量の解説
	（２）用法及び用量の設定経緯・根拠

	４．用法及び用量に関連する注意
	５．臨床成績
	（１）臨床データパッケージ
	（２）臨床薬理試験
	（３）用量反応探索試験
	（４）検証的試験
	（５）患者・病態別試験
	（６）治療的使用
	（７）その他


	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用
	（１）作用部位・作用機序14)-20)
	（２）薬効を裏付ける試験成績14),21)-29)
	（３）作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	（１）治療上有効な血中濃度
	（２）臨床試験で確認された血中濃度
	（３）中毒域
	（４）食事・併用薬の影響

	２．薬物速度論的パラメータ
	（１）解析方法
	（２）吸収速度定数
	（３）消失速度定数
	（４）クリアランス
	（５）分布容積
	（６）その他

	３．母集団（ポピュレーション）解析
	（１）解析方法
	（２）パラメータ変動要因

	４．吸収
	５．分布
	（１）血液-脳関門通過性
	（２）血液-胎盤関門通過性
	（３）乳汁への移行性
	（４）髄液への移行性
	（５）その他の組織への移行性
	（６）血漿蛋白結合率

	６．代謝
	（１）代謝部位及び代謝経路
	（２）代謝に関与する酵素（CYP等）の分子種、寄与率
	（３）初回通過効果の有無及びその割合
	（４）代謝物の活性の有無及び活性比、存在比率

	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	（１）合併症・既往歴等のある患者
	（２）腎機能障害患者
	（３）肝機能障害患者
	（４）生殖能を有する者
	（５）妊婦
	（６）授乳婦
	（７）小児等
	（８）高齢者

	７．相互作用
	（１）併用禁忌とその理由
	（２）併用注意とその理由

	８．副作用
	（１）重大な副作用と初期症状
	（２）その他の副作用

	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意
	（１）臨床使用に基づく情報
	（２）非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	（１）薬効薬理試験
	（２）安全性薬理試験21)
	（３）その他の薬理試験

	２．毒性試験
	（１）単回投与毒性試験61)
	（２）反復投与毒性試験61)
	（３）遺伝毒性試験
	（４）がん原性試験
	（５）生殖発生毒性試験61),62)
	（６）局所刺激性試験
	（７）その他の特殊毒性63)


	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意点
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	（１）粉砕
	（２）崩壊・懸濁性及び経管投与チューブ通過性試験

	２．その他の関連資料


