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< FEEFE R DR IMH >
QF M HIRENHMEIZ 72 o T ipWn e | JRAIBIZIMAFREE =4 U > ZIZME TR O, AH
O BRI CEEARIREE O B L B - 12 AT, HEDS CFERET =% ) v 7 %27\, A
BERETHZENEE LV 19,
(2) BEKRHBRCHEESA-ObRE
16.1.1 BEEHE
fERER A 8 Bz V7 m g b U ¥ A8 600mg (200mg % 1 [F] 8 &) #HEREAKEG L&D
Mg oL 1 R R OHERS S OSSR ENE R T A — X ZLLF DO LB ThHho7- 1919, [16.2.2 &
]

o0 e RIS
o—o ZREREAS

0 10 20 30 40 50 60 (B4R

BEEER N H AR A G- LT & & O MyE TR EHER

BEERRR NI H IR ARG LTz & X OFEPIE ST A —H

tmax Cmax AUCO-oo t1/2 CL ) Vd

(h) (u g/mL) (¢ g+ h/mL) (h) (L/h) (L)
e S | 0.92+0.57 | 59.4+6.7 964+236 | 9.54%2.07 0.73 9.67+1.17
BHBRRE 3.46+0.66 50.6+4.2 868+195 7.92+1.78 0.83 9.09+0.42

1) Vd, Kel kv HH

11

mean=*S.D., n=8




16.1.2 JUYF7S 2R

N TafEOWIFEEZ 100% EKE L E X, 2827 V7 7 v A3AEANERR A (16~60 %) T
6~8mL/h/kg, EN/NETAMABEE (3~167%) T 13~18mL/h/kg & DIWENH 5 17,
SAENEIRE T, 2527 V7 7 AN EZITRWRS, EHRO Y V7 7 AR TFT5 &0
WhERDH D 19,

PNV aBORE 7 VT T U ARXEICFEEZ VT 7 A L MEREAFEEGRORELZ T 5 1D
19)

16.1.3 £PFEHEF1EHER

BIRIEIR L DRI RV SRR T A R T4 > CPRR 94 12 A 22 B 3R 487 SHIW)

AT aBEFT R ULy T 5% THEL] KOTTrrvay 7 5%%, 7 AA4—/ =Ll X
DZENE SmL (v afig Y AL LT 400mg) fEHERR A D 712 R B AR 085 LT
BV aiEr N U AREZAE L, SO EEE T A —4% (AUC, Cmax) (Z2W\T
90% 15 T IX A THEGHIEMT 21T > 726 2. log (0.80) ~log (1.25) DOHPHNTH D . MHlDAE
W [RSEE DSHERE S T 20,

HENRE ST A —X

HIE/NT A—H BEINT A —H
AUCo-48 Cmax Tmax T2
(u g+ hr/mL) (u g/mL) (hr) (hr)
VAT al NDRA
suy 5% TAET) 1553.27+271.61 97.02+13.24 0.81+0.51 19.31+3.46
TN rvna sy 5% 1537.10+323.77 98.65+17.14 0.84%0.50 | 21.05£7.38

(8mL #%5-, Mean*+S.D., n=20)

—o— /L 7O%FNYLYOY T 5 % BET
PN YTy T5%

8 mLI%&, Mean*S.D., n=20

- Tk =
3

40 -

N T T T T 1
02 6 12 24 36 48

AFfE (hr)
B[R] 5.4 D I iE TP 3R EEHERS

I3 H N NS AUC, Cmax Z50/87 A — 4 1, #RBRE ORI OB « FE4E 0Bk
SR X o TR D ATREMENH D,

(3) sl
MG R R L

12



(4) BE - ftREOTE

OREFOHE

16.2.2 BEDOEE

fERERR A 8 Bz NV afig) R U o ABE 600mg (200mg % 1 (7] 3 §8) % ZEJEHRE M OV 1% (2 Hilalfe
OEEH Lo b &, ZERERERES & e TRZ R G CIIRIGEE E2 % Y Cnax DHEZRIE T, tmax D
BUEENRO BN 19, [16.1.1 2]

O R )2

(TVI. 7. FHEAEH) OHEZH)

2. EMEERNNTA—4
(1) f@AE

R L
(2) BIGERETEH

AR L
(3) HEREETEH

AR L
(4) PUVFS532R

(TVIL 1. (2) ERIRHUBR CHERR S L7 HRIRE ] DHESH)
(5) NMEHK

16.3.7 N HBTHE

VT B BEOSAEFEL 0.1~0.4L/kg TH Y . IFTHISMEIAE YT 5 & O®ERH 5 20,
(6) Tt

AR L

3. 8%H (KREaL—>av) #H
(1) fBFAE

MR L

(2) NRSA—4THER
MR L

4. R

16.21 NA X TFRLSEYT«
NNTBEEDONRAFTT RAZEYT IAFOENZ L ST 100% & OHENH B 20,

5. 9

(1) ik -FeiBE P& @ tE
16.3.2 %k — fx AP ;EdtE
T AT O IME RIS B8 9 Fllc v 7 a g h Y oA (600~1,600mg/H) ZHhH Lz &, 4
PIREE X, TR D 6.8~27.9% T -7z 22,

(2) miE-RAEEIFEBYE
16.3.3 1% — R4 BERIFTE @
TERF O TANAERE 4G VT algd B U o s (600~1,200mg/H) ZfEAO%KG Lz & &, if
PR, RHMARIAERIRE D 1.7 Th o7 29,

13



(3) it~
16.3.4 BEH~DOBITH
B ORE 20 VT aliEd R U v A (1,000~1,400mg/H) 245 Lz & & REFLAP X
MARED 3~6% Th o729, ([VI. 6. (6) ZHIw] DHZSM)
(4) HE~AOBITHE
16.3.5 FEE~DBITHE
TADBEE BN VT o M) U LEAR ARG Lz & & BERP IR, Mg PR E D 12%
ToH o712,
(5) ZofhoiBB~DRITHE
16.3.1 FfE~DH
Ty Mo uC- L7 afgs Y s (100mgkg) ZREA#KG Lz L &, #4530 5% OFMEk~D
SR E >/ > Il > KRG > sk > filti > ik > Lol > S8 AL > DIET & - 72 19- 26,
(6) MPEEAKEEE
16.3.6 EEEAE
VT a O MR B S ERIL 90%E TH Y | MG IREN I L% 100 1 g/mL BLETIEHE &2
fafnd % &L OWRENDH D 20 27,
BEMAENMET LA, EFIRE I PR REIMK T2 £ B2 0D 0, FHhlEE
R IIET LsW & ST 5 19 19 28

EAMEE (in vitro)

WINRE (1 g/mL) 20 50 100 150 200
A (%) 91.89+0.72 | 91.360.20 | 88.63+0.72 | 85.52+0.74 | 80.03+0.37
SETHENTIEIC L D mean=S.D.
6. R

(1) REBLEIRUCKEER
PNNTaBBORMIIFECTRB S, B hTIEEIC, Zvr e U BBEE. BBRt. o, o1 KO
wrfbEZIT D Z ERHEINTND 2D,

(2) RBICBAET5B%E (CYPHE) O4FE,. F5XF
G 2R OEISIXT 7 a—24 P-450 (CYP) 2 10%, 77 v ginBgEEs (UGT)
25 40%., B-me 30~35%%ﬂ”f§>5 EMHEINTND 29,
4-en RDAERKIC Z CYP2A6., 2B6. 2C9 3 FFEN, /ST gD 7 v 7 v AR DA R
1% UGT2B7 % %@75‘&35—@“5 ERWE XL TS 300 3D (1n vitro),

(3) MEEGBMNROFTERVZTOEE
MU ERR L

(4) REVOFEEOFERVFESEL. FHELE
MER R L

14



10.

1.

. Bt

RN 6 Bl 238 v afigd b U U AFEE 600mg B OG- Lz & & JRP~DOkHE &
IG5 5 HUNICERGEDR 60% (V7 rfgtE) Tholo, JRIPITEIC 3-keto & LTHE
i, LLF AT algo 7 vy o o giaaik, 3-OH (K, 2-propyl-glutaric acid, 4-OH {&, 5-OH
&, 4-keto &, cis-2-en &, trans-2-en (ADIETH Y | RKE(LIK, 3-en (&, 4-en KILIT & A EHEM:
SR o T 3D,

BB, ST HBOREAEORTYMERIT 1~3% &L OW|E R H 2 39 39,

S U RR—42—IZEAT H1EH#
BUBERRL

. BRFIZLBBRER

( TVI. 10. @BE®RSE) DHEZR)

HEOHRERT 2B%E
AR L

Z0ft
DR L

15



VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERABLTDER

2R (ROBHIZEIBRELEWNI L)

<PheEIE>

21 EEARFEEOH HEHF [9.3.1 B3]

2.2 IR ARPUEYBE G F o [10.1 3R]

23 REVA I NVEEEORSE [EERET VE=TMERSLLDONDLZ ERH D, ]

< RERIESEAF O S I >
2.4 IR SOTIER LTV D FTREMED & S &tk [9.5.1 S ]
(i)

2.1 AFNZ K D CHIEE DI RS OMWENRE SN TN LTIl e Lz,

2.2 JINVANR LRFUEME OB G RICARFI O M PR EIMET U, #2373 U EGIREIT D
E NN L RGUEME EAFKI OO AR & Lz,

2.3 AANZ L AET VBT MIEOHKBNRE SN TWDLRERLY RFEF A 7 VICHREOH HEE
TR 7T CE=TMERBY A7 NEED | EEDERICORNR DL ZENBIOND %, REY
A 7 NVEFIED BE~OARFN O G135 T & LT,

2.4 ik 31 4F 3 H 28 HAHEAGEAE RS - ATEfA R ERZ SRR GEAEZEH) (25
S&, Mz, NRAZES) OBEASET L,

PR F = 3K S O U SCE S OB OSE (CFA 3144 A 1 HEAH) ™ g, TRAZE S
DEAMFEILIND Z b, KEFO TJFRAFER] OBERWIZOWT, FERL 30 FEH 12 [H3E
% AR E RSB SERLER LIRS Z AR R ES IS TREN M ThT,
ZOREFR, TFRAZES ) LS TnD HEEUTER L CWO D ATREM O H 2 A ) ICBI LT, %)
REXUIZNRD 5 6 [HERFEIEORIEMS] ~OfEAIx $E5) &L,

1) 2019 4 3 A 28 HAHEAEEESR « AINHARERZ SN RER @M EKELRHK 0328F 1 5

3. MEEREMRICEHET HFE L ENHEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(V. 4. AEXOHEIZBEET IEE] 228752 L8,)

5. ERGEFNIE L ENER

SEELEXRMIE

<PheEIE>

8.1 HERNFIEE (BHWHI 6 » HUNIZZ\) BRbbbnd Il enbbr0T, H541H 6 » AL
EHRNCITHERER A 21T 5 70 & BEOREZ HIBET 25 2 &, 20Kk bEMAFITESRITHT
BEEMREZ1TO ZENZEE L, [11.1.1 2]

8.2 M7 VESTIMIEAME ) BEENH LMD Z ENHHOT, EHMICT =T HEHES
L PEIE A AT 2 &, [10.2, 11.1.2 BR]

8.3 U T EHIMICBHSAERE, MIEKRES1TY Z &2 E L, [11.1.8, 11.1.5 ]

8.4 IR, VEE - £ ) - AHEEHRENEDK TR HZ ENH LD T, AFIBL T O-BEICIT
H 8 500 SR G IR A O IR OB EICHE R S ERW RO TR T 2 &,

16




<BETAMBEIUTADUIZES BERTEBIBEEDAER >

8.5 HAHTICBIT A GEORMRW DN LEHEOHRIIZEY , TAMLAERRERND bbivs Z
ENBHDOT, FhHEPIETIHAITIE, ReICMET 572 SEEICITY 2 L, [9.1.4, 9.8.2 &]

< FEEfRREDFEMH >

8.6 BEDHEEIE~DIEN R ol b—HARAOE G421 L, #5kGEDOLEVEIZ OV TR
T DL, FEROBENED BNARWEAITIT., Bk B2k L2 &,

(fian)

8.1 "L aBiRARFHICIFEENEC D Z ENHCHZEZDTHREINTWND, ZODEGIZEE
L CIIATHEREM AT 2 IR =M 5 2 L A E LU,

8.3 AANIEMMMEH I D Z LB ZLV O TIHERERAELSNC b B A, MR O FhNLE
F LU,

8.4 AFNLFARAFFRINHIER , EEWEREMHIER 2 A9 5720 TR EE) - £ - K&
HENRE /IO T DB D AREENSE TERY, o TAFIZEG L TWHEFIZITAEH
DIEHRE G A 0 ) MO BBt F S n L o, BETDHZ &,

8.5 MTANAIIAMICEGE AT, HETHZ LICL) TALAERRERHDbRLS Z &M
boHOT, BhHEFIED LABET 2BBIIIRAITITO 2 ERRETH D, milE., EBFETO
BAIIFICEET DL L,

8.6 HEHFHEEIZH W CIZIERBEIED B ATE~DHBZ MR U, AH| DR Gk 2 a2 %8
Db, F£lo, IRVPBDONLRWGAITITER K EZMHGELR2NVE O EET LIMLERD D,

6. RENERERTIBAEICHTIER
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEEOHLHE
<ZBhEeHE>
9.1.1 EMBHEOREEOHZBH
9.1.2 BREEORERVERSZEDOHLIERRVES OROBRKREBOBE
BRECMSSHBRSENE T 28200 H 5, [15.1.1 2]
9.1.3 RRYM IV ILEEENREONSBE

UTFDX > mBFICBONTIE, AAFEGHICT 2 BONTSEOREEBET D E L HIC, KEIERE
X, TUOE=THEOEBIEE L, +oRBlE21T5 28, EERET VE=T7TMIENH b DIl
LrEENRH DL, [11.1.2 ]

- JRIR AR OfER L < IZRERHOFEOBEE O & 25 B8

s JRFBVA 7V FEE SUTIRE AR OHNIE T DO ZIEED & 5 B3
<EETADMABEIUVTADNAIZHES HEERITEIETOAER >
9.1.4 EBHE

Beh b7 255100F, A ICET 22 CRICERT A2 L, [8.5 &R]

-
—

(i)

9.1.1 W) BE TIIHEARR G LV BBUE 2 51 & 2 REVEDS & 5 B ITIHEICHR G- 21T
IMEND D,

9.1.2 TER I L OB 5 SR OBRRREDOIRIR | ~OH GBI 2 )6 2 TG U 72 BRIKE OB SCE
DRMFHL BB LT, ARSEITDH DEOIHIEROFEE TH L F N L <, THITREH
FER OISR 5D F TR T 2 L BEA BN TS, £ Z TARDERIEZ AT 2 BH I
HEICRGZATOMLEND D,
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9.1.3 REVA I NICBEOHARETIIE T VESTMMERRY A7 NEE Y . \EERERICS
WD EMEBEZONDTIO, JRFBYA I NVRFIEDEE~ODARF OB GIIEZTHY | ZD%
Wi HIBEIZIXT E=TEOEB R B 0EET HMERD D,

(2) BHERERSE

9.2 BEHRERESE

9.2.1 BHEEEEERE
BEHBEROKTEOERICL Y, EHEEMIREN ERT 2828 H 5,

9.2.2 MAEEHBHE

M L D AFOBRERSLE A AREOZ(LIC X 0 IEERRMBENME T 28208 ® 5,
(fiRin)

9.2 BHEREREE Y . BITERE T, BAMAROEILEIT X0 W V7 1 B OB D3 R
. BIVEFREBLUIN NG (TADATRENE) BB SNDIEFINRES N TNDEZ LD, #H
7ol [EHRERE R ) OHEABR L, WEHERIRE I OWTHEBMEATTH) 2 & L Lz,

(3) FitkeRERA

9.3 FiREEE RS

931 ERGHEEDHSBE

BH LNz &, FEENHRS H O ONBIEMIC e B8EZN0nH 5, [2.1 8]

9.3.2 FREBEEXZTOMEERNDHSEE (ERLGCHEZTOHSIEEER)

HREREN RS HobhdBENANH 5, [11.1.1 ]

(fiah.)

9.3.1 AFNZ X BB % G DI FEEOENRE SN TWHIDICED L L,

9.3.2 AFIMARHIAFRENAE T D Z ENRTHZEDO TEHMEINTWD, Z D7 ORFHERER
ELZOMAERO S 5 EFITITEERICER G E2ITOLERD B,

(4) 4FEREZRT HE

9.4 &EREEHF T H5E

IR T 2 AMEEME D B B I AT 2551213, ABNZ X DT EIEIC OV TR L, AH
OFERANED) T D OMEEICHMT 5 2 &, AR TETEENPRD SN TS, [9.5.4, 958 &
i8]

(fiah)

AFTIIEFIERE O LTS T2, RN (M) ICIHBETEED Y 271220 T
P E ATV, AAUEH OBEEIEIC OWTHIET T2 Z L BMETH D, AFDOEFEIEIZ OV T+
SFEMSITWD A, THEREIEORIEME ] ORI SUTZI BN TR T5 E il D
JRN Y ZBE L, 2 TOMEIGEOLBEFH L L GEFL LT,

Rk 31 4 3 H 28 HAHEA S EA RS - ATSH L REIRL xR E @A GEAZzmm) 1285 <
e, TREAZER), Tibhd, PEke, RS~k Y ) OHEOKET %17 -7,
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(5) bEWw

9.5 ITiE
< REEFEREDFAEMH >

9.5.1 #Lig SUTATIR L TV D ATREME D & 2 otklcid, &G LisnwZ &, [2.4 ]
<BETALAVBLIUTALAIZES ERITEREORE. BRSLURS DOROBRREDLER>

9.5.2 Il IR L CW D FBEMED & 5 MEIZIE, 1RIFE B0 2820 Ll Sh D558 2R,
BH LN &,

9.5.3 IHIRTIZRTL 2 G T AR EZ R ET 556, FTHERIRY BMEET 52 ENEE LV, o T
LI (RIS~ B V) EOFRIRRC, @B Z AT 5 W 4 HPE U7 B3 A A B # 55 & T
L TEWE DEFHREREDNH D,
<BheEHIE>

9.5.4 " HFHMENL A HE LR OIS, REIDOR S Z TR 5 S o Fl 3t REE L © 2 &
DEFHREREN DV . o, KROS5 SRS, LDEHRRRKBEEOLAFESZTE
fiE, AZHR, RE THEDHEF., ZOMOETREAETLREHE LT ORERDH D, F-.
FeA O (RTEERZEH, WARBERH . SRR, < EWAPE, MOAE%) 2772514 HE
Lz oREDRH D, [9.4 ZH]

9.5.5 IR OHREIZL Y | FAERICFERESE, TFEE, K7 70 =7 idE, Kl JB3EE
e (PbiRiBEL EERE, EHE, EE) SR8H0bnd EOWMENRH S,

9.5.6 ISt TN S AT BIEAFRICB W T, AERPICHI CAPAEEZ G SN2 TAPAUBENL D
AR 224 i 256512 6 ke DR ta s (1Q) [PHEHIME (95%FHIXH]) ] % bl L 7oA. AH %
BehH SN TADABRENSOHAER IQ [98 (95-102)] 1. ZF hVU X2 [108 (105-111) ],
Z7xz=hrA [109 (105-113)], A "~EE L [106 (103-109)] ZFG- 7z TANABED
SOMAERDIQ L TR - OWMENRH 5, 728, AFIOE L8 1,000mg/H  (ARHFFE
BT D) RimOEE X (104 (99-109) 1. 1,000mg/H ##8 2 5 %41% [94 (90-99)] TH
7~ 35),

9.5.7 St THENi S AV BIEMNRITIN T, EIRPICAR Z %5 SN BB 6 O AR 508 fili%,
AHN 2B SN TR WS O AR 655,107 1 & Helg LT, AFERIEY A7 BN@Ehoiz b
DHENDH D [FHEAY— R 2.9 (95%EHEXM : 1.7-4.9)] 30,

9.5.8 EWEH (U R) T, RAINVERRBAHE L, FrAEROEREGHICEE T 5 AR H
HEDOHENRDH D 3, [9.4 B

(figsn)

9.5.2, 954
MM e K&V —~A Z > A (European Surveillance of CongenitalAnomalies : EUROCAT)
DT —=FN=A e r—2 a3y b —UBIRIC LD ST a BRI RERTFEO Y 27
DRI S, LT EREAOBREE IIHT T A AVSEOBREEN 2 WG LT, 6 DD KA
(ZoEHE, DETRRE. DER RETH, ZHREBLOEHETEAE) O A78neH
BICBHE LW L OGN H 2 39,

9.5.6, 9.5.7
AFN % AR U7 i im s b AR L7 IR o 1Q TR 39 K UVE PAJE 361 DU T ARH & o B 4 /mig
THMERERNME SN, ZNEZF T, FDA X TARBIZARA Lizidm» S5 HAE LR 1Q
KT AZOWTIAMCEICERT A Lo TR LA, £z, BNEEST (EMA) X208
T RS R ROV L B 2 —Z B L TV D,
IO OERE KO, WA TORM BB E 2, AW T M) oI 11Q KT &
[HBE] IZOWTBR SN,
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(6) RELiw

(7

(8

9.6 RILM
B EORRIER ORFRBROARMEZZE L. KAOMKGEUIPIEZ 425 2 &, & bREFLP
~BITT L LD D,

) INRF

9.7 MNR%E

< ZhBEFHE >

9.71 KHAREIIR IHAERZ G & LA OZ 22 & U2 BFRRBRIZ I L Ty
A

< KRR EOFRENH >

9.7.2 NEZEZ 3G L Lo AR O M2 4REE b L 7= IR BRI E i L T 720,

) EinE

9.8 min&

<BheEHIE>

9.81 HEICHEL CHEICEEF T2 L, AFNL, MIET LT 22 L OREAMENBROD, EiliE T
WIMIET L7 I BB LTS 2 ENE N, EHOEYOMFRENEL RE2BETNRH
D,

<BETADMABEIUTADAIZES ERITHEEOAER>

9.8.2 LG ATILTHHEEITIE, MAICHET LR EFICEET L2 &, [8.5 ]

< REEFEREDFAEMH >

9.8.3 HifpH 2 KR L LI AR O ZEMZ R & U BRRBRIT S L Tuvian,
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7. HE%EHR

(1) HREREZOER

10.1 BFAEE (BFALKGZWNT &)
TR BRAEAR - 18 5 1E BT - SRk

I VSRR BRI E TANADREERTERERT S Z L0 7 a BEo i ik ME T3
RERR L - REITvy | BHD, %o
(HR=>)

A B AR LIKFNY)
(Am~y)

A IRXRLKF T AL T
v
(F=F L)
PRPAYA VAV 17 R (N S
KT « T AEF
(VAL T U A)

BT AR A
(AT Y)
R U AR LIKF)
(7 4=y 7 R)
FENRL ERFIL
(AT ~x L)

[2.2 ]

(fi#i)

VLT ZEBKFI) « A SRR KR« T AXFF N oA (]G4 : VAT ) AELE R
WEHER) LofFAIc LY . AAOMARENME T T2 iBERH 5 2 LD, BAIOTFCED
BEMEMN L0, HHEEM] o TR OHITBR L, EEWMEZITI 2L L Lk,
(IVIl. 2. ZENELZOHEBE | OEBR)
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(2) FRAFEELEZDER

10.2 BiFERE (BHRICEET S S

&)

S

BRAAEIR - FEE 7T

B - fapRIA

2L Y — LR
7 x )NV EH — L

ST uiEOER T, Eii
HRIOIERHERTHZ L3 H D,

FERRIRAIR L 7 v i DR &
FHE L L o R i R EE A
KT %, 7o, AR ok
REZ FH S5 29,

PZ= ==t N G
TR

ST aiEOER TS, Eii
F O VER 23 B 58 X845 2
EnbH 5,

VSERE S FVAV IR =g JOY A T
L LS o o R EE A
K5, £, AnEH o ifH
W% FH UK T &85 29,

Tr=hrAV
RATZ =k
Tx /)N EH—)L
[8.2, 11.1.2 ]

NV TaBlcldsEeT7 vy =T
MIEDFKBY X7 NEmEDLBF
nndH s,

FFIIAIATH 5,

T hRAZ IR
TIRNVTTFY
VR TFY

FERLEAN ORI DR T 5 Z &
N5,

FEFLEEAN O i A B S
Do

HIEWHD,

8= Pa A AT a RO R S 0L TR TH D05, T ok
ZEDBH D, DI FREN EH 5,

7ERIF FERLEEAN O RABIA A 2 5 |\IFICBIT 2 707 v U BRE M
JERT D EORENH D, AT %,

= A FERLIRAN O R WINPT R T |IFFICBIT 2 707 v s BRIEE D

AT D,

TNTwa CREE R DK
7
U rFENL
=)< hLJLENLT R FEL
7 e Y M FEAEAH

Kt

A

ST afEOERPEEET 5 2
ENH D,

FFicBT A2 KRB 7NV v i
WAEMEEESN S,

Ny U7 E L REH

FEFLEANOER AR T 5 Z &

e R o0 7 R AN O i T R E A

TAEY

ZEWDD,

D AN N b, ERzE5,
N7y
WU F LR R IEA VT a g OER DI H TR XA (ERERL N L T a R LS B AT

B, Eio, /T BRROMRBIHL
EEnz,

Ty RO A T

ST aEoOERNHERI NS

FERBERPIFF P 7 m— L4

DL DWEND D,

VAFUY ZEBRHD, P-450 (2 X 2 MG &2 i L.
SNNT O M EEN B
%,

VA= e TAWN T 7Y AEME (REFEIEEE) TR TH D,
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(

—r

(figin)
17 RNLERE (RFe4 - 0 T X EE) 13, TOMRERKIC LD LT aig L OFFH TIHA
BHIPER T 5 Z LN SN, v T BARNLD 7 VT T UAPMKTFT LI EAME SN TS,
To. B 7B NRAEFEOEISITTANAERIREBTH Y | BRIV 7 ok & OFH S 2 wTREMED
bHZ b, HHAEMER] o FRER] oBEIZERL L, EEWMEZITI 2L & Lk,

D= B A AW
0 7B ANAROFOWMCE L DAL D T-DIC, FERANCIRE L WEBEREZ1TH 2 &
L7,

< TV a CIRRE TR D SEA
TN a CBRE EHET DAL O LY RO MFREME T SRR H D Z &
B WAIOR CEOESE LK D702, HAEEH] © HFRER] OHEITBRL L, EE
MUl 24795 Z & & LT,

. BElfER

11.El4EH
WOEIWERPNH oD ENHDHDT, BEELHDITITV, BEIRBO ONGAICEHREGE2F
T 57 Y Bl 24T Z L,

) EXGENER & OHER

1.1 EXLEMEA

111 REEFRFOERGHEE, HE., BHFE (Wb HEERE)
JFfEE L & IR EREERNH b Z b5, [8.1, 9.3.2 BH]

11.1.2 B7 VES7IEZH# S BHEEE (FHERH)
(8.2, 9.1.3, 10.2 ]

11.1.3 BOEEM. FFERS, ALRELS. ERECI/NMRED. BREKED (T b 8EHERH)
(8.3 ]

11.1.4 S9EBExR (FHEARH)
WUV, BB R, WHEEOERS S bbbz, WREREO 23 S HAI1CiE.
BhHEZRILL, WYRAEEZITO Z &,

11.1.5 MEEEX., 727 a=——EEE (WP LEERE)
(8.3 &IH]

1116 PEH R RIBFERMASE (Toxic Epidermal Necrolysis : TEN) . B % 4 E B 5E & #
(Stevens-Johnson fEMREE) (W 4v b BHEAH])

1M1.1.7 BBUEERE (BUERE)
WIHER & LTIRIB, RBRENL LI, & HIU L MEilEE, FFseaem®, Ak, ek,
FIRY) B BIEDSER DN O b O G E TR G2k L, @ORMELITO 2 &, b, 5
5. FE TSRS E S DRER N ER S 5 WITBIE( T2 2 L NH LD THEETHZ &,

11.1.8 RHOZEM. BHEMRER. N—F 2V OBRER (WT b HERH)
PRAVEARIEIR & LTS, ROYkiE, SEEkEE, E8h, MK r, BEMRER S bbb Z &
WD, X—F 2V URRIER E U CRr LR, e, B8 - TREENRHLONDLZ DD,
¥, AL ORERNBIEHE LTIk 1FEAENR 1~2 5 HTHEE LTV,

23




11.1.9 HEBHEBARLE (SE )

A, B, CK bR, MR ORT I+ 7 e e o ERENRD bN-BAICITRE 42k
L., @EREZITH 2 &,
11.1.10 RFIRFIVE T ES D WEEEEE (SIADH) (BHEEAH)

K R U v AE, KIZEEMAE, JRPT NY 7 ABEROEM, ®IRRERD Db GEITiE, K
S BEI O HIRE O L E AT Z L
1M1.1.11 FEMMSE. FERERMEM S (W9 & BHEARI)

N, R PRI, EEVE NGRS DIV AR, NI X AR, MO CT otk % FEhid 5
Z L, MVEMERR., HEEEREMRNEDN -G IITEE AR L, BB RE R LT CH O 5%
DG RIEZITH Z &

(fifa)

11.1.11 EPICEB W TARRIFEGZICRVEMEM 25, IFERERMENR 2 8B L7 ER DB ERM I N2,
[EAZREIWER ] OB Sz,
(2014 45 1 A 7 BHEABEE FEEA N RZ e RSN Ea%2% 0107 6 1 5)

(2) Z0iDEI{ER

1.2 ZOHDEIER
5%LL EEY | 0.1~B%Am T 0.1% A N
1IR(3 [ 1 BR B B, AFERERIE S, 1)
REHEREIR T, K7 ¢ 7
Y ) =7 ME
FE AR e U NI LN N o Y REE, O FEWV, #1H o
NN Y
TH kg D - R, AR IENZ, T BATLE, 18
I, BEAPLRE,
il
JHF ik AST k5. ALT EH-
Al-P L5
d it
I RE B2
WAPR 25 BIR - BR MR, PREE
ESVET HRR R (AR | ZEREINER K50
I, 7 %) 2R RS T
*2)
Z Dt R, S OYe, RIE, BB (&7 oe=7 MiE, HA
RS, (REHEMN, b=
F D
1) FEBUEE I XRIE R EET A ST,
1 2) AFNOEGPIEZIC, gEESNTELDORERH D,

(i)
R R EIPEIR T ICOW T, ARAF & ORRBIRNEE TS RWVERIAHRES N TND Z
D, EEWMEZITO Z L,

24



10.

1.

12,
(1

. BRRERBRICRITTEE

FEEIN TV
BERE

13.B8EHE

13.1 ER

A AR LD BERAIC X v EikbEE (IR, i), . FEIRIE, &7 =7 M
SE. MAKEZRE - LEFIRHE S TWAD, ANETIIETHRRE LT\ 5,
13.2 E

TH TEERES 2TV, R EE ST S, Fo HEICS U CHESEMEHER., mMkET 217
Ve TUXRYUDBENENTHoT-ETHHREND D,

HALOZXE

14 8RALDOEE

141 B5&H

WIRAICOAEH S5 Z &,

14.2 EXIRAROIE

BREMA T IC IR L, FRIRITBERE S D 2 &,

ZDfDERE
) BRERERICE I &)

15.1.1 EREREERAICE D < HR

WAL CHME SN T AR 2 EDEEOPICANAIICEBIT 5, CTANA FEMEBREELMG & L 199

D7 Z R REERRBROBEHRERICBN T, BRQELECEBEEMOREB DY 27 3, HrTin

WEDIRAFETT 7B AREL L TH 2 5@ < (BUCAMASERMAEE © 0.43%., 77 B AR

0.24%) . FLCANAEORARETIX, 77 BARBEE LR 1,000 AH72V 1.9 AW EFHE I
(95%(EHEX T : 0.6-3.9), £72. TADABREDOY 7/ V—7TlE, 77 B REEL A~ 1,000 A

B2V 24 NZWEEHR N TS, [9.1.2 ]

15.1.2 KFl & OREBRITIA STl Ay, AL CEE SN BIEMFEICRB VT, RO 3 »

ARNCAFNCIRE L2 XBLORIZ, 7F MY X XIIVRF T2 X MIREE LB O & g L

T, MREFEEIEY A7 OEMMERBET 5MENH D GHEAY — R 1.50 [95% 151 X [H :

1.09-2.07]) 39, —hH T, TAPALERT DB Z35 & Loiish CHli S N - BIEEM7EIck VT

ZNERTO 120 B RHICAANCIRTE L2 SO O Wix, AANIHREE L Q70BN & teig LT, #tat

NS BRI EIE U A 7 OBINTR D e ET58E b b 5 10,

(i)

15.1.2 5f 6 4 8 H 27 AfJEAIBE EEREIRZ e REER@m (EFRZEm) (ZHhoX,
[ZOfMOERE] O THRERICESIER) OBEEWET L,
EMA (European Medicines Agency : FKINEFK M T) @ PRAC (Pharmacovigilance Risk
Assessment Committee : 77—~ I YT R - U RIZFMEES) OFMFERICESX, K
FNCURTE U725 0 VIS I 1T 2 Wi I EIE (S B A WA SR A STk O 3T 2N T 7z,
FERKBLEAFTE 32T, ZHRATD 3 » A BICAANCHRE L7 RBLO VI BT 2 iR 5 e )
27 D¥EMATRE E NI, 7277 L. ABFZEICB W T, BIEIC X D250 REVE, *ITHRREL Y
bV T BT T Fr—7 y TR RWE, FRORARH L L E2BEL. INTIEE S
RAHBE DT OF - RO LR RD 5L TWD T,

25




—J5 . WEAMEZTSE (JAMA Netw Open.2024 ; 7 : €241470949) (2B T, ZMERETD 120 H R
WCARANZRFE LT CArA B 5O R TIE, SEEHARNCA R REFEEE Y A 7 OHINX
OBl

VLB XY | Bl R TR Z 5 LT A3CBL 0 IR ORI ZIE DFIE U A 7 B89 2 Rl IS L
TV DD, KHBRFEIC & 2 WOMRERERE Y 2 7 MO TREENTE TS Ve, 12
DOMOIER ] OHAUET L Mgt 2175 2 & & Lz,

(5H 6 4 8 7 27 AAT AT @E IR ER L SRR @ EHLE 0827 %5 1 75)

T : PRAC assessment report :
https://www.ema.europa.eu/en/documents/other/valproate-prac-non-interventional-imposed

-pass-final-study-report-assessment-report-emea-h-n-psr-j-0043_en.pdf

(2) FFREFRRICE S 1ER
BE I TV

26



X. JERREREARICEAY H2HE

1. FEEHER
(1) ENDFEIBHER
(TVI. HZNSEEIZBE T 2B OESM)
(2) REMHFHEHER
BuUBRRL
(3) ZDfhD IR
BUBER L

2. BMHER

(1) BEEEE5SEEHAR
BUBR L

(2) REEBE5SHHR
BMBER L

(3) BizEBHEHR
BMBER L

(4) BARMERER
BUBR2 L

(5) &REFRESHERR
BMBER L

(6) BFRIHERER
BMBER L

(7) ZothoEHESH
BUBR2 L

27



X, BEMERICEYTSRE

1. RS
W AV =1 ol RN = VAV E 78 ST
5% [HPET) ) HEE-EREONGECLVERTLZ &
BRRS | VT R A L
2. AMEAM

ARE - 34

3. ARRETONE
R PR AT

4. RIEWEDIEER

20k LV EDEE
201 HHZBHT 2720, ORRITB LN TRIF L2V &,
20.2 NEOFORNPNE ZAIEGFETH L,

5. BERITEM
BEREERLTA N A
<FTvolLsy  H
ZOMOBEFETEM A ((XII. 2. ZOMOBEEE) OESMH)

6. R—H% - A%E

B—psy : 737 vy 7 5%

7. ERREERR
ASBH

8. HERFTABFEAARUVARREEES. EMELNFFALD. REHAKEAR

BUE AR 7E AR . A FE B AR 7eBR A
(i3 5 RE S
2 Wk EHH Kb A H EH H
AR L 7vmy S 1998 5 21000AMZ00880000 1996 % 2000 4
BA A 12 A 22 H 7TH9H 3H8H
Ska L 7vey 7 5% 2007 % 21900AMX00138000 2007 % 2007 %
A 2 528 A 67150 6151
ka4 | S afgr Y oL 2013 4E 2013 4 2013 4E

) 22500AMX00435000

EE | uav 7 5% [AET) 2H15H 6 H21H 6H21H

28



9. MERIHREM, RERVAREEENFOFEABRVEOAR

<BhRE TN A >
BAMEH B ;200249 A 20 H
R4 L7y

A - TEp 3 KO S DI OBRIREE) I3 2 %hie

B ESIENL

B

[H

ShHE

FRE T AP UNFELE - FERFEME - WS thEE) (R
RO NTIRB T BILOTADANTE D HEREAT

BT DA UNFELE - FRFEME - FrEE) JEAE
7B NTIRBFAE) BIOTADANTLE D TEREAT

;g B CRESHE - SIS W Bt CRHHE - IS D
B 35 £ O 5 OB O R IE D IR
(L ZRESUEZD B IN £E 5 8 (& AT
<FHRE ST E, HIEKR OHEBIN >

BIAEH A : 2011429 A 9 H

Woes L7 vmy 7 5%

WA - THEERIEOIEMSR (T 22 UTE R, HiERk OHELZ BN

Hr 1"

(1) BFETADA UNFEIE - SEEFAME - RE | OB CTANA UNRIE - FERFE1F - FErhiESh %
BhRE | EhIEZR O NTIRAFIE) B L OTADAITHE 1B D ONCTIRAFIE) B8 X O TANAITHE D Mk
MiE| O MEARRITEIRETE (RHEHE - SN ORI [1TEIREE CFHEE - SRS OIRE
| _(2) BRE Z O S S5 OBURRE D IR OBbF I L O 5 O DBk BE D TR

(3) i SEYE FEAE O FE il

(1) BFECTAPA UNBIE - LEAFE - EHE | B, 1 BE V7 e b oval LT 400~

BRAEZ & ONTIRARIE) BEIOTANAIILE|1200mg % 1 H 2~3 BIZ3 T TROZE S35,
O MERRATEIRE S (CRHaE - B2%MESE) oiRIR | 7272 L, il - SRR U 5,
(2) HRds LU S D% O EREE DIRIE
HWE 1 H&E8~24mL (N7 aft R v AL
L T 400~1,200mg) % 1 H 2~3 [EIZ43 1) TRk

HiE| 5735,

KLY 272U, Fm - SERIS CEEERT 5,

| _(3) JrFETRFEAE O FIE Bl

1 HE 8~16mL (V7 afg) h) v sk
L 400~800mg) % 1 H 2~3 [EZ43F TR
N4 2%,

7e¥s. APl - SERICE Ul EHEE T A4, 1 H
ELLT20mL V7 afigh b yat LT
1,000mg) #2722 &,

(_ ZhRESUZNR, HHEKR OB

29

I 5 28 S f&7T)




10. BEEHR. BFIMEERLARFABRUVZTORAE
FAROSA
1. BEEHM
L L
12. FERMBFIRICEET 51HHK
AFNE, FEIBICET D HIRIZED HIL TV,
13. &E#Ea—F
JEAE Sl A AL | ERIESE =2 — N Lt 7 hEEAH
Al 52 = =
W N EHE G2 — F (YJ 22— F) HOT (9#1) &5 VAT AHa— R
sovZamgr U o n
1139004Q1119 1139004Q1119 112107004 621210704

vuy 7 5% [AET)

14. REHBFTLOIEE
AR,

IR L D% FEESR A TR0,

30




XI.

AR

. SIFAX#E

1) FHWNERE et
2) Bowden C. L., et al. : JAMA. 1994 ; 271 : 918-924 (PMID : 8120960)
3) Pope H. G. Jr, et al. : Arch. Gen. Psychiatry. 1991 ; 48 : 62-68
4) Kukino K., et al. : Chem. Pharm. Bull. 1977 ; 25 : 2257-2262 (PMID : 338171)
5) Emrich H. M., et al. : Arch. Psychiat. Nervenkr. 1980 ; 229 : 1-16 (PMID : 6778456)
6) Cutrer F. M., et al. : Br. J. Pharmacol. 1995 ; 116 : 3199-3204 (PMID : 8719796)
7 BEEEREM KT ERE. 1969 5 20 : 317-325
8) AMEF M WEES. 1969 ; 60 : 806-809
9) JEERS—Mh : JEREERL 1970 ; 4 : 937-949
10) Patry G., et al. : Can. J. Physiol. Pharmacol. 1971 ; 49 : 568-572 (PMID : 4996709)
11) Simler S, et al. : Biochem. Pharmacol. 1973 ; 22 : 1701-1708 (PMID : 4351900)
) Anlezark G., et al. : Biochem. Pharmacol. 1976 ; 25 : 413-417PMID : 779794)
) Leviel V., et al. : Epilepsia. 1977 ; 18 : 229-234 (PMID : 326547)
) Cao B.J., etal.: Eur. J. Pharmacol. 1993 ; 237 : 177-181 (PMID : 8103460)
) BAIERY ISR JPDI 2016 ; 533-534
) BCHBARAM © TADAMTIE. 1988 ; 6 1 196-203
17) Levy R. H., et al. : Antiepileptic Drugs. 4th ed. New York ; Raven Press. 1995 ; 605-619
) Perucca E., et al. : Br. J. Clin. Pharmacol. 1984 ; 17 : 665-669 (PMID : 6430313)
) K& AR - BRIRSEENRE T — SRR O EAL D722 —. I JLE 2000 ; 125-128
) FENERE - AW R R
) Zaccara G., et al. : Clin. Pharmacokinet. 1988 ; 15 : 367-389 (PMID : 3149565)
) Vajda F. J. E., et al. : Neurology. 1981 ; 31 : 486-487 (PMID : 6783980)
23) Ishizaki T, et al. : Pediatr. Pharmacol. 1981 ; 1 : 291-303 (PMID : 6810293)
) ATHEIETAD © SN2, 1986 ; 40 @ 27-30
) BCHHBASRM © 4 & FE2E. 1976 ;5 8 1 401-408
) AORBFRBER « AROKESERHERE. 1971 5 34 : 369-379
) Gémez B. M. J., et al. : J. Clin. Pharm. Ther. 1993 ; 18 : 191-197 (PMID : 8345004)
28) Scheyer R. D, et al. : Antiepileptic Drugs. 4th ed. New York ; Raven Press. 1995 ; 621-631
) Riva R, et al. : Clin. Pharmacokinet. 1996 ; 31 : 470-493 (PMID : 8968658)
) Anari M. R,, et al. : J. Chromatogr. B. 2000 ; 742 : 217-227 (PMID : 10901126)
) Jin C., et al. : J. Pharmacol. Exp. Ther. 1993 ; 264 : 475-479 (PMID : 8423545)
) HEJRALAL - EEPRSEPE. 1988 ; 19 @ 749-757
33) Gugler R., et al. : Eur. J. Clin. Pharmacol. 1977 ; 12 : 125-132 (PMID : 336377)
RYERE (757 v my 7l 200249 A 20 AKR, FAREE)
Meador K. J., et al. : Lancet Neurol. 2013 ; 12 : 244-252 (PMID : 23352199)
Christensen J., et al. : JAMA. 2013 ; 309 : 1696-1703 (PMID : 23613074)
Delgado-Escueta A. V., et al. : Neurology. 1992 ; 42 : 149-160 (PMID : 1574171)
Jentink J, et al. : N Engl J Med. 2010; 362 : 2185-2193 (PMID : 20558369)
PASS-Paternal exposure to valproate-Updated Abstract Following Reanalysis of Norway Data

W w
o J

39
of Corrigendum to Final Study Report Version 1.1 and Addendum Version2 Valproate EU
consortium Stand Alone Abstract V2.0
https://catalogues.ema.europa.eu/system/files/2024-02/Valproate_ PASS_Abstract_V2.0_0.pdf

31



40) Christensen dJ., et al. : JAMA Netw. Open. 2024 ; 7 : e2414709

. DD S EHE

DR L

32



XI. &84

1. ELESETORFTRE
AT 2EEUIR, HEMOCHBIZUTO LB THY | SETORBIRDL L 138D,

BHRE X IF R MIEL O E

OBFET A UNFEIE - BSFAE - REIEEIFAER OO | <HBF TANAB IO TANAICHE D HEITEIEE DR
(CIRAFEN) BLOTADAITHE D ERITEIRE (B | . BRI KU S S OBRIREE DRI >

B - BRMEE) OIRE BEIBE VT afES Y U AL L T400~1,200mg
Ol ds L OV 5 i DR FE D IEHE Z1H2~3EN T TRAKET D,
O Fr 98Jm 5AE O FEAE Pl 72720, 4Rl - SERITIE U E T 5,

< A IEIR A E D FESENH] >
WHEIBE VLT BEES MY U AL L T400~800mg%
1H2~3ENZ 3 TRO& 595,
72k, il - JERIE CHEERE T 523, 1HEE LT
1,000mg% % 72 &

<DailyMed (USA). 2024 4 9 H Kk >

E 4 K[

ey Rebel Distributors Corp
DEPAKOTE- divalproex sodium tablet, delayed release™

544 *Depakote®D H LN 4y 1Edivalproex sodium (#S/L 7 afig L L7 fiENa 731 0 1 CHb
a) Tho,

S - Wk t.ab\let, delayed release : 250mg, 500mg™
LT aBRAITHY , BT ey TRIE TR D,

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.
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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.

1.4 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.

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.

2.1 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.
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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.

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 therapy.

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.
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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.

2.3 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.

2.4 Conversion from Depakote to Depakote ER

In adult patients and pediatric patients 10 years of age or older with epilepsy previously receiving
Depakote, Depakote ER should be administered once-daily using a dose 8 to 20% higher than the
total daily dose of Depakote (Table 1). For patients whose Depakote total daily dose cannot be
directly converted to Depakote ER, consideration may be given at the clinician’s discretion to
increase the patient’s Depakote total daily dose to the next higher dosage before converting to the
appropriate total daily dose of Depakote ER.

Table 1. Dose Conversion

Depakote Depakote ER

Total Daily Dose (mg) (mg)
500% - 625 750
750% - 875 1000
1000* - 1125 1250
1250 - 1375 1500
1500 - 1625 1750
1750 2000
1875 - 2000 2250
2125 - 2250 2500
2375 2750
2500 - 2750 3000
2875 3250
3000 - 3125 3500

* These total daily doses of Depakote cannot be directly converted to an 8 to 20% higher total
daily dose of Depakote ER because the required dosing strengths of Depakote ER are not
available. Consideration may be given at the clinician's discretion to increase the patient's
Depakote total daily dose to the next higher dosage before converting to the appropriate total
daily dose of Depakote ER.

There is insufficient data to allow a conversion factor recommendation for patients with
DEPAKOTE doses above 3125 mg/day. Plasma valproate Cmin concentrations for DEPAKOTE ER
on average are equivalent to DEPAKOTE, but may vary across patients after conversion. 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)

36




2.5 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 mecg/mL (males) The benefit of
improved therapeutic effect with higher doses should be weighed against the possibility of a greater

incidence of adverse reactions.

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.

Compliance
Patients should be informed to take Depakote ER 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.

2. BB T BB IEER
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Drug Name Category
sodium valproate

F—A NTUTONE D

(valproic acid)

(2024 4F 9 A #5R)
2E RO
F—A NZ U7 D54 (An Australian categorization of risk of drug use in pregnancy)
Category D :
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may
also have adverse pharmacological effects. Accompanying texts should be consulted for
further details.
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