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R OBRIRREDIEIE | DNRE I EMAR STz,
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IRFEMERE (Stevens-Johnson SEMERE) | MBUESEBRE, MMOZFEM, FRAVERRIER, ~—F Y JHE
K BERUHBARIE . HURIR V8 o NG  WERRE (SIADH) . FVEMEMiZE. AFBRERYEN 2% 73
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T B R 25%IC LR EICEN TV, AEFRIZOVWTALT oI T BB LI-F2IL, &
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16.8.1 FEXMHRE
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X0 THWILIBESIRNE N2 WEEEICIE, LEISCMFRES=2 Y 7 %217\, A&
BEDHZEMEE LN,

(HEREREOREMF)

@F i P E SR 72 o TRz | JRAIRIC M RE T =2 U > I3 H TR WA, ARHA
O BRI CEEARIREE O B L B - 12 AT, HEDS CFERET =% ) v 7 %27\, A
BT 52 ENEE LY,

(2) BREKRHBRCHERESA-ObRE

16.1.1 BEEHE
fERER A 8 Bz V7 m g b U ¥ A8 600mg (200mg % 1 [F] 8 &) #HEREAKEG L&D
M5 F /L7 0 BRI OHERS e OB IE X T A —Z U T DO LB Th-o721% 19, [16.2.2 &
]

—e BIEIRE
o—o0 ZERERGHL Y

0 10 20 a0 40 50 60 (BT

BEERR N B AR A G- LT & & O MyE TR EHER

BEERRR NI H IR ARG LTz & X OFPBRE T A —H

tmax Cmax AUCO-oo t1/2 CL ) Vd

(h) (pg/mL) | (pg-h/mL) (h) (L/h) (L)
RS | 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
) Vd, Kel L0 HH mean+S.D., n=8
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16.1.2 JUYF7S 2R

T BEOWINEE 100% ERE L&, 2827 V7 7 0 X3ANE @R A (16~60 %) T
6~8mL/h/kg, HENNETANAERE (3~167#%) T 13~18ml/h/kg & DHENRH B,
SAENEIRE T, 2527 V7 7 AN L ZITRWRS, EHR O V7 7 AR TFT5 &0
WENHDHLE,

NLTafoey 7 V7 I RFIEIHEAZ VT 702 & EEAEEARORBELZ TS
19)

16.1.3 EYF MR F1EHER

BIEIEI L DA RV SRR T A R T4 > (CERL 94 12 A 22 B [EIRE 487 SHIW)

A TafgF A my 7 5% HEL] ROT N rrvnay 7 5%%, 71 A4 —/S—EIC &
DENEN 8SmL (VL7 ufiEt hU AL LT 400mg) R A B TS H & BER 0 &5 LT
BEFoLTaiEr MU U NREAZRE L, 5o yEiE T A —4% (AUC, Cmax) (22T
90% 5 FE X LI THERHIENT 21T o 7285 F:. log (0.80) ~log (1.25) DO#IPHNTH V. M D4
W RS R S AT 20

YR T A =4

HIENT A—H BEINT A —H
AUCo-48 Cmax Tmax Tz
(p g« hr/mL) (u g/mL) (hr) (hr)
RYUAS] " SRV A
cuw75% [HET) 1553.27+271.61 97.02+13.24 0.81+0.51 19.31+3.46
FTRrvvay 7 5% 1537.10£323.77 98.65+17.14 0.84+0.50 21.05+£7.38

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

(ug/mL)
1207
—o— )\ L7OFNILYOy T 5 %IAET]
= F N L0y T5%

8 mL#%E 5, MeanXS.D., n=20

P ST =
3

f_“ T T T T T 1
02 6 12 24 36 48

R (hr)
Hi[Rl$ 5-4% o M T A EEHERS

I3 H N QNS AUC, Cmax Z50/87 A — 4 13, #RBRE ORI ORI « 45 0Bk
TR E > TR D AREERD 5,

(3) shEiE
MER R L

12



(4) BE - ftREOTE

ORFOHE

16.2.2 BEDOEE

R A 8 Bz V7 afig) R U o ABE 600mg (200mg % 1 (7] 3 §8) % ZEJEHRE M OV 1% (2 Hilalfe
OEeH Lo b &, ZERERERE S & e TRZ R G CIIRIGEE E2 % Y Cnax DHERIE T, tmax D
BRIER(EO LY, [16.1.1 BH]

O R )21

(TVIl. 7. FHEAEH) OHEZHR)

2. EMEERNNTA—4
(1) fBHhAE

R L
(2) BIGERETEHR

AR L
(3) HEREEEH

AR L
(4) PVF3532R

(TVIL 1. (2) ERIRHUBR CHER S L7 HRIRE ] DHSHR)
(5) DWER

16.3.7 NHBTHE

SV T afEOSARFEL 0.1~0.4L/kg TH Y | IZIFMIIMNRICHY T2 L 0oMERH H2 Y,
(6) Tt

AR L

3. 8%H (REaL—>av) #H
(1) A&

MR L

(2) NRSA—4THER
MR L

4. R

16.21 NA A TFRLSEVUT«
PIVTOABEBDINA FTTR_AZE VT 4 1FATEDOENC L 5T 100% & OMERHH 2,

5. 9

(1) mi%-fxBEFTEiE
16.3.2 %k — fxRAP;EdtE
Fif AT OSE ARIES £ 9 Fllic v 7 afg) U 7 A (600~1,600mg/H) ##H L& X, %
PR IE, MAE R D 6.8~27.9% Th»7-22,

(2) mik-iadkEF @@
16.3.3 % — iR E A
HERFOTANPAMBE 4PN VT aiEF ) 7 A (600~1,200mg/H) ZREAOFKEL-L &, JF
PR T, RHAMAE R RED 1.7 Ch o722,
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(3) Ait~0BiTHE
16.3.4 BE.HADOBITH
I OERE 26 LT aigS R U A (1,000~1,400mg/ ) Z8#5 L7z & &, REFLAP L,
AP ED 3~6%Th o722, (IVI. 6. (6) #H¥liw) DOHEHBM)

(4) HE~ADOBITHE
16.3.5 BB~ DBITHE
TAMABEIBFN VT afE) M) U AEZRORYS L- & & BERPIREIL, miE P RED 12%
ThHo7-2%,

(5) ZotinB#~DBITHE
16.3.1 @~ DH
7y M uC- S v7afigs Y A (100mgkg) Z#EAO#KE Lz &, #5 30 5% OEEM~D
OYA VR >IN > PR > 5 > i > i > i > Dl > AL > B ONETH o722 26,

(6) MFEEAKEAE
16.3.6 EEfEAE
ST e RO MAEE AFEAFRIL 90%ETH Y . RGP ERENIS X% 100 1 g/mL LLETIEREA
fafnd o L oWERH L2 2T,
BEARBAORDMET LIZBA. EFRE I PRIME T REIIK T2 L &2 b5, Tl
IR T T LAV E STV D 8 19, 280

WnEE (ug/mL) 20 50 100 150 200
AR (%) 91.39£0.72 | 91.36+0.20 | 88.63*+0.72 | 85.52+t0.74 | 80.03*+0.37
SEHREHTIEIZ XL D mean=S.D.
6. i

(1) KREBLLRUCHRBERE
PNVT OO REIIFIE TR S, B bTIEEIC, S a sEBREe. BB b, o, o1 KD
wrfRbZZT 5 2 ERHE SR TNS 2,

(2) RBICEA5T58% (CYPE) OHFE. F5F
BT 2 REEERE OFI AT N7 v —2A4 P-450 (CYP) 28 10%, 7 /v v itz (UGT)
2 40%, BB 30~35%FEETHDH Z ENWES N TNDE 2,
4-en ROAERITITEIZ CYP2A6, 2B6, 2C9 4y F-Fflns, /ST afED 7 V7 v AR D AR
X UGT2B7 0 FHEABE G52 2 EN@E S5 29 2V (jn vitro),

(3) MEBEGBMNROFTERVZTOEE
MR L

(4) REVOFHEOERRUELL, FHELE
MR L

7. B
fERERL A 6 il kt5z 7 afg) b U o AEE 600mg HERE OG- Lz & & JRP~ORR PR
5% 5 HUWNICESEDOK 60% (WS 7rgYE) Tholo, RHASTEIC 3-keto & LTHE
M, LAV afgo 7 vy a rigiaaiR, 3-OH /K, 2-propyl-glutaric acid, 4-OH &, 5-OH
&, 4-keto &, cis-2-en {&, trans-2-en (ADIATH Y | KE(LIK, 3-en 1K, 4-en FKILIT & A EHEME
Enipinoi=32),
B, SVT BBEOREARORFPEIERIT 1~3% & OWERH 52D 34,
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10.

1.

S URR—42—ICEAT H1EH
BUERR L
. BREICLDEBER
( TVIl. 10. ‘BE®RE) OHESR)
BEDNDERZETHEE
MU ER e L
Z Dtk

M E R L
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VI. &t (EALEOZXESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERABLTDER

2EE (ROBHIZIBRELEWNI L)

(FhBELLE)

21 EEARFEEOH HEHF [9.3.1 B3]

2.2 INARR LR E E R E T oEE [10.1 ZHR]

23 REVA I/ NVEEEORE [EERET VE=TMERH DN ERH D, ]

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

2.1 RANZ L D CH %2 B DI FEEOHEENRE SN TNWDHTdITEEm e L,

2.2 HNSRIR L RGUEWBE OG- PRI O M PR EMET U, A2 FHIE L EGIHRE 15D
XNV LRPUVEWE & RFI ORI R L LT,

2.3 AANCLD@ET VBT MIEOHIANRE SN TNWDIFELVIRFETA 7 VICREDOH 5 HBE
TH&E7 CE=TMERBLY A7 BNEmED, BHERERICORD DI ENEZ LN %, JRET
A I NVEEIEDBE~DOAF OB I1TEED L Lz,

2.4 ¥R 314 3 A 28 HTEAIIEIESE - ATERARIEIRZ ARERRME CRAeZ @) (2K
S, Mg, TRAG S OHEAWET L,

P F S 3K L O U SCESE O ESEOSKIE (FA 3144 A 1 BEA) ™ g, TRAZE S
DEENFEILIND Z &b, BHIO TRAEES ] OB OWT, SR 30 FEE 12 B3
F - AR EESRSEELEL SRS Z 2 RMAES T TERI T,
ZOREFR, THRAZES ) &N TnD HERUTER L CWO D ATREM O H 2 A ) ICBI LT, %)
RESUTIZNR D 5 & [HERBIEORIEMHL] ~OEMIT EE5) & L,

£) 2019 4 3 A 28 AMEAT @A I - AiERA R L R Em AL 0328 H5 1 %5

3. MEEREMRICEHET HFEEENEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(V. 4. AEXOHEIZBEET IEE] 228 T52L,)

5. ERGEFNIE L ENER

SEELEXRNMIE

(FhBELLE)

8.1 HERNFIEE (BHWHI 6 » HUNIZZ\) BRbbbnd Il enbbr0T, H541H 6 » AL
EHRNCITHERER A 21T 5 e & BEORELZ HIBET 5 2 &, 20Kk bEMFITESIHT
BEEMREZ1TO ZENZEE L, [11.1.1 2H]

8.2 BT VE=STIEZME) B EENH LONDZ ENHLOT, EMMICT vE=THEZHIET
LI EBREE AT 2 &, [11.1.2 ]

8.3 T EHIMICBHSAERE, MIEKREA1TY Z &N E L, [11.1.8, 11.1.5 ]

8.4 IR, HE - ) - KETEHRENFEORTHRERILZENHLHDOT, AFIEGHOBEIIX
H 8 00 SR G R A O IR OB EICHE R S ERW RO TR T 2 &,
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(BFRETAMABEUVTADAIZHES EEITEIET OAR)

8.5 iz fé&%a@éﬁﬁﬁQwaﬁﬁwﬁﬁ X0, TALAERBRRENOLDND Z

EMBDHDOT, BeHAERIET DG, R ICBET 572 SEEICIT) 2 &, [9.1.4, 9.8.2 Z]

(FEERE R OREIMH)

8.6 FBE D HHAIE~DOXIEN 2L 72 o7e b—HARKIOE G2 ik U, #5HGEOMLEHEIZ DV TR

A&, EROWENRRD DNV AITIE, BREEGEkE L2 &,

(fia5)

8.1 AT uERHARFICIFRENE LD Z LS Z2ED THEINTND, TOTDFKEITE
L I RER A 2 E I E T2 Z E A E LU,

8.3 AANIRMIMEEM S 2D Z &NV O TIFHERER A LISMT b BEHREMR A, MR A D T
F LU,

8.4 AFNLFARAFFRINHIER , EEWEREIHIER 2 A9 5701 TR EE) - £ ) - K&
EERE N EOIK T NN FREENEE TE R, (o TAAIZ LG L TV A EFITITAEH
DIEFRF LR A O O R OBIEICEF S nE 5, EETHZ L,

8.5 FICAMAIIBWMICEGZHIE, WMETHZ LICLY TADLAERBRERSHDbNS Z LN
HHOT, BhHEPIES LAIEET DBIIIRA T ZERRETH D, milmE. EHED
BAIIRHCIERET D Ly

8.6 HEHFHEEIZH W TIZIERBEIED HHEATE~ DR B Z MR L, AH| O G152 a2 %8
Bos, £lo. DEPROOENRNVGEITITEBREBGEZMHFE LWL O FEET I2HERDH D,

6. HEDEREATIBEICEHTIIR
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEFOHLEE
(FhBELLE)

9.1.1 EMBHEOREREOHZBH

9.1.2 BEREEOMERUVEREEDHIBFRVES DOROBKEDBE
AREXSCHESENE(LT28EZNNH 5, [15.1 B#]

9.1.3 RRYM IV ILEEENREONSBE
DLFO X5 BEICBWTIL, AABEGRIZT X/
X, TUoE=THEOEBERE L., +o72Elss
LBEhRH L, [11.1.2 ZH]

- JRRARB O fER L < VXRER AR OFIEOBEED & 2 B
s RFVA 7 NVRFEIEIFRRARH OIS C OFZERED B % BH
(BETADMABEIUTADAIZHES ERTEIES OAR)

9.1.4 EBHE
B 5&2PIET H5AICIE, RAICHET 5 ERICEETHZ &, [8.56 ]

(fi#)

9.1.1 W TIR 7R B CILEEAIR 512 X 0 IBBUE A 5| & Z 9 RN B 2 2 BT 5217
IWVEND D,

9.1.2 NEH I LUV 9 IR DBRIRRE DVEIR | ~D G- (2B 2 16 & B U 72 BRIKE OB 30
DM FHASBICHH LT, ARIEITS DMOBMIEROFEE TH 5 HNL | T
JEROBBIFED LMD E THEET DB O TS, £ 2 THROERMEZ AT 5 BEITIT
| &ﬁ%ﬁoz%#%é

9.1.3 REV AV NMCREDOHHBETITET VETMIERRY 27 NEE 0, EEAIERIC
&#5_&W%z%ﬂétw\ﬁ$#47wﬁ r®%%~®mﬂ®&5iﬁﬁfﬁw\%®ﬁ
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1952 &,

5z BELET VE=TMIERH bbb




WS HIBE X7 E=TEOEB R EIZH0EE T HDMERD D,
(2) BREEESRE
9.2 BieEEERSE
9.21 BREEEERSE
BOMBEEROKTEOERIC LY, EHEMREN LR T 282 Rd 5,
9.2.2 MEBEFBE

MFBHTIC L DA ORERSCE AR AIEDOZLIC L 0 RS YEE ME T+ 5800 b 5,

(figan)

9.2 BHEREREEHRE | BITAE T, BEAKAROZLEIC LV IEME L 7 o BIRE O N HR S
o, BHWERRBSUIR RS (TADAFREIE) BRO LNDEFANRESNL TS Z b, #
7oz B HREREAE ) OWEABR L, EEAREZ IOV THEEREAITY 2 L & L,

(3) HHEEERE

9.3 ¥R EEE

931 ERGHEEDHSHE

BH LWz &, IFEENHRS H 6 ONBIEMIC e B8EFN0nH 5, [2.1 8]
9.3.2 HFEEEENIIZOMEROH I BE (EELHEROHIBEER)

g REREEN B bbb s BEnrndH b, [11.1.1 /]

(figan)

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

9.3.2 AAIRARFICIFREENE LD Z EDRRTHZED TELMESNTND, D7 OATHRER
ELZOMAIEO S HBEIITEEICE G 21T LERH D,

(4) £HEREEHT DE
9.4 4FEREEZFY HAE

BENET 5 AIREME D & 2 VRT3 23561213 AANC L DA B DWW THaIZ@mB L, AHA

OFERMEY)Th 2 MEREIHET5 2 &, AKBRITHFEERRD BN TS, [9.5.4, 9.5.8 &

]

(figan)

AHTIIEFIERE D LTS T2, RSN (M) ICIHMBETEED Y 271220 T

P EITV, AAUEH OB OIEICOWTHIET T2 Z L BMETH D, KA DOEFEIEIZ OV TIE+

SIEMENTNDA, TRHEIFHRIEORIEIMH ] DORIRESUTNFBINEV R = Rl D

JRNY EBRE L, & TOMMEOHBFE L L TER LT,

Rk 31 4F 3 H 28 HAHEA S EA EIK « ATGHEREIRL xR E @A GRAZzmm) 1285 <
(e, TRHIEER) ., Thbhd, e, WHWE~ORY ] OHEOWET 21T 572,

(5) &
9.5 iTiF

(FEER R EDOFRENH)

9.5.1 MEim XUTHME L CW D ATREMED & 2 tEIZiR, &G LxnZ &, [24 ]

(BETADABLIUTADLVICHES HEITHEEDARER. BRELUVRS DOROBRKED AR

9.5.2 IT7 SUTIEIR L TV D AIREMED & 5 othici, 1R LRt 28 W L HI SN A B A 2R &,
wHLRpWZ &,
9.5.3 (LRI AT AR Z G T 5856, AR B 532 Z EnZEE LV, hopiT

PInAREL BRIC NN B YY) EOFRRRC, FRAERT 2002 P U7l 23 ARSI BB 505 & b

L TEW & DOEFHIRERENH D,
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(6

(7

(FheEFIE)

9.5.4 " HFMEN A HE LR OIS RAIDR S AR F 5 S 72 st e L 0 2 &
OFEFHREREN DV . /o, KBIOG &G SRS, DEHRRRKIEEOLTESCZE
fE, AHR, KRB THEDHEF ., ZOMOETREAETLREHE LT ORERDH D, Fi-.
FeH OFEFL (RTEERZE . MAREERH . SRR, < EWAPE, HONE%) 26725 1 e HE
LIz ORERH D, (9.4 ]

9.5.5 IR O EIZL Y | FAERICFERESE, FEE, K7 70 2 —7 e, ik, 1B3EE
e (P, MERE, B, EE) SERH0bhd EORENRD D,

9.5.6 ISt THENi S AT BIE RIS T, HIRTICH CANAE L BG SN2 TANABENLD
ARV 224 B2 %1522 6 mERFOFIREFERL (IQ) [HHME (95%EHEX M) ] # bl L 7-fE 5. AAKl%
BHINTTAPALVBENSOHAEROIQ [98 (95-102)] X, 7 FVU ¥ [108 (105-111)],
7x=hkA > [109 (105-113)], HAR=EE L [106 (103-109)] 2G5 SNz TANABE N
SOMARDIQ & L TR 1= OWMENRH 5, 728, AFIOE G 8 1,000mg/H  (ARHFFE
WZBIT D RAE) KimoOHE1x (104 (99-109) ], 1,000mg/ H ##8 % 554 1% [94 (90-99)] TH
57238

9.5.7 St THEi S AVIBIEMNTRICIW T, EIRPICAR Z & 5 SN BB 6 O AR 508 fili%,
AFN o B G- S TORWREEID D O A 655,107 1 & bl LT, HBERIE Y A7 N@moi- &
DHREND 2 [FREAY— NI - 2.9 (95%EHXA : 1.7-4.9) ] *°),

9.5.8 T EFH (v R) T, AFINERNHZILE L, HrAEROLERKEFFICE G325 /TREER H

DEDWENDD?T, [9.4 BR]

(fi#i)
9.5.2, 954
MM e K &Y —~_A Z > A (European Surveillance of CongenitalAnomalies : EUROCAT)
DT —=Z_X=2 %W —Aar ba— /W RIC KD SV T a BRI R R e RERO U R
DRI S, LT EREA OBRFE IIHT T A ASEOIREE N 2 WG LT, 6 DDA KA
(CZFHE, DEPRKRE, DHER RE TR, ZHES L OEETHEAIE) OV XA 78ineH
BICHEEL TV DRENH DS,
9.5.6, 9.5.7
RFNZ R Uizt ma b A L7 o 1Q KT ROEIE? S (22T, ARAI & DB %
R DMTERE R EE S e, ZaE T T, FDA 13X TARRIZ IR L7ciEmo o HAE LR
DIQIET ) IZHOWTHAI ICEITIBFE T D K DBk Lic, 72, BUNEEST (EMA) 1Z2nb
DB T R FERAFERICOVT L Ea—Z2th L TV 5,
DO RO, W TORR BB E 2. ABICBNTS Tl oI [1Q KT &
TEHBAAE] (oW B S N,
) RELR

9.6 R
B EORRIER ORFLRBROARIEZ BB L. KAOMKGEUIPIEZ 925 2 &, & bREFLP
~BITT LI LD D,

) IMNRE
9.7 NE%
(KhBEHE)
9.71 IKHAREIR THERZ G L LA R OZ 22 iR & U2 BFRRBRIT I L Ty
AN
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(FEREREDREDH)
9.7.2 NNREZ KGR L LIZANER O ZEMELZFEE & U IRREBIEE R L Tz,

) EEE

9.8 BiNE
(ZhekiE)

9.8.1 HEICHE L CTHEEICHRET L L, AFNZ., MET LT I v L ORAMHENRORS, ElE T
WIMAET VT I URBO L TWDEZ ENEND, BHORYOMTEENEL RDIBETANH
60
(BRTADABEUTAIAIZES ERTEHEFTDAR)

9.8.2 HEEHIETHELAITIT. BRAICEBET 2R EFICEETL I L, [8.56 /]
(FEERRE R EDOREMF)

9.8.3 EilE x4 L LI AIMER OVZEMEEIRE & LB L T 7w,

7. HE%EHR

(1) tREREZDER

101 EAEZ (BFALARWL &)

FEFN 40 T BRAER - 58 71 e - SRR+

TNV DR GUEE TAMPIUDEIENRTERTLHZ LT oo hiEENMET T
PEVS YNNPN S0 A=Y P 2o

(TIn~=x)

A AR LIKF)

(Am~Ly)

A IRXRLKF T AT

v

(FxF L)

PRV VAV i/ R (N S
LKFp « T AE T
(LT Y F)

| SV

(ARAH V)

R U AR LIKFN)

(74 =1y 7 R)
FENRA EARFIIL
(AT~ L)
[2.2 ]
(fi#sh)

VLR ZEKFI) « A SRR LKFM » T AL FUF N oA (RGeS LAV T Y RS R
WEHER) L ofFMIc LY, AAOMAPRENME T T2 iEMERSH 5 2 LD, BAIOTRACED
BEMEEZM L7202, HHAEEH] o TFREER) OB L, EEWEZITI 2L L L,
(IVIl. 2. Z2WNEEZOHE] OESR)
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(2) FRAFEEZOER

10.2 GEEEE (BFRICEET S

&)

A

BRAER - FEE Tk

B - fEbRIA

2L B — LR A
7 x ) N )L EH — LA

VA=Y LD W CENYERE S
RIOVEREERT D Z L3 D,

FEFEHEFN AL 7 a i DA A
FE L, LT a o R E A
K5, £, AnEH o H
BEZ EHSED 6,

TJxz=r AV
BN

ST e BROVER DTS, AL
FI o VEH 23 58 X854 2 2
EMBH D,

Ve S VAR A=l YA Tk
L L7 a o i o EE
KFT 5, £7o, A2a3EA o
WS FH UK FSE5 6,

T hAZUIF
TINITFU
SNV TFY

FERLHEANDOEM S E RS 5 Z &
N5,

FERLHAN O A i A B S
Do

HTEBHD,

VA=DALI AN AN aBEOER PRI N D BT IIAHTH 08, v 7 o
b D, DI HPRED EHT 5,

FERMNI XV FERLHEAN DI A 2 PSRBT 2 707 v o Biaan
RS D EOREND D, Hed 5,

=R PATA FERLHEAN O IR DL R T IIFICRB T 2 7 v 7 v U Bia »

AT %,

TNTwa CBRE TR 53
i
U krFreENL
=)< hLJoENL-U FFEL
gL U M EAEEA

Yo

=23

ST aEOERBEET T 5 2
ENRH D,

FRiCBT D2 KREND 7NV v i
AEMEEEIN S,

RS OT Y ORI

FEREEA OERM R T 5 2 &

WEBER 0 £ G S A O 1 R A

TAEY

ZENH D,

T BN N D, FHRXHES,
N7y
U F LR R ST aROER N SN D | EER SV o BREE N B

Do Elo. 2T u ORI
FINnd,

AR AT

LT aEOERNEmIND

FEREA NI F b7 v — 4

VAFTUV ZERD D, P-450 (= X 2 AR 2 i L.
sV BEO PR EE A B
5o
7 aF¥RA T 7Y AER (REMFEEER) (BFIE A TH D,
NHLONTZEDORENRDH D,
(fi#sh)

17 RNLERE (R7e4 - 1 7 EXEE) 1, TOMRERKIC LY LT afig b OFFH TIHAY
BIIPER T D Z LRI SN, v T B ARNLD 7 VT T UAPMKT L EAME SN TS, £
To. B 7B NRAEFHEOEISITTANAERIRETH Y | BRIV 7 ok & GFH S 2 wTREMED
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<DailyMed (USA), 2024 4 4 ARz >

4 KE

ey AbbVie Inc.
DEPAKOTE- divalproex sodium tablet, delayed release™

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

ST - Bk t.ab\let, delayed release : 125mg. 250mg. 500mg™
LT a@AlIchY . FIRIEY 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
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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.

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 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.

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.

2.5 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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Drug Name Category
sodium valproate
F—A LT VT D4 o D
(valproic acid)
(2021 4 4 H )

2% BROME
F—A N7 U7 D4%E (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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