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<304y, 75%LL >
i (%) * n=3
POHAO08 | 100.53~102.24 | 101.84~103.81 | 101.90~103.21 | 100.15~101.62
<95.0~105.0% >
(%) EaZl (%) | POHAOS — +4.1 +4.6 +4.1
X FREICKTIEAE (%)
O vl b 7 AR 20% [EMEC) #4613 25°C - 60%RH [ESE - B
AERIH H RN PRAF IR
<JFHE > &5 BR AA 1y 138 238 1% A
MR n=10 i .. ..
L POHAO8 [ £, D AL (SRENPE A [EREXP) A [EREXP) A
< D HIRL >
WHM (%) n=6
POHAO08 | 103.9~106.9 100.3~103.0 102.2~103.8 98.6~99.9
<304y, 75%LLE>
a (%) %' n=3
POHAO08 | 100.53~102.24 | 100.50~101.23 | 100.78~101.77 | 100.33~100.61
<95.0~105.0% >
(&) EEZ (%) | POHAOS — +8.4 +8.4 +7.7
1 BRBRICHTIEAR (%)
2 IR L ThPNIIE Lz, —ICEE Y AR ST,
3R L CIE L2, —ERiCEE Y AR ONT,
Ol b T AHIKL 20% TEMEC) #4613 25°C - 75%RH G - B
RERIE A 7y bk PRAF IR
< I > &= R hE s 13 238 1% A
MR n=10 ) . .
" - POHA08 B8, D kL £ DR 2 F 4 DR 2 F 4 DR 2
< BB DKL >
WHME (%) n=6
POHAO08 | 103.9~106.9 95.3~99.9 103.2~105.2 100.5~104.4
<30%r. 7T5%LL >
GE8 (%) *ln=3
POHAO08 | 100.53~102.24 | 102.66~103.44 | 102.59~104.62 | 102.29~104.42
<95.0~105.0% >
(z%&fH) EEEL (%) | POHAOS — +7.7 +13.9 +13.4

K1 RREICHT AR (%)

%2 WO L TR L7e,

—FICEE Y B A LN,




SERFEHEWIR - 2020/7/21~2020/11/16

O afpr bV T LHK 40% TEMEC) a4 25°C - 40%RH [ - B
RERTE H ok PRAFHATE
<Hikg > &= PR hh 13 238 1% A4
MRk n=10
i POHBOS | M tamiikr [ DA (5 €00 iz (5 €00 iz
< BB DKL >
W (%) n=6
POHBO08 | 103.7~104.0 96.7~99.8 95.5~101.2 96.4~101.4
<1574y, 85%LL >
“& (%) * n=3
POHBO08 | 99.66~100.61 | 99.90~101.73 | 101.11~102.83 | 101.39~103.44
<95.0~105.0% >
(z%&H) EEE/L (%) | POHBO8 — +5.3 +7.0 +6.3
X FREICKHTIEAE (%)
O T aler b U o LKk 40% TEMEC) #4045 25°C - 60%RH [ - B ]
HRERTE H oy b PRAFH
<HIHE > &5 BH IR 13 2 1% A
MRk n=10 . ] .
N POHBOS8 SRENRY A 1 DR 2 L O it 2 6 DR 2
< H DRk >
WHME (%) n=6
POHBO08 | 1038.7~104.0 96.9~101.8 99.9~102.8 100.3~100.8
<154y, 85%LL >
“HE (%) *' n=3
POHBO08 | 99.66~100.61 | 100.80~101.39 | 101.24~101.40 | 101.25~102.18
<95.0~105.0% >
(z%&H) B2/t (%) | POHBO8 — +14.7 +14.6 +13.4
X1 BORRICKHTLEEE (%)
¥ W UCEIE Lz, —EBiCEE v AR 5N T,
OvTafgpt U U ARIRL 40% TEMEC)  fEads 25°C - 75%RH [GESE - B
RERTE H =y k PRAFHH
<Hikg > &= R hh 13 238 1% A
PR n=10 , ) .
% N POHBOS 1 DTk 1 D RIRL H G DORR > H G DORR >
< H D[k >
WHME (%) n=6
POHBO08 | 1038.7~104.0 104.3~104.7 103.6~104.6 101.9~104.1
<154y, 85%LL >
& (%) *' n=3
POHBO08 | 99.66~100.61 | 102.45~103.36 | 101.96~103.32 | 101.43~101.92
<95.0~105.0% >
(z%&H) EEE/L (%) | POHBO8 — +23.2 +23.0 +22.4

K1 RREICHT AR (%)

%2 WO L CIaR L7e,

—FICEE Y B AL N,

. RARERUBREROREN

A L

10




8. thFlDEEEL WMELEFHER) ¥

AEDHERICEET HITE

ARIT, AR OB FZEMEICET H1FHRTH Y . Al L EE L THEM LIZEROFRME - et
OV TORMIEE IR L T, £72, BA L7 OMmBML 2R Z @I OV TIMET L T
VY, AAlZ AL A L THEAT BT, SEAORMCEZMEB L, Hlrdo 2 &,

B & 28 b akliR
<HBRHE>
VT alEd b U T AR 20% TEMEC) 2.0g %, #MEELAT 23y GaR 1 [IHAR) %
THAFZLTHAL, TOHFTRIIRE 5, IBA LU GREE Lo, AFI &K OELA FEAOBR G [H
FRICIHEE U=, 7y aliEtk, 1, 3, 7. 14, 30 HEOAEZBIZ L, B GFT 5°CHREM) &k
BURHME L7z, F7z, WK EEfE L,
<PRAFSRME>
JELEE - JE : 25°C - T5%RH
SR h—va—=a—<vy r (RIxFLor a7y IF—Tar7 4LA0)

<

ARERAE R >

- SRR T (25°C-T5%RH 44 F)
(RFIDZAL) 7 B ICEE LA B S,
(Bl A A DOEAL) AMEIELITBIE SN h o T,

- BlA L o2k (25°C-T5%RH &4 F)

— Bl A4 BN (pak)

; (R i) B2
YA
SYH (e 1 3 7 14 30

(%) HIK, 2.0g &) — — — — - 7R
ST REEF b Y AR | R — - + + TR
T ERS b
20% [EMEC] Ko (%) 1.62 3.46 5.80 8.42 11.30 IR
77V k= sHilbL 50% | — — — — — B
(0.6g) *! b Ttk — — — — n 30 H#&
e s - TR [ s b
| PP S 0 | 1a | ase | 855 | sss | 1ass | el
Tl U Rk 995% TR | & — — - - _
b . \ 14 H%
ET] (0.75g) N - — — n i 14
A 1) 3 R T 7 [
p | STYSES K 09 | tos | ost | zai | vos | zar | TERE
Al VAR R Y— ek 01% | & - — — — —
(6.0g) *2 AR - - - - - Elkia L
(7B FPIRn) KR (%) | —0.12 1.60 4.55 4.92 4.43
Uk T e 20% | & — — — - -
: 14 Hi%
(2.0¢) N — —~ — + I i
s TR [ A5 L
=73 A5 (%) 1.20 1.20 1.68 2.16 3.37 W

fiE | s ool 1% ;%ﬁ — — - - —— 7 A%

AR TN 7 — _ T B A
i & e Koy (%) 1.19 2.57 4.36 6.64 031 | TR
N 7 x ) N — Lo 10% { _ _ o o — 75?(&

Z | (2.0g) *4 Ttk _ — T T T
e . . . i~ 3@3{ ;’\
- (F=/ A pes—n) Aoy (%) | —1.29 | 3.60 6.17 o77 | 1zos | EAE

*1 Tz= h oA CE L LG LI BA, ST aRO M RERNE T 5, £, 7==hfo bl

*x2 raFBRALEHELESE.

%3 NV VT RERER (DT EARLE) LM LS,

k4 SNV —ER (7 SR —VE) LR LIRSS,

& DR e
ROl EE  —

LIEHNAR=BE U OMFREELS A, BTFIE22E0830650THHICERT D Z L,

NdHLOTHMIEETDHZ &,

HEXGAZ2 R0 THBICEETAZ L,

EY — LVEEHIOIMPEELZ FR S22 N0 THBICEETSZ &,

(BEGR) WEA e (GLHRFRBHA)

11

BFHIRIATH DM, 77V 2AER (KAMBEER) Kb bbbl & oWt
WEREEl DR ) U7 P REA| O f e E 5
SV T aBEOMPEENMET S5, £/, 2L
— BB L, £ RRBE BT S LD DIRE, + o BTk, ++: FELLIEOLE

S bAR L. o SO, FERSEER. 4+ o . —EBERE. ++ b, B
Do B LR, 48 (1),

2 (1999)

RS R T R ERREE



9. BHM
(1) & HHU
sV appF B AR 20% TEMEC), SV 7 afg) R U w7 LR 20% [EMEC) 1%, A A
FHMNEIR A 3 FICED vz v 7 gt b U o AHkL (200mg, g, 400mg,g) DOIAEH B
IZHEA LTS Z ERERINTND,
BRIk 900mL & FVy, S RWEIC XY | 50rpm TitBRE1T9,)

T B
R FHE IRE R VR
200mg'g 30 %y 75%2A I
400mg,'g 15 4y 85%1 -

(2) wHBR>
< v ruafgt b U o ARERL 20% TEMEC) >
IS DA FRRI MR T A R4 (PR 1345 A 31 B [EHFEHRE 786 5HIHL)

ARG
HEiE . AR/ S BEHRABRE S RE
[El#R 45 M OVRBRIE © 50rpm (pH1.2, pH4.0, pH6.8, /K)

CHIE]

«pH1.2 (50rpm) Ti. EEUERLKIAS 120 /3128 1) 2 EHAEH RO 1/2 O IR R EZ2 R TR SICE
UNT L AR DR R TR VE R O SR R £ 8% DHEPHIC 72 2r o 7o, 120 /312 T, AfD
SP-RATS SR AT E R 0D SR R £ 15% D FEFHIZ 72 D o T,

- pH4.0 (50rpm) TiE, FEAERIHFI L ORI E I 15 23 LANIC Y 85%LL EiAH LT,

- pH6.8 (50rpm) Tid, FEAERIHFIK ORI E I 15 53 BANIZ Y 85%LL EiEH LT,

- /K (50rpm) T, AEHERAIE AT E HIT 15 0 LANIC V) 85%LL B L7,

LU b RO HZFE 2R ERE] (737 HIRL 20%) & Hefg U752, pH1.2 2B < B RS
(BT TERFEEI S DA PR EMRER T A BT A ] OFELEICEE LT,

R y

(P H il )

THE () pH1.2 (50rpm) EHE () pH4.0 (50rpm)

100 100 —e °
80 __,a--a—«-\--'--’-‘x""f-" I Y o-=-=-=" A

60
40

20 —— L FOEEF b U LEZ20% TEMEC) 20 7 —e— 0L T OB b U Y LHEE20% TEMEC)
— & — TS LEE20% T & = TN LA20%
0 ! i ‘ 0 . s .
0 30 60 90 120 0 5 10 15
S () Bl ()
BHE (%) pH6.8 (50rpm) BEHE (%) 7 (50rpm)
100 —& ® 100 —— )
————— 1Ay -————=A
B0t S & B0t === &
60 60
40 40
20 7 —e— UL FOEEF b L EH20% [EMEC] 20 7 —e— UL F OB b U LHBE20% TEMEC)
0 — A — T8 LAREI20% o = & = Tl Rt20%
0 5 10 15 0 5 10 15

BFRE] (590 BFE (53)

(n=6)
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< \vZalpst N U o ARk 40% TEMEC) >
BIERLOEDFIRIEIERBR T A R 742 (CERL 184 11 A 24 HEEFBERE 1124004 5 I
1)

ARG
EiE AR/ S EHEBRE S RUE
[l N OVRBRIK : 50rpm (pH1.2, pH5.5, pH7.5, /K). 100rpm (pH1.2)

[ E]
- pH1.2 (50rpm) TIE, FEAEREIL OAKTITE BT 15 LIRS Y 85%LL BiaH L7z,
- pH5.5 (50rpm) TiE, FEAERIFI L ORI E B2 15 23 BANIC Y 85%LL EVAH LT,
- pH7.5 (50rpm) TiE, FEAERHFIR ORI E I 15 53 BANIZ Y 85%LL EiEH LT,
« K (50rpm) TI&. FEERIEI KR OUARSIE E H1T 15 2 LAPNIC Y 85%LL BRI L 7=,
- pH1.2 (100rpm) TiE, FEHERIFIKLOARGILE HIZ 15 LN T 85%LL By L7z,

VLB ARG O B8 2 R UERIA] (737 HIRL 40%) & Heik L72 /R, R ToBERBREIFIC BV
T MERERGLOEYFRIRERT A RT A4 ) OHERBEITHES LT,

NS N
(¥ tH Hfi )
EHE (%) pH1.2 (50rpm} EHE (%) pH5.5 (50rpm)
100 —e ® |00 S == 4
g  fa-e-=--" L-===" 2 80 |-
60 | 60
4 | a0
90 | A7 —e— LTnEs by Lm@0% TEMEC) 20 —— 1)L T OB | U Y LBk 40% TEMEC]
= & =TT A% — & = F T ARTA0%
0 of ‘ ‘ ‘ 0 ¢ ‘ s s
0 10 15 0 5 10 15
FrfE] (530 FrfE] (530
EHE (%) pH7.5 (50rpm} EHE (%) 3. (50rpm)
100 | 100 0 — A=——=== N
80 80
60 60
40 r 40 r
o0 | —e— )L TOEES b U T LBHEA0% TEMEC) 20 | —e— L OB+ U T LHBHE40% TEMEC)
- = T AREA0% - = T80T ARFEA0%
o o ‘ ‘ . 0 of . . ‘
0 10 15 0 5 10 15
B (53) B (49)
EHE (%) pH1.2 (100rpm)
—— L FOERF Y U LFT40% TEMEC)
0 - —‘?JVI‘/?EH]WMJ% ) )
0 5 10 15
B (53)
(n=12)
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10. &3 -

(1) EBENRELRSR - O, NEFRBRLEERR - AEICET IER
BN

(2) a%

AT OBF b Yy LR 20% TEMEC))
100g [T/ 348; NT  EAIAD ]
500g [T /L4 ; NT  HUEAIAD ]
1gXx120 8 [T/ I4¥]

AT aEF k) LR 40% TEMEC))
100g [T/ 348 T EEHIAY ]
0.5gX120a [T /b3 4§]

(3) PHEE
AR

(4) BROME
Sy N T
pEay—h:itrT7yr T AI= LRI FR RV ZF LT LTHL—F - TAI=ZT A
LT 4 A K TF L
YAV AP G/ AN N R/ =3 =l HIRA o U 7 VIR A R AT

1. RlgEHSHhIEME
RHERR L

12. Z0fth
AT 2 A

14



V. ARICEYSEE

1. ZPREXITZHR
OKFETAMA UNFIE « HRFAE « FEMEBIRAER D NTIRAGFIE) BLOTADAITEE O MARTT
BEEE (R - SRS OIRE
OMpp ¥ LU 5 DI O ERRBE D VEE
O F SR ZEAE DS SE M

2. DEXIHRICHET HIE

5.8 (I RICEEET 5EE
(REER R D FAEMH)

51 KK, FERBIEOBMEINEREO A TITHFAEEIC K EL E T L TWLBFICOREETH 2
&

5.2 AFKNTFEH U700 B AE 2 54 5 A TlI eV o T, ARG IR BEIENRE LIZHAIC
IEEE U TR B IERREATH S T2 2 &, BERNICZOZ &2 EBFITHoIZH L Tk <
Z &,

(fiFah)

5.1 FEAJRICxHT 2 ARFIOME L, FBHL WD BB EZERT 27200 b0 TR, Ao
TRTZT CTIXH HEATEIC 2 & 7o L CWAIERID TR EEFFEIEOFIEMS NEMTH L &
FRET D OICEHE LT,

5.2 ARFNIF IR BEIEZEMT DA TIERNWZ L 2 HANCBEICHAT I LERD D,

3. AERUVAE

(1) AERUVAEDHEHR
(BETADLABIUTALAICHES HRTERESOEE,. BRSLURS DOROBRRKEDOER)
W1 HE Ve, Y v AL LT 400~1,200mg % 1 H 2~3 [BIZ3 i CRRAOE 535,
772U, AR - RIS U BT 5.
(REEEREDFREMHD
W1 HE Ve, Y v AL LT 400~800mg % 1 H 2~3 [BIZ/0F TRRID #5732,
e, il - JERITIC BT 525, 1 AL LT 1,000mg R RW\W2 &,

(2) AERUVHAEBORERE - B0
AR L

4. AZERUVAERICEET 5IE

THERUVHEICEEYT 58

(BABLUVRS DROBREDEER)

AL T a ROBYRE LU O SR OBRIRIEICH 45, 3 BELL EORMEMIZOW T, BRSO
EARRBR TR b7 v AR STt o)

5. ERERAUHE

(1) BRT—aNnNy 5=
BRM R L

(2) EGEREEIEHER
MR L

(3) RERIGERHR
MR L

15



(4)

REEAIHER

1) BRI
FEERR L
2) REeMHR
U ERR L

(5)

BE - WEAEER

DR L

(6)

ARAEA

1) ERABRERE (—REMRERE. WEEARERE. EARBLKRE). MERTERT—4A

—AWE. HERTRERSRONE

R L
2) REFH L LTREFPRORNBXITER LI-RE - HROME
AR

(7)

it
(BRBLUVRS DOROBREDAR

1711 B _EERLEEHR

KIE T, MRS B 179 fla Rz, 7 ek, VFUvLAI7 78R % 3EMEET5

Bt S E i Sz, ZoRE, FHUGE BYRFHERE TH7e< &b 50%LL LiGE) %
R UTZEIGIEL, 2SIV O iBRE 48%, VT U ARE49% THYD , NV aBRHEE N FULREE bIZT
TR REE 26%ICLEANEBICEN TV, AEFRRBICOVW TV T B CTE < BB L FR1T, TR
R OVEIRE DI TIh o724,

171.2 B _EERLEEHR

KET, UF TR L2000 5 WIERFEMED /2 36 FlOBURMEREBFIZONT, T'IE
R XU SV T m RO L AIEN T EEMREEGARIC LV RS e, ZoRR. FEA
BIPEREATR S B T & 2 B bl R # & R P B DO 2L OB GV 7 a R T 54%, 77 B AREET
5%L LT a B CHBEICEN T\, 77 BRSNSV e B CA B ICRBUEE OB WA
EHRBIIRD N2 -T2,
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VI. EHEBICEYTSEE

1. EEPFMICEHEHSLEYMXIELEYE
L
(A CADAB L O TADANTHE D ERATEIRET ). TEYR I KO 5 SR OBRREEDTRIR ]|
TR ERIEEDOIIEMH]] & LTIV a BN LG I 3EH S Tun7gny,

2. EIEER
(1) {EFRERLL - /EFRRF
SNV TREEFT R U LAOEEGICE VAN GABA IRE, RAIVRED BB, Br b=
WBMBEESND ZENBEOOLNTND, THUHOFEEND, L7 afigt ) U AOH AN AER
IR TEW E OVER 2 L2 O3 R ORRIGEAIC RS L HEE S Tn5 Y,
PUERE A K O R 8RR BAE O FIEMHIERIZ DWW TH GABA MR IEEEHA N A 5 LT 5 TREM:
MEZBNTNS D 8
(2) EpEEMITLHEBERE
18.2 FE{ER
18.2.1 ZEFRTR WY H/FH
RRBEBRERE (vUA, Ty b, X)) AR F=—EHE (vUR), B hFU U (v
U A), BERFEE (T v b)), MBREE (vTR), XTIV (vU R UYF) | X
AT TA R (U RA) 2l 59 1Y,
18.2.2 £ TAMAETIVIZHT 21EH
BT AMDAET VONRFHRERE (b)), BEEE (7 R) Z2HHIF512 1Y,
18.2.3 R TADLAETIVIZHT B4R
5y CADAET VO Kindling & (R =22) 2614515,
18.2.4 EREMERVRHZORIEERBICRIZTEE
RS 1% R K YRk O R AENE B 2 i35 (T3 %) 9,
18.2.5 HNMARARIEKIC & 5 HAMMIRBIOMEHRICRIZTEE
HH M AEAR AR TRIRE S & 2 0 AR Bh o0 B 3D SR 2 BB BRI 3= 2 () 9,
18.2.6 BFEDEMETIVICHT H/EH
RO TT L EEZ LD, TXF Y723 rnul T BRIV FEOHHESICLY
AU 5 AREENTEERZ ARSI TS (v A, Ty k) 19,
(3) {EARBIEFM - FFHREFHE
R L

17



VI. EHEBRICEYSEE

1. mMPREOHTRE
(1) BAERLADGOLFARE

16.8.1 F#MHRE

(BFRETADAB LUV TADNAIZHE S HETEIESFOAR)

OFENMPHEEIL 40~120 g/mL EME SN TWEN, FREOBRENH Y. O FIRIZ 50 1 g/mL
R A LIRIT 150 u g/mL LT 5 HELH ST,

(BREBEURS DHEOBRREDARE)

Q@AM PIEEIL 40~120 g/mL L ME SN TWDEN, FREORENH Y. DO FIRIZ 50 1 g/mL
AT DAL LIRIE 150 n g/mL T oHELH DL, EINRREAZHE LT 5729D, Al
BICIMHREE =2 U U ZI3MZATIE R WD AHI O H &R EIRIREBOEND)R & > T 5
R0, THILT2IBF RS O N WIEESITE, LEIDS CFREES=41 > 7 %27\, HEH
BIDENEELNT,

(REERRE D RAEIH])

QAN FEFE D AREIZ 72 > T2, A REE =2 U & ZI3ME TRV, AHl
O BRI RE O BAL N H - - HAEICIE, KBS CMPREE=2 Y > 7 &247\0, A
BRHETIZENEELNT,

(2) BERSBRCTHESA-IFPRE

16.1.1 HEKS
fERERA 8 iz /ST m g b U w7 A8E 600mg (200mg % 1 [F] 3 §8) #H[EREAKG LI xD
Mg L7 1 BRI OHERS I OSSR ENE ST A —Z I T D LB ThHh-o7217 18, [16.2.2 &

&)
(ug/m
60-
%01 e RS
oo BEEAS
L
A
e
=,

0 10 20 30 40 50 60 (B
TR TR O G LT & & D Mg i EHER

BERERR AN ICH IR ARG Lo & & OEYBE T A —~

tmax Cmax AUCO-OQ t1/2 CL ) Vd

(h) (u g/mL) (ug+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
BHES 3.46+0.66 | 50.6+4.2 868+195 | 7.92+1.78 0.83 9.09+0.42
#) Vd, Kel L v HH mean+S.D., n=8
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1612 VY75 2R
SNV TBBOWINEEZ 100% ERE L&, 227 U7 7 A 3MNE AR A (16~60 %) T
6~8mL/h/kg, #MEANNETANAEE (3~164%) T 13~18ml/h/kg & DWENH D 1Y),
SME NSRS T, 257 VT 7 AT EEZ RV, HEER O VT T AR T TS ED
HENHH 20,
PNVTafEORE 7 VT T RAFEICHERZ VT 7 A L MEEAFEEARORBEEZ DY
21)

16.1.3 £EPFHRFIEHR

@/ Fagr by L#EK 20% TEMEC)
BIIEILL DAY FRIRIEVET A R T A > (CFAL 1345 A 31 HIEIEEHE 786 SHIHK)

SV aEF b U o LR 20% [EMEC) &7 /37 VAR 20% %, 7 1 A4 —"—jkic L ZhE
lg ONvTafpt Y U AL LT 200mg) KA BIEICHER T EERE 05 LTl sER o
T O ERREAZIE L, SO EYERE T XA —4 (AUC, Cmad) (ZOWTHEFHIENT 21T - 72 5E
Fe. WHIOEDFHR SIS R S22,

YR/ ST A —X

HIENT A—H BENTA—H
AUCO*)48 Cmax Tmax T1/2
(u g« hr/mL) (u g/mL) (hr) (hr)
AnTzalgr U v L
R 323.5611+73.76 24.02+3.51 0.35*£0.12 14.10+4.04
HKZ 20% TEMEC
TR KL 20% 332.10+73.07 24.02+3.14 0.36*£0.19 14.09+3.96

(1g 5, Mean*S.D. n=16)

(pg/mL)
30
5T o oL M) 0% EMEC |
i O 7Sl L AI20%
g 20r )
fEn 1g¥% -, Mean+S.D., n=16
N
)]/D 15 +
7
]
[£/3
m 10r
i3
5 L
oL 1 1 P g
0 12 24 48
e (hr)
M5 R S FE HERS

IMAEP LN NS AUC, Cmax FD/NT A —2 (3, HERFE ORI OBREEIEL - R 55 O Rk
R L > TRRD TN D 5,
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@/ L FOEF FY o LK 40% TEMEC]
IS EIE L O FIRI ST A T4 > CERL 184F 11 H 24 HEEAEA RS 1124004 5 BIHE 1)

LTl R U @ AR 40% TEMEC & /37 VR 40% % . 7 0 AF—_R—3Elc kv #n2
N olg L7 afgr bl LT 400mg) faEeR A B M HE A T HERE 05 L Ciiigdh o
NTaBREZRE L, GO IEYEE T A —4% (AUC, Cmax) T2V THEEHRENT 21T o 728G
R WHIOAEDFHR SIS MR S22,

HYENRE R T A — X
HIE/RT A—H BEINT A —H
AUCOHZXS Cmax Tmax T1/2
(u g« hr/mL) (u g/mL) (hr) (hr)
AV a1 oyl L)y VN
R 680.26+158.42 47.10%6.30 0.52+0.31 12.35+3.41
kL 40% TEMEC)
TR KL 40% 645.05+142.71 45.22+3.40 0.58+0.33 | 12.00*=3.05
(1g 5, Mean=8.D. n=13)
(yg/mL)
60
S0F T —I— JOVT A M) A1 40% [ EMEC
Qe TN 40 %
1. £
7‘1}% 40 [ Ju
i 1g#%5-, Mean*S.D., n=13
N
Vo330t
7
F
/3
B 20 +
A
or| o T
oL i 1 1 3 il

H# FHEJ (hr)

1 55 R i E HERS
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(3) Eit~nBiTiE
16.3.4 BEH~DBITH
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(1) AHHE - BEEFOHLIEE
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9.21 BREEESRSE
BEABGROKRTEORERIC LY, EHREYREN LR T 820080 5,

9.2.2 MABTEE

MBI L D AFIOBRERCE AREAHEOZ(LIC X 0 IR EME T T 2820 d 5,

(FiFw)
9.2 BHREREBE, BITEE T, BAMGROELFIC L VI L7 BRI OB AR S
o BIWEZEBLUUIR ARG (TANAFENE) RRO LNDEFPRE SN TS Z b, #
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AHNTIIBEFTTNEDRFRO GV TN D720, iR ATRE g N (&PE) (IR TEIED U X 71225\ T
FEAEATV, AREMEH OB EIEIC SWCTHIETT 5 Z ERMETH D, AFIOMEFEIC OV T+
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9.5.2 Il )UFIIR L TV D A[BEMED & I MEICIE, 1R B 2B Ll SN 255 52 R,
BHELRNWZ &,

9.5.3 IHIRHPIZRLZ G T AR EZ G T 556, FTRERIRY BB ET5Z ENLEE LW, oFHiT
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<DailyMed (USA). 2024 4 4 ARz >

[H4 KE
Ea AbbVie Inc.
DEPAKOTE- divalproex sodium tablet, delayed release™
fR5E4 $¢Depakote®D %N 5y iZdivalproex sodium (Vv 7 afig L L7 afiENa /31 : 1T
&) Thh,
K - Bk | tablet, delayed release : 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.
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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 meg/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 1s 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 1is 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.L 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 N5 U T DN D

(valproic acid)

(2021 4F 4 A #sR)
2 S OBE
F—A FZ U7 D45¥H (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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