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O alit U U AHIRL 20%EMEC)  #a%E  25°C - 40%RH [ - Bk
RERTA H = PRATF-HA R
< B> &5 BR A 138 2 1% A
PEIX n=10 POHAOS |  FtamHilfr [ € AL [ € DAL [ € AL
< B DKL >
I (%) n=6 POHAO8 | 103.9~106.9 | 100.8~1035 | 96.1~101.9 | 99.0~102.5
<3047, 7T5%LL >
im0\ ¥ o
A (%) ¥ n=3 POHAO8 | 100.53~102.24 | 101.84~103.81 | 101.90~103.21 | 100.15~101.62
<95.0~105.0% >
(%) EEZL (%) | POHAOS — +4.1 +4.6 +4.1
X FrEICKHTAEAE (%)
Ov7aligt U U AHIRL 20%EMEC) a2 25°C - 60%RH [ - B k]
RERTA H =N LRI
<HIHE > &5 PRGN 13 2 1 1% A
ll\é;lj( Il:lO Gmlets GITPELSK 2 G 3 G 3
DA DA : DA * DA ok
< B D> POHAO08 M D HkL H DKL I DHBRE I DHBRE
e (%) n=6 POHAOS | 103.9~106.9 | 100.3~103.0 | 102.2~103.8 98.6~99.9
<3057, 75%LL E>
PL=N %1 —
AR (%) 71 =3 popraog | 100.53~102.24 | 100.50~101.23 | 100.78~101.77 | 100.33~100.61
<95.0~105.0% >
(z%&H) EEEIL (%) | POHAOS — +8.4 +8.4 +7.7
X1 FREIIHTIEEER (%)
M2 R L ChTNCE L, —IcEE 0 SR LR,
3 U LCIZE Lis, —ERCEE 0 AR b,
O vTalgp) bV 7 AHKL 20% EMEC)  Ea%E  25°C « 75%RH G « Bk
RERIE B =BV PRATF-HA R
< B> &5 BRAAHE 138 2 i 1% A
/l\iilj( n=10 Gt SIMALSK 2 GINELSK 2 GINELSK 2
DA H g DA : DA :
< B DU > POHAO0S8 [EREXRLIYAA F B DHIRT H DT H DT
I (%) n=6 POHAO8 | 103.9~106.9 | 95.3~99.9 | 103.2~105.2 | 100.5~104.4
<30 %>, 7T5%LL >
=) P
a8 (%) "'n=3 POHAOS | 100.53~102.24 | 102.66~103.44 | 102.59~104.62 | 102.29~104.42
<95.0~105.0% >
(%) EEZL (%) | POHAOS — +7.7 +13.9 +13.4

W1 R RICAT BB (%)

%2 WO L TR LT,

—ERICEE O AR ST,




RERFEHEWIR : 2020/7/21~2020/11/16

O afEt U o AHIRL 40%EMEC) 4

3 25°C - 40%RH [ - BHjk]

RERTA H =BV LRAFHIR
<> H BHAGEE 13 2 8 1% H
PEIR n=10 POHBOS |  FIfaofikL €00 kL €00 kL €00 kL
< B DKL >
WL (%) n=6 POHBOS | 103.7~104.0 96.7~99.8 95.5~101.2 96.4~101.4
<1545, 85%LL >
PA=N b3 —_
Ak (%) ™ n=3 POHBOS | 99.66~100.61 | 99.90~101.73 | 101.11~102.83 | 101.39~103.44
<95.0~105.0% >
(2%l BERZE (%) | POHBOS — +5.3 +7.0 +6.3
X FREICHTIEAER (%)
O algF U LR 40%TEMEC) a4k 25°C - 60%RH  [HEY: - Bk
ABRIA H =BV PRAT-HA R
<> H BHAGEE 13H 2 8 1% H
PEk n=10 _— . . .
POHBOS [=RERaT OB 2 DRI 2 OB 2
< 1o > pava F B DHIRT H DT H DT
B (%) n=6 POHBOS | 103.7~104.0 96.9~101.8 99.9~102.8 100.3~100.8
<1545, 85%LL k>
A-BH. (o X1 —
s (%) ™' n=3 POHBOS | 99.66~100.61 | 100.80~101.39 | 101.24~101.40 | 101.25~102.18
<95.0~105.0% >
(%) EEZL (%) | POHBOS — +14.7 +14.6 +13.4
X1 FoREICKT D Eﬁa’— (%)
2 Wi U TR Lz, —iicEE v R 6,
O algF U LR 40%EMEC) a4k 25°C - 75%RH [ - B
ABRIA H =BV PR AR
<> H BHAGEE 13 2 8 1% H
PEk n=10 _— - . .
POHBO0S [=REXRIAIYS DR 2 FDHBRE 2 FDRE 2
< D> A H B DHIRT H DAL DAY
B (%) n=6 POHBOS | 103.7~104.0 | 104.3~104.7 | 103.6~104.6 | 101.9~104.1
<1545, 85%LL k>
PL=N %1 —
AR (%) 7 =3 poppog | 99.66~100.61 | 102.45~103.36 | 101.96~103.32 | 101.43~101.92
<95.0~105.0% >
(%) EEZ (%) | POHBOS — +23.2 +23.0 +22.4

#1 o FREITHT D aﬁ# (%)

2 WiE L CE Lz, —

WCHEE VD RR LN,

. ARERUBREOREL

AR
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8. fFlENESEIL (MEIFMEL) ¥
AEDOERICET 53R
AT, AANOWEL LR EMEICET DEHRTH Y, Bl EEES L CHER LEBoFE - 2tk
[ZOWTOFEIIEE LT\, 72, BA LB OB LR L2 @ISV IR L Tu/a
WV, ARHI A SRS LT S BRICIE, BEAOBRMNCELHR L, HT 52 &,
il & 2 bR
<FRBRFE >
VT algs U U LR 20%EMEC)2.0g %, &AL ST 235 (EHFE 1 BIHE) 200 T
FHRFEXLTHEL, TO%RTTRIEL 5, IBRE L TGREE LT, AFI & OFEAFA O BAR G [FE
(CRHEE L=, rEE, 1. 3, 7. 14, 30 HEOAE 2B L, R BT 5 CHRIFM) & ik
LMl L7z, F2, WKk opEERIE LT,
<IRIFSME>
T - JR B - 25°C + T5%RH
SEk: b—Ya—=a—<y M (KU FLr a7y rDI7IFx—va 7 4/LA)
<FBRAEF >
- AR TOEIE (25°C-T5%RH &4 F)
(KAIOZEAL) 7 BRICBEE LB ST,
(Bl A DZEA) MBI LITBIE SN o Tz,
- BlE Lica o2&k (25°C-75%RH &4 T)

B Bl 5 3K A4 BEiH (k)
¢ (Bl £ k) wEZEAL
PNt -
Sy ) 1 3 7 14 30
(3%) Hik, 2.0g f — — — — — T B%
LT afg R U D AR | R — — + + + S [
20%EMEC] Koyt (%) | 1.62 3.46 5.80 saz | 1Lso | THMERIE
F 7L b — sk 50% | f4 - — = = — ~
(0.6g) *' TR - - - — i ?ﬁwgﬁ%w
I~y Kok (%) 1.54 4.32 8.33 9.88 1358 | ™
B[ S Rk 99.5% TH | - - - - . in
o | BT (0.759) Tk — — — T ¥ o
SRR 537 ]
o TIRE KR ) | 105 | i | 2a1 | 103 | aa1 | TG
%l YR RNY =ik 0.1% | — — — — —
(6.0¢) ** JEAR - - - - — | ZEeaL
(7S Koy (%) | —0.12 1.60 4.55 4.92 4.43
TR T U0 20% | & - — = - - -
: 14 A%
(2.0g) AR - — — + + o
NECIERS i 3P L
=y ® KR ) | 120 | 120 | ves | 216 | a7 | el
I % A - s o e s s o -
N e Vi %
zf:hfg KR (%) 1.19 2.57 4.36 6.64 931 | ! e f
L | 7= "= el 10% | @ — — - — — B
S Al
FA (209 o AR - - + + + ;E%T%Ht
(7= /7 Ve s =) KR (%) | —1.29 3.60 6.17 9.77 12.08 | T

%1 7= b U RINAS BV LR LSS, AT aBomfEBEEMET+5, £/, 7==Fr1 b L
{EFHINA=BErOMPREZ ERE X, KTFSEE 203650 THRHICERET A L,

%2 7atERALHHLIESE, BPIERHTH L8, 77V AEE (RIMBIEER) 2d5bhi L otk
NHDHOTHRICERTDZ &,

%3 NV VTR REA (DT EALE) LU LERA. EEROSN YO T e REAIOIM T IRE A
AEEEERHIOTHAICEETDEZ L,

*4 NVEY—UEHE] (7= S Ee 2 —VE) LHRLTESE. VT e Bom TREME T TS, 2. oL
Y —LBRAlD  MFEEEZ LR ST ENRLIOTHHICEET S Z &,

& ORI — : Z{LR L, * R BT IO BRIE, +  HETL, ++ HLHEE
PAROTHIASE  — : e/ L.+ MO, [SASEA . + W, A, i, R
(BEWED MR 5 CLBAERBEIEAI) & HHE L Bk, 48 (1., 2 (1999)
B BT
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9. At
(1) Bk
VTS b Y T LHRL 20% EMEC), SV 7 afigs b U o AR 20%EMEC ) 1%, HASKE
HMESELHE 3 EICED bz v afip) kU AHPE (200mg g, 400mg,g) DU HEI&IC
WAL TWDZ ENERINTND,
BRI 7K 900mL Z FVY, 7S R/WEIZ LY, 50rpm CTBRZ1T9,)

TR
FoRE K e e R
200mg, g 30 4 75%LL
400mg g 15 47 85%LA I

(2) EHRBRS
<7 afgt bV T LHEKL 20% T EMEC) >
BREIR O FR SRR T A FT 42 PRk 1345 A 31 B [E3FERE 786 5 5IHK)

B SE
HiE AARKRS  WHRBRE S RUWE
[al#n K OVGRBRIE : 50rpm (pH1.2., pH4.0, pH6.8, /K)

CHIE]
- pH1.2 (50rpm) TiE, FEAERFI 120 7128 2 FERHED 1/2 OFHRHEFRE R TRSICE
WL AR O AT SR ITAE HERUE) O SR R £ 8% DFPHIZ 22 v o 72, 120 A3 I2BW T, AL
S RAJVES SR IATE ME L) D SR R £ 15% D FEPHIZ 72 D2 o 7,
- pH4.0 (50rpm) TiE, FEAERFI K OATITE HIZ 15 Sy LANIC Y 85%LL i L7,
- pH6.8 (50rpm) Tid, HEHERFI K OARMIZE HIT 15 43 LANIC Y 85% LA L L7,
- K (50rpm) TIE. BEHERIFI R ORI E BT 15 5 ANIC ) 85%LL EiRH L=,

PUE ARG OV 288 2 R UERLA (77 /%7 U HIKL 20%) & ol L 72 fE R, pH1.2 2B < W HRBR &
(ZBWT MERERMLOEY PRSI AT A R T4 ) OHEREICES LT,

R y

(7 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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<\ 7ulEs b U v AR 40% T EMEC) >
BFREIR S O FR R T A R T4 2 CFpk 18 45 11 A 24 HHEEFAIF 1124004 5 5l

1)

AR

HEiE . AR/ EHRBRE SRk
[al#n K OVGRBRIE © 50rpm (pH1.2. pH5.5. pH7.5. 7K). 100rpm (pH1.2)

[ ]

- pH1.2 (50rpm) Tk, FEMERGHI L OAMITE HIC
- pH5.5 (50rpm) Tl FEHERLFI R OURGITE HIZ
- pH7.5 (50rpm) Ti, FEHERLFI N OURGIZE HIZ

15 43 LANIZ S 85% LA FisH L 7=,
15 43 LAPNIZ ) 85% LA B L7z,
15 43 LAPNIZ ) 85% LA B L7z,

« K (50rpm) TiE, AEUERIA| K OARSIE & HIT 15 23 LAPIZ ) 85% L1 BIEH L=,
- pH1.2 (100rpm) TiE, PEUERIFKL ARSI E HIZ 15 43 LANIZIEY) 85%LL FIEH L=,

PAb. AL O A8 2 RS (T /37 KL 40%) & Eeige U722 T o HEBREIFIc B0
T MRFEEIEG DLW ERRI SRR T A R T A ) OHEEEHEE LT,

13

R %
(V& tH i)
EHE (%) pH1.2 (50rpm} EHE (%) pH5.5 (50rpm)
100 —e ® |00 S == 4
oot  fa--=-=" h=—==7" B 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 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% = & = F i UAB40%
o o ‘ ‘ . 0 of . . ‘
0 10 15 0 10 15
B (53) B (49)
EHE (%) pH1.2 (100rpm)
—— L FOERF Y U LFT40% TEMEC)
0 - —‘?JVI‘/?EH]WMJ% ) )
0 10 15
B (53)
(n=12)



10.

2R -85

(1) FENDELGER - 2K, MG LCERSR - AKICEYT H1FH

BRI

(2) a%

(VT OEEF RY o LR 20% TEMEC))
100g [TV 348 T HRFIAND ]
500g [TV NT L HEREFIAD ]
1gX120 0 [7 /LI 4¥]
1gX 1200 & [7 /12 4]

(VT OEEF RY o LR 40% TEMEC))
100g [7 V348 T BRHIAY ]
0.5g X120 4 [7 /L2 4¥]

(3) PHEE

FARPSA

(4) BHROME

1.

12,

PANRRE

55 g

L7 4V A
VAN AP NS/ SN N R = B il P

Nl —hkm Ty e TAI= LR =F

W RV ZF LT LTHZL—hRTILI =T 4
RIxzF L
HLIA - > U 0 VIR A+ R kAR

ARG Eh 5 BME
A EE R L

Z 0
LR L

14




V. ARICEYSEE

1. BREXIEHER
OFM T A A UNFELE - FERFEME < FMEENREAE 2L O NTIREGFEME) B L UTADAITHE D PEKAT
BT R - SRESR) OT65E
ORI L U 5 DI DBRIRAE DB
O Fr 85 & 1 D FEE 11l

2. DEXIHRICEHET HIE

5.8 EBRICEET R
{ FrER7E 5 46 0> FE4E 1D
5.1 AANL. FERBIEORMEEERO A CTITH FAEFICIE AL E L L TWOIBEFICOLFEET D Z
ks
5.2 RANIFHBL LS8R BAE LR T 2 3KAI TIEe Vo ¢, RFIEG IR B IEN R L 725612
IS U CHR B EIREE 2 A S5 2 L, BHERIICZDZ 2 BF IR L TE<
ek,
(fifan)
5.1 MK T 2 ARFOME I, BEL WD REREZEMRT 27200 0TI, Ao
BRI CIX A EATGIC S EZ 7 L TWAAERI O TRHEVERIEOFIEMNS NEMTHD Z &
EREET A0l LT,
5.2 AANI R BIEEEMT HHEATIX VWD L2 FaNCBEEICHATILER S 5,

3. AERUVHE

(1) RZERUVHAEOHEH
(BETADABSIUTADAICHESERITHESOAR. BRSLUVRS DROBREODAR
WE 1 HE LT aES Y AL LT 400~1,200mg & 1 H 2~3 [T TROE 5T 5,
o2 L, il - SERICIS U E T 5,

(REERREDFRLEIHD
‘ﬁlﬁ%ﬂwﬁu@%l)&Akbf4m~%mg%1HQ~3EK%HT%D&%T60
ek, - SERIC TEERRET 52, 1 HEE LT 1,000mg #2720 &,

(2)%&&0%;@&%&& it
B R L

4. RERUVRAEICEHEY STE

7T.RERUVARICEEY 5EE

(BFEH LTRSS DROBRRED AR

LT B RO KOO SR OBRIBICHT 5. 3 BRI EORBFEMIZ SOV T, ERSAO
GRABR T2 = BT U R E LTV RN 3,

5. ERERRLIE
(1) BRT—aNR\vH5—=o

MR L
(2) ERREEHER

MR L
(3) AERGERFAR

Bk L

15



(4) BIEMEER

1) ENEREERR
MR L

2) R&EHUHER
MR L

(5) BE - WEAHEER
MR L

(6) AEMER

1) SEARERE (—REAKERE. SECEABRERE. CARBELERAE). RERFTRT 4R
—RRE. RERFTREBRAROAR
MR L

2) RBEHELTERFEORNENITEEL-RHE - RBROBME
Y L7

(7) =ttt
(BABLURS >HEOBREDAR)
1711 BN _EEREESER
KET, WmMEREERE 179 Bl 2 x5z, N7, VFo A7 78Rz 3G T25
HEEMREEBR T Sz, TOME, FWdGE BRI E TR < & 50%LL RiGE) %
ARLUTEEIGE, SV alEiE 48%, VT U AR 49% TH YD, LBk Y FULREE i
T B R 25%ICLEREEICEN TV, AEFRIZOVWTALT o CEL < BB LI-F2IL, &
-} OYESRE DA Tl o 724,
17.1.2 BN —EEREESER
KET, UVF UG LIRS D WIZEEMED 72y 36 Bl MM EBREFICOWNT, 7I7F
RN R ANV T BB OZ VL FOMEN " HEMRMEEBRIC LV mET Sz, ZofR, F8E
ZOPERATEE B C & 2 Bi a AT R EE R G R B DO ZAL OB G L 7 a [ T 54%, 77 B AREET
5%& NV R BEECHBICEN T\, 7 7 B RBEHC AL a R CHBICRBUFE O mWE
EELIRD bR NoT2),
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
L
IR TADAB LTS TERATEIREE | TEYR T J OB 5 S OBRRIE DRI |
CRERFEAEDOFIESH ) & LT v 7 aRUSMIERE S I3 S Tuiauy,

2. XBEER
(1) {EFAEREL - {EFRBF
SN T BT R U AOEGIZE DA GABA BE, RAIVRED EHEE B, Br b=
BWIMEESND Z ERRBOENTND, ZROEDOHEENDL, ST i) b 7 A0HTANAER
VXA RRAR T E O VEF & L 72BN O il % OIRIEVERIC S EHEE ST D 9,
PUEEER K OV 3R B AE O FIEMMHITERIZ DWW T GABA MR IEEEH 2% 5 L T 5 TREME
NEZBNTNSE D 8,
(2) EWEREMITIHBRE
18.2 FIEBIER
18.2.1 HEFRTRICNT SR
RREBRERE (TR, Ty b, UHX), AR Fo—f g (U R), B bR (<
U A), WEFEE (T b)), BRI (U R), XTI Y=V (v A UHER) | N
AT TA R (v R) BT 1Y,
18.2.2 £ TAMAETIVIZHT 2R
B TAMAET VONFRERE (), BHEEE (vUR) 2Mf9512 19,
18.2.3 MH TAMAETIVIZHT 2R
5y T A AT T VO Kindling 58 (=) 28§14 5%,
18.2.4 BREBMBERUVRHZORELERBICRIZTE
W RS 14 iR K OV DR AEME G 2 il 2 (T3 9,
18.2.5 HNAREFIRIC & SHAMMBIRBOEERICRITTHE
HH MBS (IS & 2 1755 P OGHIIR B O B 3 2oh SR & B Bl 5 () )
18.2.6 BHEDOBMETIVICHT B4EH
BRoBMET A EEZOND, TX Y7243 rnn VT BRIFY FEOHHREICLY
AU 5 ARESTEERZARICHETS (v VA, Ty k) 19
(3) ARG - FFHteFHE
AR L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) ARLEDGOSRE

16.8.1 FEXMHRE

(BETALMABEIUTADAIZES HERITEIREDLR)

QAN AT 40~120 p g/mL EWESNTHDHHR, FEOBRENRH Y, ZO FERIX 50 1 g/mL
RN T DA BRI 150 u g/mL &5 @mELH DT,

(BABLURS >HEOBREDAR)

@AM IR T 40~120 p g/mL EMESNTNDH, FEOBRENRH Y, ZO FERIX 50 1 g/mL
TRt LA BIRIL 150 g/mL LT oHE b H D, BHEHNERAZ B E L TWbH 72w, JHH
FNZIM R EE =5 U > ZITMAE TR WA, RAI O H BB ERREOELN H > =56
X0 T LB ESIRNE N2 WEEE I, LEISCMFRES=2 1 7 %217\, H&E#H
BEHZEMEE LW,

(FEBEREDREIH)

QF M HIRENHMEIZ 72 o T ipWn e | JRAIBIZIFREE =4 U > ZIZME TR O AHA
O BRI CEEARIRIE O B B - 12 AT, HEDS CFEET=2 ) v 7 %27\, A
BRHET D ENEE LN,

(2) BREKRHBRCHERESA-ObRE

16.1.1 BEEHE
fERER A 8 iz 7 m g b U ¥ A8 600mg (200mg % 1 [F] 8 &) A HEREAKEG L&D
M5 F /L7 1 BRI OHERS S OB EE X T A —Z U T DO LB Th-o7217 19, [16.2.2 &
]

(ug/mL)
601
5049 b2 AN
e DIy

o—o RIS

i 5 O 3 =

0 10 20 30 40 50 60 (EHFE)

BERER NI BB O 5 LTz & & O TR EHER

BRI HRIRE ARG LIz & X OFEPBRE ST A —X

tmax Cmax AUCO-oo t1/2 CL ) Vd

(h) (pg/ml) | (ug-h/mL) (h) (L/h) (L)
ZEHERERE S | 0.92+0.57 | 59.4+6.7 964+236 | 9.54%2.07 0.73 9.67+1.17
BHEG 3.46+0.66 | 50.6+4.2 868+195 | 7.92+1.78 0.83 9.09+0.42
) Vd, Kel kv HH mean*S.D., n=8

18



1612 YUYF7S5 VR

NN TaBOWINEE 100% ERE L&, 2827 V7 70 R 3ANE @R A (16~60 %) T
6~8mL/h/kg, HEN/NETANAERE (3~167#%) T 13~18ml/h/kg & DWENRH B,
SAENERRE T, 2527 V7 7 AN EZITRWAS, B O Y V7 7 AR TFT5 &0
WERHH2,

NANTaBOEE 7 VT 7 AXEICHEGZ VT 7 oA L EEAEBERORELZITH Y
21)

16.1.3 EYF MR F1EHER

O/ FaggF +Y) 7y L#Ek 20% TEMEC)

BIEIREL DLW FHIRENET A KT A4 > (R 1345 A 31 A EIFEHEE 786 HIHK)

SV alEF b U AR 20% [EMEC) &7 /%47 Uk 20% %, 7 1 Ad— "—iEIc L 2n 2
L lg vt RY o AE LT 200mg) RERERCA BYEICHER T ELERE 0BG L CisER o8
NTOBREZRE L, BN YERE/ X A —% (AUC, Cmad) 2OV THERHIENT 21T > 725
Fo WEIO AW ERRSEN L S o2,

YRR T A =4

HE/NT A —H BEINT A —H
AUCOﬂ48 Cmax Tmax T1/2
(p g« hr/mL) (u g/mL) (hr) (hr)
Y=Yl RN
. 323.51+73.76 24.02+3.51 0.35+0.12 14.10£4.04
fkr 20% TEMEC)
TR HIRL 20% 332.10%+173.07 24.02+3.14 0.36%+0.19 14.09+£3.96
(1g #5-, Mean+S.D. n=16)
(pg/mL)
30
57 —I— 2V 251420% [ EMEC |
Qe 75 AIRE20%
Jiiig ; £
4 20 | ke )
g y 2. 1g¥%5-, Mean+S.D., n=16
i .
}1:0 15 +
7
=
i 107
i3
5 .
oL 1 1 2 g
0 12 24 48
iR (hr)
1 3 SE I R HERS

MAFFE NS AUC, Cmax FD/3T A —21%, PRE O, RO TRIREEL - R % O 3R
KL > TERRD RN D D,
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@/ ILTOEF Yo Lk 40% TEMEC)

BIEEI S DA FR ST A R4 > (R 184E 11 H 24 AIRAHFA R 1124004 5 HIIHE 1)

2T alEd v v AHRL 40% TEMEC) &5 /37 UHlEL 40% %, 7 0 A4 —"—iEic Ly #n%
nilg 7 et U v AE LT 400mg) @R A BHEICHER FHERE O &5 L CifEr oo
LT aREEAZRE L, 55N EWEEE ST A —4& (AUC. Cmax) ([ZOWTHEHENT 21T > 725

R RO A I R D R S iz 2 Y,

HERE ST A —X

HE/NT A —H BEINT A —H
AUCOﬂ48 Cmax Tmax T1/2
(u g+ hr/mL) (u g/mL) (hr) (hr)
V7A=Yl VRN
P 680.261158.42 47.10£6.30 0.52+0.31 12.35%+3.41
ik 40% TEMEC)
TR IR 40% 645.051142.71 45.22+3.40 0.58*=0.33 12.00%=3.05
(1g %5, Mean=S8.D. n=13)
(pg/mL)
60
SOF T —I—/beﬂ%%+UﬁA%WWw%fEMECJ
Qe N 2 HIR40%
1. £
é/'f% 40 - G' 1 ?Lk _
=8} : g9%-J, Mean£S.D., n=13
N
V30t
7
o
L .
okl T
o_l L =

o

1 85 P SR I BE HERS

MHEPREN NS AUC, Cmax FOD/NT A= (F, HERE OBIR, RIEOERIEIEL - Ry 5 O R

S L > TRRDAEREND D,
(3) thEl
MR L
(4) BE - tRAEOEE
ORFOFE
16.2.2 BEOXEE

fERERR A 8 Blic L7 afig) R Y v A8E 600mg (200mg % 1 [0] 3 §E) % Z2fE I K OV 4 |2 B [l
O h Uiz & & EIERE G L IR CTREZ L CIIRIGEE B2 O Cnax DA BRI T, tmax DFH

BRIEENRD NS, [16.1.1 ]
OO
(Ivit. 7. MAEAEH] OEBR)
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2. EMEERONTA—4
(1) fBHhAE
MG R R L
(2) RIGEREEHR
AR L
(3) HEREEEHK? Y
SLTFafEF U T SEL 20% EMEC)  0.0531+0.0154hr !
SLTFrfEF U T SR 40%EMEC)  0.0616+0.0225hr !
(4) YVFI>R
(TVIL. 1. (2) ERARERBR CHEGR SN iFIRE ] OHSB)
(5) NWEHE
16.3.7 N HEIE
ST B EED A RRET 0.1~0.4L/kg TH O . IFITHMILIMEICH Y T D L ORERH 5 2Y,
(6) Tt
MR L

3. BEMA (REaL—Say) @&l
(1) BHAE
B R L
(2) NFA—2ZEBER
MR L

4. IR
16.21 XL FATFRA4SEY T«
PSVTABDNAFT R T E YT 4 FEIEOE T LS TH 100% & OWENRH D24,

5. 9

(1) mi&-iEEIFTEEYE
16.3.2 [i% — fNBAFTE AT
FAfFATOIME RIS B8 9 Pz v 7 a g b Y oA (600~1,600mg/H) ZHH Lz &, Jid
PIREEIE, MAE IR D 6.8~27.9% Th -~ 722,
(2) Imi%k-fadkEaFE &
16.3.3 IMi&— R4 A& REFT @B
MR O TANABE 4l v 7 afig) Y v A (600~1,200mg/H) ZfkOf&h Lz b & i
MM RS 1T, RHARIAERIRED 1.7 TH-722%, (V. 6. (5) it DIHEBM)
(3) Ait~0BiTiE
16.3.4 BE.PADBITHE
I MoBE 26l VT alEd b U v A (1,000~1,400mg/ H) 285 Lz & &, BRI,
MR D 3~6%Th 7227,
(TVIl. 6. (6) #ZFhw) DOESH)
(4) HE~NOBITHE
16.3.5 FEA~DBITHE
TAMAMEE 3 Bl VT afgt M U AEEARA#EL Lol & fERPIREZ, MFHRED
12% T 7228,
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(5) ZofhoiBB~DRBITHE
16.3.1 KB~ DH M
7y MouC- v 7afgs Y s (100mgkg) ZEO#L Lzl &, #4530 53% OEMEMHE~D
O3ARVEE > /5 > P > A > B > fiti > i > Dl > B> OIRTH 7217 29,
(6) MFEEAKEAE
16.3.6 EEHEEE
VT B BEO MR AESRIL0%E TH Y, BMmiEFPRENS X2 100 1 g/mL LI E TS
ffnd % & ORENRHH2 20,
BEABAGERMET L2HA. EFHRECITEORMEFREIXK T2 5200508, Xk
RIBEEITE T LAV E ShTing 7y 20 31

EAMEE (in vitro)

WINRE (1 g/mL) 20 50 100 150 200
fEa®E (%) 91.39+0.72 | 91.36+=0.20 | 88.63*0.72 | 85.52+0.74 | 80.03+0.37
SETHENTIEIC K D mean=S.D.
6. R

(1) KREBLLRUCRBRERE
AT aBOREFIFmTRE SN, B hTIEEIC, Sz oo Bae. BE. o, 01 KD o
WAL 2% 5 Z ERHEShTn52Y,

(2) REICBEE5T 58K (CYPH) OHFE. 5=
M55 REiiEEOEIAITTF b7 o—24 P-450 (CYP) 78 10%., Z/V7 o fgingRgs (UGT) 72
40%. BﬁME#SU%%%EJ“C%é ENHEIN TS,
4-en KDOARKIZ Z CYP2A6. 2B6. 2C9 ZyfFfEs, /L7 afgd /v v U Bia ko Ak
iUGmB7‘%@@%5¢6 ERHE SR TWS D 3D (jn vitro) ,

(3) PEEEMNROEERUVTOEE
MR L

(4) REVOFEEOFTERVFESEL. FHELE
MR L

7. et
fEEERRA 6 Bl & x5 o7 afig) U v AfEE 600mg HEIRR O BE Lz & &, JRP~ORPEI&E
I3 51% 5 AUNIZELGEOK 60% (VL7 riEYE) Tholz, JRF~IEEID 3-keto R E LTHE

MEi, L \v7afgo s vy e igEieiR, 3-OH (K, 2-propyl-glutaric acid, 4-OH &, 5-OH

K, 4-keto 1K, cis-2-en K, trans-2-en (KDJETH Y . KE(LIK, 3-en K, 4-en (KITIT L A EHEM
ENpdotm®),

7ok, PN T R BEOREEO RS PEERIT 1~3% & OWMERH 2 27,

8. FSUARR—E—IZEET HIEHR
MR L

9. BRZEICKEIBRER
( TVIl. 10. BEHRE] DESMH)

10. BEDEREZHIIHEE
MUER e L
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20t
MR L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERABLTDER

2EE (ROBHIZEIBRELEWNI L)

(FhBELLE)

21 HERFEEOH LBE [9.3.1 ]

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

23 RFEFA 7 NVEFIEORE [BEELEGT VE=TIIERDLDNDZ LS D, ]

(REREFEEDREMF)
2.4 W SATIIR L TS FREMED & 5 etk [9.5.1 ]
(i)

2.1 AANZ LD CH 2 & DI FEE OERRE SN TWD DIl R L Lz,

2.2 FNSRR L RGUEWE OG- PICAAI O M PR EMET U, 82 FHIE L a1 5ED
E VAN L RGUEME EAFKI OO AR L Lz,

2.3 AANCLD@ET VBT MIEDOHBINRE SN TNWDIFEIVIRFETA 7 VICEREDOH 5 HBE
TR T CE=TMERBY A7 N@ED | EEDERICORNR DL ZENBIOND %, REY
A I NVEEIED BE~DOAF OB ITEED L Lz,

2.4 Fpk 314F 3 H 28 AfHREA S BIE EIE - EIGHA R ERL SRR RS M CRAZ @A) (25
S&, ), RAZES) OEASET L,

P F = 3K S O U SCE S O ESEOSIE CFA 3144 A 1 BEA) ™ g, TRAIZES)
DOHEANFEILIND Z Enn, AAIO TRAEES ) OIS OWT, Fak 30 A 12 A3
% RN EEERSE RSB SERLER LIRS L AR R ES IS TRENMTh,
ZOREFR, TRAZES ) L& TnD HEEUTER L CWO D ATREM O H 2 A ) ICBI LT, %)
RESUIZNR D 5 & [HERBIEORIEMHL] ~OEMIT EE5) & L,

£) 2019 4 3 A 28 AMEAT @A I - AiERA R EE L 2 R Em AL 0328 F5 1 5

3. MEEREMRICEET 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 (BHWIHI 6 » HUNIZZW) Rbbbhbd I enbbr0T, &S50 6 » AL
EHRNCHITHRRER A 21T 5 e & BEORELZ H2IBET 5 2 &, 2ok bEMAFITESIHT
BEEEMRE AT ZENEE Ly, [11.1.1 2H]

8.2 BT VESTMIEZME I BMEENH LONDZ ENHDLOT, EMMICT =T HZHES
LI EBRE 5T 2 &, [11.1.2 ]

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

8.4 IR, HE - ) - KETEHRENEDRTHRERILZENHLHDOT, REIEGHOBEICIX
H &) 00 SR G R A O IR OB EICHEE S ERW RO TR T 2 &,
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(BFRETAMABEUVTADAIZHES HERITEIETOAR)

8.5 WHFIZBIT HTEEEORMRBD LW LEEOFRILIZEY , TAUNAERRERNO DD Z

EMBDHDOT, TeHAERIET DI, R ICEET L 72 SHEEICIT) 2 &, [9.1.4, 9.8.2 Z]

(BRSO REIMH)

8.6 FBHE D HWAIE~DOXIEN 2L 72 ofe b—HARKIOE 52 F ik U, # 5/ OLEHEIZ DV TR

A&, EROWUENRRD DNRNGAITIE, BIREEG A L2 &,

(fia5)

8.1 T uERHARFICIFREENE LD Z LR Z2ED THEINTND, ZOT=DFKEITE
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 AFNLFARAFRINHIER . EEWEREMIHIER 2 A9 57201 TR EE) - £ ) - K&
EERE N EOIK T NBN D FREENEE TE W, (o TAAIZEE L TV EFITITHEH
DB 2 P OB R S RVWE S, BT D &,

8.5 FICAMAHIIBWMICEGZHIE, WMETHZ LICLY TADLAERMRERSDbNS Z LN
HHOT, BhHEPIED LAHET DBIIRAIITO) ZEBRRETH H, WilE. E5HEO
LEIIFFICERETHZ &,

8.6 FWHHJREF TR W CITIRFEIED H H ATE~ DR EEZ MR L, AREI O Gk & st 2 %3
Nos, £, DEPROOENRNVIGEITITEBREBEGEZMFE L2 WVWE O FET A2HERDH D,

6. HEDEREAIIBEICEHTIIRE
(1) AfHE - BIEEFOHIBE

9.1 SHHE - IEEFOHLEE
(FhBELLE)

9.1.1 EMBHEOREROHZBH

9.1.2 BEREEOMERUVEREEDHIBFRVES DOROBKEDBE
ARACMSCHRSEN (LT o2B8ZhRnH 5, [15.1 ]

9.1.3 RERYM IV ILEEENREONSBE
PIFD & 5 BFICR W TIE, AFIEEGRIZT
X, TUoE=THOEBCERE L, +o72Elss
LBEhWDRH L, [11.1.2 ZH]

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

JBOWTHEOMELZET D L LIz, AHlIEE
1952 &,

2z HERE T CE=TIUENRH bbb

9.1.4 EBHE
BHEZPIET 55123, BRAICEET IR ERFICEETDHZ &, [8.5 &)
(fifEs)
9.1.1 FEW B2 B CIIRAIR 512 L 0 IBBUEZ 5| & & 2 iREMEN & 5 4 I TEE IR 21T
IWBER I 5,

9.1.2 NEH I LUV 9 IR DBRIRRE DVEIR | ~D G- (2B 2 16 & B U 72 BRIKE OB 30
DRFFHELZ BT LT, BEDE TS DFEOBMIEROREIR TH L HEN L ZITREMH
JEROBBOFEO GNHE T T2 LB 20N T\W5, T Z CHROERMEZ AT 2 EBE 10T
= &ﬁ%ﬁoz%#%é
9.1.3 REV AV NMCREDOHHBETITET VETMIERRY 27 NEE 0, EEAIERIC
&#5_&W%z%ﬂétw\ﬁ$#47wﬁ r®%%~®mﬂ®&5iﬁﬁfﬁw\%®ﬁ
25




WD D BEIIET VE=THEOEB R IS EET ONERD D,
(2) BREEESRE
9.2 BieEEERSE
9.21 BREEEERSE
BOBEEROKRTEOERIC LY | EHEMREN LR T 2821 Rd 5,
9.2.2 MEBHTBE

MFEBHTIC L B AFIORESLE AR AEEDOZbIC L 0 IR RE NME T+ 58001 H 5,

(fian)

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

(3) HHEEERE

9.3 ¥R EEE

931 ERGHEEDHSHE

BH LI &, FEENRS H 6 ONBIEMIC e B8EFN0nH 5, [2.1 ]
9.3.2 HFEEEENIIZOMEROH I BE (EELHEROHIBEER)

FREREN RS HobhdBZENANH 5, [11.1.1 ]

(fian)

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

9.3.2 AAIMARFICIHFEENEL D Z ENREHIZEZDTELHEINTNWD, ZD=OFHRERR
ELZOMAIEOH D BE IITEEICE G 21T LERH D,

(4) £HEREEHT DE
9.4 H£REREEZF T HE

IENET 5 ATREMED & 2 VRT3 2561213 AANC L DA B DWW THaIZm L, AHA

OFERMEE)TH 2 EREIHET5 2 &, KBRITHFEERRD LN TS, [9.5.4, 9.5.8 &

]

(fian)

AHITIIEEFAEDNRBO LTV D72, IRFRER A (o) IITEHFEED Y 2712250 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 EHF

(FEER R EDOFRENH)

9.5.1 M XUTIME L CW D ATREMED & 2 etEIZiR, &5 LxnZ &, [24 ]

(BETADABLIUTADLAICHES HBRITHEEDARER. BRELUVRS DOROBRKED AR

9.5.2 IT7 SUTIEIR L CW D AIREVED & 5 othici, 1B Bt 28 W L HIB SN DB A 2R .

BHLpWZ &,

9.5.3 {HRHICRD AT AR Z G5 T5856, AR B 532 Z EnZEE LV, hoptT

PIPAEL BRCA NN BE V) EOFRRRC, FRER T 504 HFE U7 Gl 23 AR BB 505 & bt

LTV & OEFHIRERERH D,
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(6

(7

(FheEFIE)

9.5.4 " HEMEN A HE LR OIS RAIDR Sy AR F 5 S 72 st e L 0 2 &
DOFEFHREREN DV . o, KFIOG &G SRS, DEHRRREEOLTESCLE
fiE, AFR, RE THEDHEF ., ZOMOETREATLREHE LT ORERDH D, Fi-.
FeH OBEHL (RTEERZEH . MAREERH, SRET., < EWAPE, BONE%) 26725 1 4 HE
LIz ORERH D, [9.4 ]

9.5.5 IR OB GIZ LY | FAERICPERESE, TFEE, K7 70 =7 e, ik, JB3EE
e (P, MERE, B, EE) SERH0bhd EORENRD D,

9.5.6 ISt THENi S AT BIEFRICIBWN T, HIRFICH CANAE LB E SNTZ TANABENLD
ARV 224 B2 %1502 6 sERFOFNREFEEL (IQ) [FHME (95%EHEX M) ] & bl L 7-fE 5. AAKlI%
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
SOMAERDIQ L TR T OWMENRH 5, 728, AFIOE L8 1,000mg/H  (ARHFFE
WZBIT D RAE) KimoOHE1x (104 (99-109) ], 1,000mg/ H ##8 % 554 1% [94 (90-99)] TH
ST 38

9.5.7 St THEi S AVIBIEMNTRICIW T, EIRPICAR Z & 5 SN BB 6 O AR 508 fili%,
AFN 2 B G- S TWORWEREED D o A 655,107 1 & bl LT, ABERIE Y A7 RNmoi- &
DHRENDH 2 [FREAY— NI 0 2.9 (95%EHXA @ 1.7-4.9) ] *9),

9.5.8 T EFH (v A) T, AFINERNHZI0E L, HrAEROLERKEFFICE G325 aTREER H

DEDWENDD, [9.4 BR]

(fi#i)
9.5.2, 954
MM e K &Y —~_A Z > A (European Surveillance of CongenitalAnomalies : EUROCAT)
DF—=Z_X=2 MW —2Aar ba— /W RIC KO SV T o BRI R R RERO Y 27
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
BCEEL TV OBERHEY,
9.5.6, 9.5.7
AN ZIRA L@ b HAE Lo 1Q KT8 RUEBIE® 1I2on T, AHI & o2
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 EOARIER ORFLRROARIEZZE L. KALOMKGE U P IEZ 425 2 &, & MREFLP
~BITT LD D,

) IMNRE
9.7 NE%
(KhBEHE)
9.71 IKHAREIR IHERZRG & LA R OZ M2 B & U7 BFRRBRIT I M L Ty
AN
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(FEREREDREDH)
9.7.2 NNREZ KGR L LIZANER O ZEMELZFEE & U IRREBIEE R L Tz,

(8) El¥E

9.8 min&

(ZheE#E)

9.8.1 MEICHE L THEICHGT L, AANL, MIET7T LT I & ORAEREOR, &g T
FMEET AT I UBED LTS 2 ERE N, OO M P RENEL REBENND
%,

(BETADABEIUTALAIZES ERTHIEEDAR)

9.8.2 {EAFILT HLEITIE, MAICHET LR EFICEET L2 L, [8.5 ]
(HTEEREOREIF)

9.8.3 FilE A Xt L LI ANMER O R A HERE & U7 B REUBRI LS M L T2y,

7. HE%EHR

(1) tREREZDER

101 EAEZ (BFALARWL &)

FEHI4 F BRAER - 58 71 e - SRR+

TNV DR GUEE TAMPIUDEIENRTERTLHZ LT oo hiEENMET T
NRE=RF L - _REI Ty | Rbb, 2o

(H_=>)

A AR LIKF)

(Am~Ly)

A IRXRLKF - T AL T

v

(Fx=F L)

VLR B BKF) - A4 IR
LAKF « T AKTF
(VAT Y F)
SO SN
(AT V)
R U AR A KFN)
(7 4=y 7 R)
TENRLERF L
(AT % L)
[2.2 ]
(fi#sh)
VLR ZEKFI) « A SRR LKFM » T AL FUF N oA (RGeS LAV T Y RS R
M) ORI K Y . AROMHPREMET T2 BEERSH D Z L b, WAIORMSSCED
BEMEX L0z, HHAEEM] o AR OmISER L, EEMEZTTO 2L & Lk,
(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

ZIVT RO A3 S | AL RE
RIOVEREERT D Z L3 D,

FEFEHEFN AL 7 a i DA A
FHE 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 PAVAY 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

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 »

H2EBRHD,

AT %,

TNTwa CBRE TR 53
i
U hFENL
=)= kLN R FEL
BEF e U M EARLEH

Porin

£

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

T BN N D, FHRXHES,
N7y
U F LR R ST aROER N SN D | EEER S L o BREE N B

TAEY

ZENH D,

%o Fio 2T e RS
EAIND,

AR AT

LT aEOERNEmIND

FEREA NI F b7 v — 4

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

17 RNLERE (R7e4 - 1 7 EXEE) 1, TOMREREKIC LY LT afig b OFfFH TIHAY
BIIPER T 5 Z LN SN, v T B ARNLD 7 VT T UAPKT LI EAMES TS, £
To. B 7B NRAEFEOEISITTANAERIRETH Y | BRIV 7 ok L G S 2 wTREMED
HoZlnt, MHEER o [JFHEE) OHIERL L, EEMELZITO 2L & L,
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—

D= A P AWN

0 7B AN AROF OB CE L DAL D 12D, FERANCIRE LW EBEREZ1TH 2 &
L L,

< TV CRERE T R E D SEA

TN a CBE R HET D8A & O LY RO M FREMET T SRR H D Z &
Mo, WAORMNIEOEAMEAK D120, HHEMEM] o TR oEIERL L, EE
MU 2475 Z & & LT,

. BEl{ER

11.El4EH
WOBWERNH H5bd 2 ENHDHDT, BEEH0ITITV., BFNERO b HAICIT&RE % |
T 572 Y Bl 24T Z L,

) EXGRIER & ARAER

1.1 EXGEMER
111 REEFRFOERGHEE., HE., BHFE (Wb HEERE)

JFfEE L & BICRMAREREERNH b Z b5, [8.1, 9.3.2 BH]
11.1.2 F7 VEZ7MEEZH S EEEE (GHEARH)

[8.2, 9.1.3 ]
11.1.3 BOEEM. FFERSE, ANRELS. ERELI/NMRED. BREKED (T b EERH)

[8.3 &IH]
11.1.4 S9EBExR (FHEARH)

WUV, B R, WEEOERS S bbbz, WREREO 3 S HA1TiE.
BhHa2RIEL, BURAEEZITI Z &,
11.1.5 BMEEEXR., 727 a=-—EEE (WP LEERE)

(8.3 &IH]
1116 P EMH R KRIEFERMARIIE (Toxic Epidermal Necrolysis : TEN) . K8 4 E B iE % #
(Stevens-Johnson fEMREE) (W F 4vd HHEAH])
1M1.1.7 BBUEERE (BULRE)

WIBIER & LTHB, BENHR S, S5V U HiERE, AFHAEREE, [mEREN, ek,
FIRY) B BIEDSER DN O b O G AT G2k L, @ORMELITO 2 &, b, 5
2. I IFHERERE E S DR EHR S 5 WVIXBIE T 5 2 ¢ RS LDTHEETHZ L,
11.1.8 HOER. BHERER. S—F 2V OBRER (WF b BE R

RHVEARIEIR & U TR, RS, SEEMEE. 8. MR T, BIEHRE L bbb Z &
WD, N—F 2V URRIEIR & U CRrIERERE,, e, B8 - TREENHOLONDLZ DD,
BB, RO OERNSEE LF IR EY  IFEAEN1~2 5 ATRE LTS |
11.1.9 HEBHEBARLE (FE )

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

K b U 7 AE, KIZEEMAE, JRPT NY 7 ABEOEM, SIRRERD Db GEITiE, K
SEIROHIRE O 72 NEEZITH Z &,
11.1.11 FEMMSE. FERERMEM S (W9 & BHEARI)
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E4 KE
s AbbVie Inc.
DEPAKOTE- divalproex sodium tablet, delayed release’%
R5E44 ¥ Depakote®D A EhRE 4 1T divalproex sodium (VL7 1 gl L F afigNa 231 : 1T
a) Thb,
I - 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 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 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.

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 . D
(valproic acid)
(2021 4 4 H )

2% BROME
F—AZ2 +Z U7 D5 (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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