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Fostoin® 750mg for Injection
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(FAZz=hrA v F FY UK E LT982.8 mg)
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ERRA U E1—T+—LAAOFIIZOHME —BAFFREHHE—
(2020 & 4 ARET)

1.EESRA V12— 7+ —LIERORE

B EIRL ORI 2BNEHR E U, ERAERLFACE CUF, B4 30E) 85,
RIS C EAT - SKAIE S O EEHRNEFH DY B R IS0 A [ 3K 5 oo 3 1 S S A TS
HERCIE, WA SCEICEEHE SR A BT 2 TICHEMRE RN L ERBAENH Y . K
BEOEREFRMHYE (LLF, MR) E~OEFEROBEMGFHERSCERICLVIERZMHELTET
W5, ZOBRICHEREREWEENICATTE-ODHEBE Y AL LTERLAS VA Ea—7
F—2 (LLF. I F EHET) A LT,

1988 412 H AR EREAIRT 2 (LA, HIRIK) IR 2 /NEES T FOMLERIT, IF fL#
B, T FRo#i AR E L, T 0% 1998 4F12 AR HEINE 3 /NEB SN, 2008 45, 2013 4E
I HIREKEREREESN 1 F R EHOUKGET 217> T& T,

I FRo#iEaE 2008 LIFE, I FIXPDFEOE T —X & LTRMET 2 ENFRIE 2o
7o ZHICED . TR SCEOTHEHRUT N H > T2 HAICSKGTORIMT — 2 2B L7- 1 F23HE
ML EN D Z L Lot BHO 1 FlE, ERLERESRAHME (LT, PMDA)
O ERHAEIKLFRBRZDO— (http://www. pmda. go. jp/PmdaSearch/iyakuSearch/) (2T
A SN TS, BRI TIE, 2009 F L0 FHEELO 1 FOEREBRFT 288 LT T4
AV a—7 4 —LRES) ZHBEL. Hax0 1 FRGRMCELEETAEEFERERE LCiE
BIDRE - Rt LT b,

2019 FEDOIRA CEFAHEBEOETIC ALY, [1 FiodZEmE 2018 NAFK I, 4K TEHE
FHE SR OB AR S BN BT 2 T4 R T4 > ) ([T DR RIEEf D726, % D FEHM
PRE LI,

2.1F &l

I FI THSCEEOFREMTE L. BT - SERIM%E OERIEFEIZ L > CTHEEBICL
Frp, EHRGOGEEEOZOOMEHR, WHHFFO-OOMWEHR, FAAIODOEHR, EH,
DOWIEME R D7D DIEH., R IRBE 7T O O RENERN SNT-REB 7283 0=
SR E L LT, HRENREHEHAEEZ R E L, FEHIME D72 012 Y 5% 2 3K i o Bl IRk 78 X
IZIRTE I D AR ZEITERR L ORI 2 K L TV D &R @R b s,

[ FICRHT 2 ARYNT HRIENEE L7 [ FaodREEIC L L, — S0 FIok 2 B X 7K
BOFMPHNDOIEMNFEH SN D, 7277 L, MELEOWEEICHEDLL LOKRUHIAER LN
FEAR « I - PR R EHIEE (X1 FORSFHEE IO, S0z b &, RERpEZE)
itz 1 Fid, FIAE B O35 - W - R EH T2 & & bic, NBERFEETD
HOLEWORFEERF O L ERIIRE LTV D,

I FORMIFETT—F 2Rl L, REEAECORARIIMLAETIT 2,

.IFDFIAICHT=>T

BAEAAD T Fid, PMD A O ERHERELEHRREON— ICHEEGFT R E ST
%, BUSEAYT (EEL AV FEa—T7 4 —MMEROFER X | 126> T 1 F 2Bk - #2643
L0, I FORMEZRE 2, ERABICRE L TOAIHERSC T FIERFCGH L g # %
WCOWTIFRIEREDOMRE~DA L A a—|Z LV FIHEAODRNELZRESE, [FO
FAMEEZEOIVERDH D, Tz, MRFUET SNA 6 EoEEZICET 2 FHEICE LTI,
I FR%ETEND ETOMIT, BEEGENEHTIEETNEZAL I LI CESE, HD5 0
B FEOEIEME R — CAFICL D EAMER DN EFET L L bz, T FOEAIC
B> TL, WBOWRMCEEZ PMD A OFE I EFHEGRE RIRR O — T TR 55
N5,

7B, WIEMASCZEEOMED SN LREIN TS V.5 BREGE < XIL. &%
R, IXIIL. (%) ([CBET2HBSIIARZZIT COVRWERRNEENDLIZ R, *
OO FNITHOEETRETH D,
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W, T FIZRBEROEFE 2515 T, YikERL O RERTE UTIRGEICH#E D 5 2 NMER - 17
g5 EELEIEM O 7= D DTG RTH 5 & OALESITIEMS, fid - REBUIZEIR S,
PR AR DS . A OBV ORI B3 2 A O IR A TR IS R e 1 AR A5 B
HARTA v, WP a— R 4T« 7777 4 AZOHIE —EREZ T IS 2570,
IRFENE RIEBHE BT A N7 A > Tl RAAGRIECAGEAN O LSBT 2 g fitic >\ T,
RO ENEIRUEFE DO ORDIIE L TTI ZEIFEL X RN EINTEY, MR%~
DA VHAE2—HLDOLEGAE R ZICKY, FIAEBEON I FONFEBIESIEIREE
DTHDHIEEB L TEN2ITNT 6700, BERAENGE LN D HEROFH IR A
R L., ZTORBMA RIkE ., ERIABICRB T 2@ EM 2T 2 2 L I3ERARI oA T
B, TFEFHLTHFEESZRIMES L HDIZ L TWEEET20,
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AST TANGX BT I ) N T AT T7—8

ALT TI=UT I N ToARAT2T—E

AUC, T HCTA T T RE I A5 3 C 0D o r i R ] R T TR
AUCw HE R IRF ] S C 0D I 95 B R ] b T T

BUN JRFEZEFR

Cuax B (mijE) FEE (Maximum plasma (serum) concentration)
CK I VTFrEF—F

CL 27 )7 Z A (Clearance)

CYP v 7\ 5P450 (cytochrome P450)

cv AL UIES

EDso 50% A %h& (Effective Dose 50)

HPLC EERA 7 o~ V7T 7

h 1535

Ig wEsa 7Y v

v #RIES (intravenous injection)

LDso 50%% st & (Lethal Dose 50)

n B
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SD FEAE AR 2

tis TH 208 ]
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I. BIE(CREI HHRE

1. BAR DR
AHNDES THHRAT 2= " T M) U LKL, 7= L OKEET R RT v 7 THY |
ARN TR DR SN T T == b oA v L 72 0 SRELEF 2 56464 5,
Trx= b MY U AERKIE, FEETH DT == M 2 BIRRGHERED DKICEHREETH D720,
Tuvlb Y a— kRS ) —)VEMA, RRCKEE LT Y U A TpHEZE®, T U U LHEO
BT L LT D, ZORESR, 70 UM (pH K12) T, Z&EER (FEBREERICKT 2 )
BHI29THD . FAT 2= M T M) UAFERKIEI 7 == &2V VB LT MY AL
THZLICKYpH 8.5~9. 1, {@FFEL EHEAREKICHT ) 235460198 2> T3,
AL, 1996 £F 8 HIZKIE TR S TLK, 2011 4R 1 ABIE, KE KR OGEES 24 0 FIHIRT
ARSI TW5d,
AIRIZIB T, 2006 427 H 28 H O 9 [EIARAGEEES A MBERGFISHICRB VT, IRAIIZER EoE
FPERE <, #IhE LT, TANABERIRIEEO A2 57, ISR & OSSR SME R D T A AFE
DOFBIRONER, 7 == b CORARGEDNRATREXIIRHED 2GS MNETH Y, ENICHET LA
KIOWBRN A SN D L OMBTRNE | LDT—% 0 7 7V —FOHEITHE, IRBROBEE
®EICHEFHET D LS ivic, /— 7 7 —~RASHE, AFIOBFE LRI L& &b, BAE
SHEE LV BAREGE A=, BRICET L, 201043 H 9 H, [A8 A 18 HICHATANASS
OY A AN BRR S22 7 & SRR CARF 0 B ERIC B 2 S AN A S5 @) K B s (o f i & 4, 2011
T HIZARA b A ERE T50mg D iRGEA TROEIRFEAGR 2 UG L7z, 2020 48 9 AIZid, B3, &
WA F OB, ARER LB OIS ICBT DIEAE 14 RE 2 HE 3 54D NAETONT
AU HREY L2 E OFFEESR LS,

2. WEROBRPHRE

(1) AFNL, TADLAERIREE, AR IR T EMRESE GEIMEE) RO TANAFRIEORBL
P, 7= M UEREOEE L TWD TANABEIZEBIT 2 —kKei) 2 ROBRFRIE A -HERGR
BTV, (TV.5 BRG] OESR)

(2) WOBRWERR® oD ERHDDT, BR% 74TV, BED
k92 72 WU R E AT O T &,
[FERARENEM]
e 3% R B AE b AE (Toxic Epidermal Necrolysis : TEN) . B2 & KGR ARIE (£ #E (Stevens—Johnson
FEMGRRE) . BUEAEWGAE, SLE BRIESR | AAERRMEE M, ek BEERIERGE, HERME B i
. MG EEILPEE L, ARIFEREE. BUENT L. ITHEREME T BEYE. RBVEMERTA. OME IR,
OEEARE), PERAT I, SREFAE | EMD CoNE U CNEIEIR, DINZERE | BIRUTIREARE. S
PR R4, MRS, AR

vy

O b GEIITRE &

TADAERBREORF 235 & LZENE IR T2t 2 7 Lz 26 Blicis it 25 28
Ve CGEERER 10%LL 1) 1. MEET 54 (19.2%) . IRIE. ZEiESD TV 414 (15.4%) . R
EABME 3 (11.5%) Thot-,



JRAMEE AR ST BEERAME O B 25t g & U= ENF IR CLeME 25N L7- 21 Bl 5
EREWER (BEERS%RLA L) 1, MEMTF 34 (14.3%) . FE 08, ALT 8800, FHgRE R F 4%
21 (9.5%) Thoi-,

3. HROHFFMEE
(1) ERAGO=—XIER 7 2= MM COKEET R KT v 7 Thd, (VL2 (1) fEREMAL - 1
M OESH)
(2) AAID pH 1% 8.5~9. 1, =iE/Ft (EFAERICHT D) 30 1.9 TH5, (TIV.1. (4) ®AHIO
W] DOIESR)
(3) AANTAHBINL, 5% 7 RUBEMEEEZHWCHERT 52 LN RETH D, ([IV. 7 FHEEER O
R DR EME] DEBH)

4, BEMSHICEAL TRMIT RS
BT 2 &R,
ot HHEE T A N A %
RMP i —
BEIRIE A ) B
J =L 7 7 —< st
P BALRAE 1A WEB 1 b
https://nobelpark.jp/

BINO Y A7 f/Meimeh & L TR

i el (IX L. {5 OEZH)
I TWAEK
BE T B
<ThoLky
(IX.5 HBEMITEM] OESMR)
R HEET A R A > 4 —
PRI - o> g B R I @ 4 —

5. RBEUHRUFE - EALOFHBREIE
(1) EBEH
B4
(2) & - EALOHBEE
B4

6. RMP OIE
A= ROV


https://nobelpark.jp/

I.&AFICEYTSEE

1. R5E4
(1) 4
ARA A P FE 750mg
(2) *4
Fostoin® 750mg for Injection
(3) AFRDHRE
Fosphenytoin (Z

2. —&4
(1) #4 (&§fE)
RAT == A F b U T LK (JAN)
(2) #4 (&@4%)
Fosphenytoin Sodium Hydrate (JAN)
3) ATLA

hydantoin derivatives : —toin

3. BEXREIRERX

4, HFRRUVHFE
ﬁj\%it . C16H13N2N6206P‘7H20
7 f & 1 532.34 (fEk# & LT 406. 24)

5. {£28 (MfiE) XIIEXEH
HAR% : UUEE 2,5-V4F Y 4,4V 7 2=V A XYV ~-1-4 V) AFNVZAT NV _F )
AL AT

yo4, : Disodium (2, 5-dioxo—4, 4-diphenylimidazolidin—-1-y1)methyl phosphate heptahydrate

6. EEA4A. 4. BE, LEES
&= : FOS
SEEE NPC-06 (BRFSEE)



. HXASICET B

1. ME{LFHEE

(1) 48 - &R
8~ B 0, D [E R,
(2) BEEH
i S, A 1g ZIENTDIZ
ik r w B (L)
7K (I ASEAR 9.0
=% J—)L (99.5) RO TIHEITIZ < W 1333.3
(3) Wit
LMY (WA
(4) B (PER). BR. BER
Bl K 237°C
(5) BRIGEFEMTEH
pKa : 6.20+0.017
(6) HEFRHK
K58 pH FRMEIR O S5EcARE (Log P) 1%, —-1.10~-3. 06,
(7) ZO/D)ELREE
pH: 8.9 (K 10 mL [ZAIE 750 me % VM IE)
2. MBS OBEEETICETA2REN
. RIS .
Higﬁ YJ]E]I:LE (Oc) ‘{Eﬁ};ﬂ: (%RH) illf T%ﬁ/ﬁ;q FEﬁ 7"‘{3%
EHRGFHER 25+2 60+5 iE35i) 24 % A BN TH -7
R 40+2 75+5 KEFT 6 » H BN TH 7=
7 x= b (EgWE)
ﬁﬁ%gﬁ%ﬁ 45i2 - H%F)T 6 Vo ﬂ 75§?f§:ﬁ??ﬂ?@lf§j]ﬂ L/\ %E%%
Lot
25+9 — D65 Z > 7 | 120 75 lux-hr | BN TH 7=

WEEH « RYGRAARBR L OWRGER TR, MRk, BEmE. Koy, &

3. AN DEERRE. EBE

IERBCIE, PEIR, SRIE, K5,

i, pH, UM, oA,

Wi RER OERAD) Ti, TRIR. BBWE. Ko, G&. pl, KOG,

MR BRI © IR AL MVHIETE
T U U BB EMERG

FERTE  HPLC 1




V. ®%I|CE8d 3EE

1. #if

(1) FBORH

i

(2) HHADNRRUHER
N BT T AR T
PR M~ VB A O K

(3) #Aa—F
%Y LR
4) HEOWE

pH:8.5 ~ 9.1
BB 80 1.9 (EEREREY 1 & L0)

(5) ik

PRSI O B O RFER 72 SR D A 1 K OREAR - R

2. WA DR

() #FHES (FEERS) OEERUVFEMHF

k5e4 RA A L ETE 750mg
HRR 147100l FIZARAZ == AL > F U 7 A 750 mg
T (FAZ ==~ 2T U T 2KRHE LT 982.8 mg)
ha A ZE—)L 121. Img
whnAl e
FES K

(2) EREFORE

BALYYA

(3) RE

BALYYA

3. BRtERAOHEREUEE

BEALYAYA

4. Nt
A% LR




5. BAT HAEENED HHKHED
TRAF USRS 2 TREVE D & 2 43 R E R

o

HyN—— C—— HN—— CCO,H

Q,
e /21

T = e X M VU Trx=rA v
i
H,N— CCO,H H,;N— C —C—NH,
a, -7 =)L) Tz VT T IR

O,
N
Oy
(0]
5,5-07 == AAA IFT YV

6. HADFEFHTICETIREMR

. PRAFERM1E 4
R & i PRAFHART (TS
F IR AR 5+3C LS 24 5 A HENTH-T-
NG ER 25+2°C WERT 6 % H HENTH 7=
R : - B T 00— 4 W
GRE) 30£27C L 65 )1 UCHMRSL L 7o o T,
RLI 25+2°C D65 T 7 | 120 J7 lux+h HEANTHH- T
CH:) o 77 ux-hr 8 27
20+ 5°C T4,
e 24+1 WHRAE. K e
| Lrkae s | ow | BB gy o
it REHE +3CTT 24+1 B e
AR 17 CRlAZ,
HIEEH -

FHIRAFER T, YRR, pH, BWE. RIAVERRI -, MR M OVE B,
Ja AR & OVl (30°C) Tik, MR, pH, BWE. RIEMERhI M OVE &,
T RER OO M OV - AR VR L ORBRTIE, PRIR, pH, WOA, HEWHE, MAERD KOG &,




. ARERUBRROREN

14, BREDIEE

14.1 EFRERMOTE

14.1.1 AFNZT, EHERICEEART 5 2 &

14.1.2 WRICARENERY SUIWRLF 358D DD R IAA Z EH L7anZ &,

RA A EE 750mg 2 AFRRMIR XL 5% 7 N U FHEFHRIZ 30 £% (2. bmg/mL) KON 1. 9 f% (40mg/mL)
THRIRL ., =R T8 M., B (5~8C) T 24 BMREE LGS OMIR, pH, BHEYHE., & &

Bt L7z,

FENBOE TIZRIT D22 EN

. . PRAFEFE (RERED)
AR B A ERIH
Bl A FEHI4 R FRBRIA B T 0.5 A 3
P {4 B 4 < B 4 < B 4 < B
DI Dk Dk Dk
55 pH 8.4 — — —
mg/ml | FEEHET (%) 0.28 0. 28 0. 28 0. 28
& & (mg/mL) 2.44 2.43 2.43 2.45
o (AR (%) ) (100) (100) (100) (100)
LRI oo EaGY | Eens | Beps | EEn
DR DI DK DR
10 pH 8.8 — — —
mg/ml | FEEHET (%) 0.29 0.29 0. 28 0.29
& & (mg/mL) 39. 4 39.3 39.2 39.3
FEEE (%)) (100) (100) (99) (100)
. ¢4 B ¢4 < EH e (4 < EH e {4 < B
DI Dk DR Dk
o5 pH 8.4 — — —
mg/ml | FEEHET (%) 0.28 0.27 0. 28 0. 28
& & (mg/mL) 2.43 2.42 2.43 2.42
5% K i A (%) ) (100) (100) (100) (100)
HEFHK PSR -4 Y B e £ < B e £ < B £ V< B
DI Dk Dk Dk
10 pH 8.8 — — —
mg/ml | FEEHET (%) 0.29 0.29 0.29 0.29
& & (mg/mL) 39. 1 39.3 39.3 38.8
FEEE (%)) (100) (101) (101) (99)

n=2 OWHE TR LT,
E) 7z X2 A VRO IR &,

— IE Lo,




AT (6~8C) FIZBIFBHEEM
e . . PRAFIEIA] (IREED)
ANER VL = B

Bl & A 4 e RBRIE H TG 51
PR A0 J5 I DR 4 (5 BB DR

o 5 pH 8.4 8.4

mg/mL | EEWEY (%) 0.28 0.28

& & (mg/mL) 2. 44 2.42

. R (%) ) (100) (99)

PR

ERIN (8 VB DR 48 VB B DR

10 pH 8.8 8.8

meg/mL | FEEWEY (%) 0.29 0.29

& & (mg/mL) 39.4 39.3

FEEE (%)) (100) (100)
PR A J5 I DR 4 (5 BB DR

o 5 pH 8.4 8.3

meg/mL | FREWEY (%) 0. 28 0.27

&8 (mg/mL) 2.43 2.43

5% | f (A (%) ) (100) (100)
FER Ptk 1 1 e 05

10 pH 8.8 8.8

mg/mL | FEEWEY (%) 0.29 0.29

& & (mg/mL) 39. 1 38.9

FEEE (%)) (100) (99)

n=2 OYEYE TR LTz, —:HELRoT,

B Y7 == H M VRO S T,




RANA FE 750 mg 2 BRI 5 5 (16 mg/ml) TAML . TENBOEL T T 24 KERAF L7 HE D
HMBL. pH, RA T == A »F U U LOKRFREME LT,

FENHOL FICB T 22 EN

AL AT, BB PR (T
B 4aRF 1 6 24
S wamy | memy | men i
A O
AR 71— @R B pH 8.45 8. 44 8. 42 8. 41
FRATER (%) 100.0 100. 2 100. 2 100. 0
S8l 4 R HHECA 4 R A
ZUT v e pH 8. 45 8. 45 8. 44 8. 44
FRATR (%) 100. 0 99. 8 99. 8 99.9
Ax i) I A 7 A I 6A 7 A
74— ®F ik pH 8. 42 8.43 8. 42 8. 43
FRATR (%) 100. 0 100. 2 99.9 100. 0
S8l 4 R HHECA I €4 R A
B — R Ok pH 8.15 8.15 8.17 8. 23
FRATER (%) 100.0 100. 1 100. 1 100. 5
Ax i) I 64 7 A I 64 7 A
V) X ®-T3 Sk pH 8. 40 8. 40 8.39 8. 38
FRATR (%) 100. 0 99. 8 99. 8 99.7
A=) I A 7 A I A 7 A
KN3 5k pH 8. 42 8. 42 8. 41 8. 39
FRATER (%) 100.0 100. 1 100. 2 100. 0
S8l 4 R ¢4 4 R A
FuT T I o012 i | pH 6. 34 6. 34 6.33 6.31
FRATER (%) 100.0 100. 5 100. 2 100. 2
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Bl & 34 SREATE TRAFRefE (RgfH)
B A iy 1 6 24
Ax i) 4 R HHECA 4 R A
v —7 U — Refik pH 7.88 7.79 7.71 7.71
PATR (%) 100. 0 100. 2 100. 6 100. 8
Ax i) I 64 A I A 7 A
VLT B®3A Wi pH 8.61 8.59 8.58 8.57
FRATER (%) 100.0 99.5 99. 7 99.9
Ax 0] AT A B AT PHETE
LR A 3@ ik pH 6. 89 6. 85 6. 85 6. 84
PATR (%) 100. 0 99. 5 99.9 100. 0
ax i) AT PN AT HEAEN
TNHY v 7 e BHEK pH 6. 82 6.78 6. 75 6. 74
FRATER (%) 100.0 100. 2 100.3 99.9
4x 1) €4 R eG4 4 R A
V) Z®—T1 Sk pH 8.59 8.58 8.58 8. 60
PATR (%) 100. 0 100. 1 100. 1 100. 0
Ax i) I 64 7 A A A
7 4 — L ®D Bk pH 8.35 8. 34 8. 32 8. 34
FRATER (%) 100.0 100. 8 101.0 100. 1

-11-
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8. HFILDEELEIL (MEILEMEIL)
AERHT, AAF LA 2B A LTz & 2 ORAOMELFNRZENZRBR LIZbOTH Y | hAlopmER
{LFRIZE E IR L TR0,
Bl G BR 21T o 7o 3EH O HITIIARA & FEER R 23K 6 5 5 DT, ikl & OPFHIZ DN TITA 3K
RO CELEHERT D &

J5iE

ARA R HETHOmg 1 SA TIVERAEREZ 1 T AT 1AL TILOEETRA L, 8|E, =
WNEOE N TREFFNICAHAEL. pH T NCIRIE 7 o~ T 74— L VKR AT 2= h A U F U UL DF
FRERT LTz, FEEHEANTOWT, 1 EJE Lz,

. PRAFIEIE (FRRRE)
— AN g =N ZRE H
e fid A %A 4 K BRI H TRy I 3 5 )
S8 HiE w0 | ARV | ARSIV | ARSVR | ABS VIR
. HNTFa—)
= SR o o
EY N BRI S.5% ol ol 565 | padicEE-kn, ESTAD
o
BIEE® | 1000 st
= MV | WEEE | EEER | BERAEE | KEREEN
. . AAIU®| 1Img
7T RLFY 7 Ing /1, pH 8. 66 8. 66 8. 66 8. 66 8.65
BE W) 100. 0 100. 7 100. 8 100.5 100.9
= WoRtEH | MEREED | MEEED | BERaRY | HeReE
U ARY v
BT T T LEGEEEE | @A e 100mL | pH 7.15 7.13 7.11 7.09 7.07
Ny TG
BE W) 100. 0 99.8 100.0 100. 0 99. 6
JURF T LU ot = BREER | MRGER | BOREER | MoRGER | BOREER
N7 4 KRBV RFY | BEXZADU®
AL 7 ) s | B ({/ji\i) pH 7.13 7.12 7.12 7.10 7.14
N BIE W) 100. 0 99.5 99.9 100. 0 100. 0
LT I LU ot = WAREED | BOREED | MRaEN | MReEs | #ukeass
N7 4 R B RRY | BEXZAYL®
AR 7 ) s | B ({/}1\;) pH 7.23 7.23 7.23 7.22 7.21
N BE W) 100. 0 100. 1 100. 3 99. 7 100. 0
= MV | MEERH | EEEE | EAEE | EAEH
< 7V v 7 A | 20mg
7o+ 3R 3% 20mg ol pH 8.67 8. 66 8. 67 8. 66 8. 66
BE W) 100. 0 99.8 96.9 100. 3 100. 5
= MV | EEVER | EEEE | EOEE | EAEH
INET N 100
BV BB Y L | ®FEM /lgﬂg oH 8.75 8.75 8.75 8.75 8.73
100 mg
BE W) 100. 0 99.7 100.0 100. 7 100. 6

T D BRLCA A 1 2 PRI 20mL TR L, AR A b A SHHE T50mg 1 /31 7L LA,
7 2) L3840 18 2 TSR K 20mL TERAE L. AR A b A V#E 750mg 134 71 LiRA,
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—

Bl & S A4

o
i

BRI E

PRAFRFR] (HF(H)

BH AR RS 1 3 6 24
4% MV | EEVER | EEEE | EOEE | EAEH
W7 VEY o, BbE | 7V A
. 200mL | pH 8.28 8.24 8.21 8.20 8.15
HifkF LU v A ®jk i
BEW) 100. 0 99.7 98.3 99. 7 99.9
S8 MR | MR | M | EaEE | AR
E RrarvFyra| Ji-a—7 100
NI AT LT | 7 @ i A /I;Hg oH 8. 72 8. 69 8. 68 8. 66 8. 55
DRYVA 100mg
B O) 100.0 100. 2 99. 1 99. 4 100. 2
) 4% MV | MEVER | EEEE | EOEE | EAEH
FXHFAES Y 5 kv | 33m
BT AT L ! - : H 8.67 8. 69 8. 67 8. 68 8. 68
@;‘I TAT YT s ome | /L | P
B O) 100.0 99.6 98.8 100.0 100. 1
S8l MR | MR | M | D | A
s EHH = 7 | 100 ng
< . L
;;cig%# hALs F = v A4 | JIV |pH 8.27 8.20 8.14 8.11 8.06
®100 (13)
BE W) 100. 0 100. 1 99.4 99. 7 100. 1
S8l MR | MR | M | MEaED | ARl
. 10 mg
FTT7rEAX Yy MA | BTV
! JIV | pH 8.26 8.27 8.25 8.26 8.22
VB ®10 .
e (1 3)
B O) 100.0 100. 4 100. 6 101. 4 100.9
4% MV | MEVER | EEEE | EOEE | EAEH
sy | L7
ARYF R T A e HAL | pH 8.58 8.58 8.58 8. 58 8. 56
J5 HAZ/10mL /10
BEW) 100. 0 100. 1 100. 8 100. 4 100. 8
S8l MR | MR | M | EaEE | A
U N ®t
IREEKFZET N U T A ;g 4(/ § 20mL | pH 8.06 8.11 8.13 8.18 8. 20
. 0
BE W) 100. 0 99.8 99.8 100. 3 99. 7
4% MR | EER | EEEE | EOEE | EAEH
N T AT
7y U F Y N 0. 25¢
® ¥ 5 H 8.71 8. 69 8. 66 8. 64 8. 48
& Lok T L ALy P
B O) 100.0 100. 3 99.9 100. 2 99. 8
4% MR | EER | EEEE | EOEE | EAEH
Ty MY | ES 100 1
AN/ = < R IV B b/ ) BV /Wg pH 8.73 8.70 8. 68 8. 67 8.55
T N U T LKF ®S100
BE W) 100. 0 99.4 99.7 100. 0 100.5
S8l MR | MR | M | EaEE | e
FURwA U | Sy AU | 10ng
. ®10 Jlu pH 8.57 8.57 8.57 8.57 8.57
B O) 100.0 100. 37 99.9 101. 1 99. 4

EDEEIEA1E % 5% 7 NP EFHE 500mL (ZIEfEL . A hA U FE 750mg 1 34 TV LiRA,
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PRAFRFR] (HF(H])

— i Bl & S A4 BRI

o
i

BH AR RS 1 3 6 24

S8l e | MR | MV | MEETRET | Ay
T Z2a v | 500 mg

)R~ T

. ®EEHEM | /1V | pH 8. 20 8. 20 8.21 8. 20 8.19
TN,
7 b e 500mg (¥ 4)
BEW) 100. 0 100. 1 100. 1 100. 0 100. 2
) S8l OB | HEEN | AEaE | SaE | S
NI 5
INIR P A v 25%HE /zog . pH 7.78 7.78 7.77 7.78 7.76
5g/20mL "
BE W) 100. 0 100. 3 99.9 100.9 100. 3

S48l TSN | MBI | EEED | AR | EEED

HAH—®HF | 10mg

TrEFIL . H 8.63 8.63 8. 62 8. 62 8. 62
7ET 54 10mg /il | P
BEW) 100. 0 99.1 98.4 99.3 100. 2
) S8l MR | MR | M | EaEE | A
Y BT w7 A | 250 mg
Ty raei ST M| /v | pH 9. 49 9. 49 9. 49 9.49 9.48
250 (1% 5)
BE W) 100. 0 100. 6 100. 1 100. 8 100. 0
S8l MR | MR | M | D | AR
NN TV Y F® | 30mg
- NV 2 H 7.38 7.39 7.39 7.40 7.40
57w ¥ 30mg soonL | P
B O) 100.0 99. 8 99.7 100. 6 99.6
4% MV | EER | EEEE | EOEE | EAEH
. . J =N —
Jx /)N H— ) - 250mg
L ® EE H 8.83 8. 82 8. 82 8. 82 8. 80
FRU B 250j“ By P
B O) 100.0 99. 8 99.5 99.9 100. 4

S8 IR | MO | mEEN | MRy | EEEH

T 7 AYIVHERREK | =V ARLR | 30mg

o H 8.72 8.72 8.73 8.72 8.78
¥ e one | Jonl | D
FE1ER (%) 100. 0 100. 2 100. 4 100. 4 100. 1
N MOV | MO | MOV | MEEE | MEEH
. 5UH3L®
NZE TN ?;;O/ ¥ Sul. | pH 8.75 8.73 8.73 8.73 8. 74
0

AT () 100.0 100. 1 100. 4 100.0 100. 5

4% MR | EUE | EEEE | AR | EOEH
AR 7 LA | T RFE®

AUy AR | (FER) 5ml | pH 8.71 8.72 8.71 8.71 8.70
il 25mg
BE W) 100. 0 100. 2 100. 3 100. 4 100. 0

T 4) B35 1 2 VEAE K 1oL, CYAfR U | ZEBRLALHEIE 500mL CATBREL ., AR A b A L #E 750mg 1 /A 7 /0 LIRA,
1B BLAHEA 1B % 5% 7 B U BEESK 200nL (CEfF . A A S A U FE 750mg 131 7L LIRA,

2022 9 ABUEDHRGEA, RBMATRILARE 2022 429 A F CICIRTEHIE & 7o o 2 FANT—ER 1 DHIBR L7,
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10.

11.

12.

pH 2 #h7 R

0. lmol/L HC1 (A)

ei& pH XiE

sope | st | oo | e | R | AR

(A)10. OmL 6. 55 2.09 27 L

10ml, 8.64 (B) 10. OnL 11.35 2.71 A7 L
peida il i

A= ROV

B AK

(1) FEFRBELRS - B, NENRHRCRE - ARICET H1ER
A% L0

(2) a%
10l

AR S 5B HE

%S e

ZDih
PR YA

[1 /31T V] X2

Q) FHEE
ZHERR L

(4) BHROME
INAT IV BEH T R
Tk TTFIT A

L

L
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V. ARICEY SRE
1. BREXRITHR

OTAMAERRKE
O M FMNIITHIEET (RAIMEFE) B TANAREDFERINH
O7x= b UEEOB/EL TS TANAVBEICE TS5 —RNHGRERE

(fiFL)

1.

TANPAERBIRREIZIE, TWIAMER OIET WV AMEDOEE R H Y | TAALSNDRIK TiE Z
L ONABEBRELEEND, TAPABEBREORERE LT, NRTIE, RYE, e
BROBEOBERE, HICADAROEGBERE, M FREESENRH Y | WA TIE., FLTADARK
OFGEARR, FARFRCRIBE OB, MMl EREE, REMERE, (RBFRE, 71— L%
B 5,

FEAE L FAEORNTITETE A EE S 5 23, BIED—H D 5 BIZEEI~E ST 5 TALATIE
BRFEIRRBIT [CTADNAERRIREE] ICHECTIRRPMNETH D,

ISR AT R kR (B AMES) BRTIX, LIE LIS TADARIERAIE L, BEOTRICEK
R RIET e N DD, MOV FINCEGRIEE ORI R & U MBI ARAT T, BENE, X
PSS, MpAsiZE . JKEBESE, WP, MR T i, AP e, fERAh e, AMEhRIE . RIBEZE T A D>
NIRERB D,

— R 22U RIE DN LB 2 D56 L 13, BETREE . FINATHE TR D& 52 T RUVREH L
R (R, THIZe E) O7ORNEE L THIHLED L ORI HMG TERWVIRIEZR 8035
%.

2. PEXIIHRICEET HEE

5. ThEEXIISHRICEET 3R
T2z MM UEROBRES L TWDE TANVEFIZEIT 2 —R A RBRIEICHAW 255120,
T2 b U ORAREIZLZVREERa e — L ENTWAETANABRET, —HIc7 =
= b U OROBENRRAIREE R o T2 A ICORRETDHZ &y

(FE3n)

Tx= b U ORAFEETHRIENR T br— LSRN TWDLTANAVBEN, ROKLTE{lo
AT, BOWOBENATREIC RS TO—RARBOR, 7 == h SEENMET L
BRNE D ICARKNZ R T D 2 EPAMIC /D X9 ICRE LTz, 72k, ENTIE, 3 AfA#BA CEH
L7ofBRidzevy,  ( TV 4 FEROHEICEET 21EE) OHBH)
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3. AERUHE
(1) AERUVHAEOMEHR
W AT 2 5B BRI, BLFOMEAOCHEIC TR T 2 L,
(TADAERRRE)
HEHRE  mAT7 2= A4 M) U AL LT22 5mg/kg ZE RN G- 5, BGHE X
3mg/kg/ 57 X% 150mg/ 53 DWTNMENW T AR N2 &,
MEFFIE G R A7 == A > F FU DAL LT 5~T. 5mg/kg/ H % 1 [ 30U EN TEHARN % 5
T2, BEHEIT 1 mg/ke/4 XX 75mg/ 53 DOWNTNIMEN T HB 27202 &,
(RNAEFHREEREE FEEHIMEE) BROTADAREDFETIH)D
a5 R AT 2= A F R T AL LT 156~18mg/kg ZHFRNZE G325, & 5EEIT
Img/kg/ %3 1% 75mg/ 53 DT INAIMEN S R 72N 2 &y
HEFFBR G R A7 2= F A F R U AL LT 5~T7.5mg/kg/ B % 1 [0 T4 ENS TEARN & 5
T 5, BWGHEIX Ing/ke/45y XL T5mg/ 3 DWFAIMEN T B2 202 &,
(Fx= b UERBOBRSELTVSTAMAVBEICEIT5—HNEREELR)
RAZz=h T M) DALELTRAOZ7 2= DO 1 AEGED 1.5 {F&% 1 B 1 [FIX
I ENSCTHARNE ST 5, BGHEEIT 1 mg/ke/53 XX 75 mg/53 DWTNMMEWG %8 X 70
W2 &,
(2) RZERUVAROHRERER - Bl
AANOENEER B EGE (5 MR EEARRER U Xt B @INENE [EE 2 5%l 1)) (23S0
ALk L7,
O ThAhAERIRE
EIPNEE AR V248U T 22. bmg/kg DFIEIHE G- TR & O 2 iesd © & 72,
T A A TERRRIE K OVC A0 A EAEBF IR RE D B ARIBFRIE BN KT LTI sl 00 T F A & i) 5
DENDH D Z LN, MERIBEIRN P RE 2R T D0 ER D 508, FHEERENEHTED
Yty AR IRE O ERICK VmERE & 2o s opl & FEEROEWER ( AR5 ©
HBR) MR EINDZ b, BEHEZRE LT,
@ WA ST ERRIE S (BEEAMESE) R D T A D AU FEIE DS BLENH
ENSE ARG " L0, MIEHR T == A VIRETHEIEF L TER L, 15mg/kg KDY
18mg/kg D i F G- & TN T UL RS (SEEIMESE) R T AN AFIEDFEBIHEIA R
BRI, ZRMEPHER SN Z ENbRE LT,
@ 7x=h A ERAOLLG L TWVDE TANABEICEIT 5 — R 22U RE
Trx= MM UBRARGTRIENR 2 hr— LSRN TVDLTANABEN BORGTE o
TS EIE, M7 == A VREMET LARAWE S, IERAMIC 7 == b VB ET D03
WD, WA DR 2 Tl RO 7 == b VD 15 FREOAF ZHE L= & &R L
SUVDIMBEFR T = = M VENTRENTZZ ENORE LT,
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4. AERUVHAEICEET SEE

1. RZRUVAEICEAET I8

1.1 SRS L2356, DEIE, —@BPEO MR T, MR EIH S OB - MRS % =
TIENRHLOT, Hik- HEZETFTLHZ L, £, BHEOFLWEE, &ldE., OFREE.,
RS IEEEDOH 2 BFHEETIT, BEORGEELY b, KVBRICEET LR EEET
HZl, [9.1.1-4, 9.2, 9.3, 9.8.1, 11.1.7 ZH]

7.2 MERFEE X, IR G S 12~24 BRI BT TIT O 2 &, F7o. AAIERG L THRENIEE
LRV A. MO TANAEDRGZERE L, AR OBMFEEIZ LN &, MEEA LD
FEEENLIZBWTHRAT o= M T 2= M VOBBBAELH Z EIZL D | P IEREEE
Trx= MM URENERETLIBENLRD D,

1.3 Wi, MEFHEGRTCIE, ATREZRIRY M7 = = M VRBEARIE L, @EEG &2 5780
FOEET DI &, B, HERGRHCHBIEREN B LZEE T, P 7 ==~ 1 VR
FEOWEZIT & & blo, MERFRGHREORELZZRT L2 L, [12. B3]

1.4 BOEHENAREIC RS - EAIESCOIREO 7 2= b VRFNCYI W B2 D 2 &, ENTIE,
3 HR A2 CHH L7ofRBRA 20,

1.5 K (FAT7 2= T FITLELT) OFFEIZT == AT M) T LDKI 15T
H5,

1.6 7= U ERAFE L TWVDLTANABEICKIT 52—kl R MRBRIEICRIT D -HEIX, 7
= M URAEGREEFRCHEE T2 L,

(fifEa)

7.1 EHENETEL56, £, A CEIHEERZ AT L L O REE T, EEREEHORE
PR SND Z LD D, BHOEGHEDEST, b2\ Wl OFGEE LY b L0 ERICES
THVERDD Z EhbRiE LT,

7.2 MIEEE GG 12 BERIDINICHERMR 5- 21770 0 & P 7 == b VRERYIER G RO E— 2
2B CHERG LDV AINEELZ ENLRHE Lz, 2. KF YR 5%I1BINE
HLUIESGA, MEEA L OETMICB N TARA T 2= b T 2= M VOBBBAEL D Z
LK MHIERBAEM T 2= " VIREN ERAT2BZNRHH7-0, BINEGIETE RN
& ATk LT,

7.3 MH 7 == bAoA VREDOIREIRITHK 10~20u g/mL & STV D, HIEIE G PICARRIERGE DA
EFEEPRBDOONTGE, 7 == M COMPRENPERISEL TWDATREREZLND Z
b, M7 2= M VREOWEEIT O & & HIT, MR GEERGEO M RN E & B x|
ALk L 72,

7.4 KEINOHIEN T == A RUFNE) Y 2 5 Rl 2508l L7z,

7.5 RAZ7 == bAF MU UL (BEKY) OIHF&IT 406.24, 7=~ F b T LD EIT
274.25 T 5 (406. 24274, 25=1. 48),

7.6 WMERGICEIEEREWEAORBELZ BT 5 2 & KOBIELMEIT 2MH 7 = = b1 U RE
EHEFRFT OMENRH D Z LD EAOKEREEF L 1 ARG REECRIRNEE G325 2 L 250# L
7=
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5. ERERRUHR

(1) BERT—E2NnNyr—o
AR OEERRER & LT COIDIZiE, AATEML-F 1 AR E OEIFARR O 2 B0k GE
GEH ROSMNETEmENT 22 RBOMKE (BZEEE) BNEEND,

FHIEE | REBREE PO KR VA LTIE S
SEEFR} ESyiEs| (REBT YA )
PR | NPC-06-1 | HEERARA T 35 B1],720~37 % (EWNEE THREER (72 24— —K
HA BR)) - CEEKR. EEAG, BN GRER  JESR. EELL)
SR | NPC-06-2 | CAMAERIREE, TADARE ., AR R RS, SEIMERE 47
HA 511,/ 2~86 % (EIWNFIFHRER : FEE5H)
SEER | 982-01 Rk AN B 25 i, 19~35 %
PSS (e, BELL, HRERY)
SEER | 982-02 Rk A B 12 1, 20~31 %
PSS (M5, BIEL, 7o x4 — 1 — HEKE)
ZEZER | 982-03 Rk A B 28 il 18~44 7%
KIE GEERK. HE&EE)
SEEE | 982-06 BEEERE N B 22~40 7%
K[ GEsEm. EELL, HRERY)
SEEE | 982-07 TEEERR N B, B R OWFREBEE £ 4 6],24~68 5%
KIE GEERK. HE&EE)
SEER | 982-11 BEEERY N B 9 B, 20~31 7%
p s GEE#. EIEAL, 3 BV o XA —n— HEEKE)
SEER | 982-12 TR A B 19~35 & (“EHEMHR., EIEAL. 77 BRRR, 3 &
K 7 a A —,N—_ Hila] &)
SEER | 982-17 TR A B 18~23 & (“EHEMH., EEAL, 7T BRRMR, 3 &
K 7 a A —,N—_ Hila] &)
SEER | 982-18 TEEERR N S 20 f51],719~43 5% (EEAL, EHEEMR., 77 BRI,
K| Wi E A G, 4 B n A4 —3—)
SEEE | 982-20 fREER A B 12 B, 18~49 3%
KIE UE/EZ L, —HEMR, 3 B o4 —n— HEKE)
SEER | 982-24 fREER A B 12 f,/20~42 7%
KIE (EVEZ L, FEEM. 3 B u 24— n— HEERE)
SEEE | 982-27 BEEERE N B 21~42 %
KIE GEERK. HE&EE)
SEER | 982-05 TAMEBEE 43 51,/20~T73 %
KIE GEE#H)
ZEER | 982-10 TAMABRE 616,/20~61 5%
KIE GEE#H)
SEER | 982-13 TAMNAEE ., IMOVELEBE 25~63 %
K[ (CESWH, 77 BRI, WITEER)
SEEE | 982-14 I/ ELERE16~98 5%
KIE GEE#)
SEEE | 982-15 ISR 116 1, 15~89 %
PSS (CEEHR., BELL, WATRER)
HEEE | 982-16 TANAERIKRIERE 54 51],/5~T5 5%
p s GEEm., BhE )
SEEE | 982-21 TADAIEE 52 61,/16~T3 1%
K (C“EEMR., WATHEM, HR&S)
HEEE | 982-22 TAMNAETE/16~80 i
K|E GEgth, HEEE)
SEERE | 982-26 TADAERSE, MAEHERSE . CADAERREESE 112 #1],718~80 %
K (CEEMR. WATHEM, HR&RE)
Sk | 982-28 AR E . TANABRE, TANAERIREEERSE 115 6,/ Fid ki~
pEs| 16 %
GEEm)
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(2) BRERFEEHR
<EHENE 1 HRABR (NPC-06-1) ¥ >

HANBERERR N B 2 X 8

W2, 7= hAF MU U AESFKR 250 mg*! H DT, EOEENLH
(A9 D AHA] 375 mg®? & 30 M CHARMNICER G LT, B ES 42 7 0 A4 —N"—"HF§F

@%uiwkﬁfﬁbkoik FIE B TAHAN 563 mg™, 750 mg™t ZWIHE G- L, K 75 mg/

51 E COREHE

WX ABEtL e CiTo7e, 72= b A MU U AESNK 250 mg 2S5 LT-

12 BB &R % @r%# BB, 9H 2 FITEGRIE 10 SN GHIE, 1 Fllc#k b3
A ORIEMEMARVERIRE 238D 7=, —J7, AAI 375 mg 245 L7z 10 I Cix, 2D ORBITR
DHNIRD 0T, AAI563 mg HFE LTz 12 FITIE, SO, %9%@ﬁﬁlw\$ﬂ
750 mg ZAFE L7z 11 BT, 1 BNSIERENLOZ 9 FERN T NE R bz,

1
3

EE

iy

Trz=hrfF MY T AELT250mg H2: HARATZ7=z=brA 2 FT M) ALELLT37me
RAT 2= hr A FT RV TLAELTHE63mEg H4: AAT7 2=k F FY A E LT 750 mg

 AFIOEFE SN T AHELOCHEIZTRO®BY TH 5,

AERUVAR

W AT 2 5B B/ NI, BIFOMEAOCHEIC TR T 2 L,

(TADAERIRRE)

WA RATZ 2= A v F U AL LT22 5mg/kg ZElRINIR G5, HGEEIX
3mg/kg/ %y X% 160mg/ 5 DT HAMEN T B2 VW2 &y

MR AAT7 == A F MY DA E LT 5~7. bmg/kg/ H % 1 181335 HNZ THEHRN 3¢
595, BE5HEEIT Ing/ke/ %y X 7omg/ 53 DWTHIMENF B2 202 &

(RNEFHRXTEHEE GEHIMEF) RO TADAREDREZIH)

wEE s FRAZ7 2= hA v F U AL LT 15~18mg/kg Z RN G535, 53X
Img/kg/ 43 X 1% T5mg/ 53 DWFTNMENW T Z B2 /a2 Ly

HERFR G - ARAT7 == A F MY DA E LT 5~7. bmg/kg/ H % 1 181335 HNZ THEHRN 3¢
595, BE5HEEIT Ing/ke/ %y X 7omg/ 53 DWTHIMENF B2 2N &

(Zx= M UEROBSELTLEITALABEICE TR RERE)

RATZ 2= A F P TLELTRAZ == A0 1 AHREGEED 1.5 (&%, 1 A 1[4

AT EN CEIRNEE 532, B G EEI Img/ke/ 53 X% T5mg/ /3 DWT MR 5 % %
RN b

(3) FARRGERRRBR
DR L
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(4) HREERYRER
ARV RLEEICEAT SRR
< ThrAERRE (ENFEIAERER (NPC-06-2) V) >
TAMPAEFRRIRIESE DB 26 B2 tR12, IFER T T, AH) 18 X 22. 5 mg/kg % 3 mg/kg/%r (150
mg/ /3 &8 2 72V O E TEAIRN G- (Pl 5) L BERSEE12IE 1 B 1~2 8,56 XX 7. 5 mg/kg/
H % 1 mg/kg/45y DR CHEFFIR G LTz, #IEIESG AR 2 A GRi#%. PR G-A% 2 A -
TORMEM I UL 50 %LL_EDOFAERIELD 2 B T IEF OEI &1L, TNEH64.0 % (16/25 i)
MUr65.4 % (17/26 B) Tholo, FERENWEM (10%LL L) 1&, MEET 5 4 (19.2%) . IR, 7%
EPED E A 44 (15.4%) . IREPEABME 3 (11.5%) Th-o7z,

a5 BT 2 AAN B G-Ri1R T O T A AV SETEIRE AR
FEAERIE D

P N
ST Bt | mfenx [ EbE | mow | o | R
50%LL b | 50w -
T A A FEFRINEE 5 3(60. 0% | 1(20.0%) | 0(0.0%) 0(0. 0%) 1(20. 0%)
T AN AFEVEBRISIRRE 19* 8(42.1%) | 3(15.8%) | 1(5.3%) 3(15. 8%) 4(21. 1%)
my7z=rA v
TR A 2RI BT D 1 1(100.0%) | 0(0.0% | 0(0.0%) 0(0. 0%) 0(0. 0%)
VEDH HIRRE
ait 25* 12(48.0%) | 4(16.0%) | 1(4.0%) 3(12. 0%) 5(20. 0%)

* T ADPASEIESIERIED L BlIIHIE G B OFL-RiT% OFAERIED 081 TH o 72 720 SEFH BRI LT,

W 5-Hits 2 F [ TOTANATIERIE DR

FEAEREIER A y . N
xR bt | ek [mow | wmow | CT | R
50%LL 1 | 50w -

T AN A TEFIRRE 5 3(60.0%) | 1(20.0%) | 0(0.0%) 0(0. 0%) 1(20. 0%)

TADAFEVERFIREE 20 6(30.0%) | 6(30.0%) | 4(20.0%) | 2(10.0%) 2(10. 0%)
M7 == krA >

B A2 2oRIC B D 1 1(100. 0%) | 0(0.0%) 0(0. 0%) 0(0. 0%) 0(0. 0%)

VIO B 5 IRHE
ot 26 10(38.5%) | 7(26.9%) | 4(15.4%) 2(7.7%) 3(11. 5%)

<ANBF AN UL E RS (EEAMESE) B TADARIEORBLIMG] (ENF AR D) >

AL TR ST BTERSME O B 21 Bl a4, FEEM T T, AHI 16 3T 18 mg/kg % 1 mg/ke/5r
ORETEARNE S (FaE) U, RERGEIIE 1 A 1~2 B, 5 XX 7.5mg/kg/ H % 1 mg/kg/
5y DFEPE THEFFEE S LT, WIRIEGRIH% 7 BRENZR W T, 14/21 BlIZB W T GRI% & HI2TA
MAFIEITRRD BT 6/21 BITIEITANARIEOHEIUTEA BB O bivic, /-, 51T
A WETEDRRD BRI o T2 1 BFIZIBW T, KRR GEZIZTANARBIEORIN RO biviz, £
ZREWER (B%LA L) 1. MEMT 34F (15.0%) . FE. BB, ALT #N4% 2 1F (9.5%) Th-oiz,

(5) BFE - WEAER
(Tv. 5. (1) BRT =2y r—v ) OHESH)
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(6) AMHIEA

1) EAFRKAE (—REAFKAET. FECARKAE. EAMRKLRAT). RERTHRT—4
R—RRE. HERFTRBERBZRORNE

O ThAMAERIREZ SR & LI pRERE (& T)

HBr D H Y TANAERIREBICAFIZHEH LZBE B A EHEETF COLE
PE K& OV 2hitE & a9 5,

A Hh R forL e Al A 5 2

JiE AL 447 B (HASEBIE 400 FILL F)

PRI 2012 4E 4 A ~2015 43 A

TR H et BWER. ERRMAEEE 1)
Arote HEREEE (TAAERRENHER L, T, BIERERS
50%L B L7 b o) 21z, TR, B2, HERGE] O 3 X4 THF
i, TH%h) OREFILEELFHHEL L,

ER B AL R ek

(FFRAE T INEE S UT2 447 B2 PEREAT RS & SivTe, BIVEHIRSBUERIE 30 41
(6.7%) <, ERBIEMAIZ. MEEKT64H (1.3%), BTHEZDORI
3f (0.7%) Th-olz,
A hi
LERVERRAT REGIEF] (447 Bi) 226 B IMEREAT SR ERIMEF] 16 5] %
BRok U7z 431 BIDMRAT *F 52 & K=, HIE RRER 14 61 & BRok L 7= 5.
AFHAEIC BT D HEZRIL94.5% (394/417 f5]) Th o717,

@ IAVEFIl SRR S (BTAMES) BFD T A AFEIEDOFEBUMEN B4 26 HIplohtai A (] 1)

RERD HHY

PSR T SO R R b T (BRERAMER ) I D T AU AUV VR D S8 BLIIHINLE |
KA ] L7 BE BT D 8 T TOREME R A M 2 Rt
ERAR

A 5 A

Hh sREk ke £ 7 X

E IR

1,171 ) (BAZREFIE 1, 000 BILL L)

A

2012 424 A ~2015 43 A

TR IE H

et BWER., EERRA R 1

BE CHIEILE ORAIE GRNCRIELR L OBEIL, AAIE GBLE S
5 HETORNC 1 B S FIIENR -T2 b D, KFEERNCTIESH Y
Bra i, RAE RO TADATIEOBRE, T WILAMEUIIET VL
AEDR FEEEZZEB L7- & & FANZ LD PSRN EO LNZH D)
I, THEZ). ER), HIERRE] O3 KA THML, TR DEFIL
BrANEL L,

T2 7RG R
(P AR THY)

Ak

INEE STz 1, 171 B & 2 VEfRIT SR BRIMER] 1 & FRo L7 1, 170
BIDMET RIS & STz, RWERFSBUEGNL 34 ] (2.9%) T, ERRIE
FiE, igme R 12 61 (1.0%) . ALT 89005 61 (0.4%) Th iz,
A itk

LR MERENTRIGER] (1, 170 B1)) 235 A RNPERENT S SR IMER] 43 151
BRI U721, 127 BIDSERAT IS & Suiz, HIERRER 29 il & bRk L7
R ATEICBIT AE2)EIT 98.2% (1,078/1, 098 f5)) T -7,
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@7 == EBEAKRE LTV DL TANABEIZRBT 5 — R 2R ARIEIZ B9 % 6 AR

A (7))

Ao HBY Tx= b UEROFELGLTHD TANAVBREITEIT 5~ 7R
FIEZAT S T BB 2 RICAFN R L BF IR T HHHERT T
DL OENEZE BT D,

A 5= B godLfee i A 7 20

JEI A 45 51 (B AEAEFIE 50 BILL F)

AT 2012 4 4 H~2015 43 A

F2RFHIHEAE et RVER. BRI 13

BEhME CHIEIEEYE REIEGRI% O TADARIEORE, T Wil ANEX
WEFETVRNAMEDOR], FEEZZE L7z L & AFNC XL D TADAREENR
WO L=, T, ZBboRhol=bd) ZHIC, THZ), ), HiE
AEE] O3IXHTFHMIL, A% OIEGIEEZFHFEL LT,

ER B AL R ek

(FFEEE TR INEE Xz 45 RIS ENEMT S & Stz BIERRBUERIL 3 4
(6.7%) T, BIWEMIX, IR, )8R & O MBS 23 1 51T
BT,

Ak

LR VERRAT RESAEF] (45 1) 226 B ZEIMPEMEAT SERBRAMEF] 11 451 % B
U7 34 BIDSEMT RIS & STz, HIEARRER 4 Bl 2 BRI L2 S. A
IR T HELRIT 100% (30/30 ) ThHo7T-,

2) RBEHL L TREFPEDONEXIEER L-AE - HBROBE
A LR

D 2ot
MR L
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VI. ZEXEEICRIT HIEH

1. EBZRNICEEHSILEMRITELEMH
Trx= by, T )NV EX—)L AARTPEY, V=B IR, A7 a@Er Y va, U3
Ko, ZatEunR Y
EE  BEDH b AMOREUIRREFIL, BHORM XEESZRT DL L,

2. XBE{EH
(1) YERELL - EABE +oons 0w
VERIEAL « R S B 38 Bl ke
TERMER . RAT7 2= b T, RN TT A B VAR T 7 X —BIZ X OIEERH#Y (7 == 1)
IR ESND T RT v 7 Th b,
Tz b IV T R, Ty NEOR/NERITWVHABESSXUT 7Y — i A KE
I LTI E AV EERZ KIS 20D, RKEBT VAR L TEDONT — %%
ROMERR®HY | RREE T VLA OIREAM Z 58 < #1145,
F/2. 7= b UEMRIEEZZEL L. > F 7 RIZEIT B post—tetanic potentiation
(PTP) Z 92,
INHLDOZENG, 7= MM yOPUTWOILAMERIL, TWNABEZ EHISE5Z 21
EoTHbENLDTIEARL  RBIEESAD LD TANARKOOANRY ZHIET 52 &
WZEDbDLEEZHLNLTVD,
7= M VU RTEIRNE G S L BRI WILAIHIERNISRIB0 0% Ic e — 2 &
7Y ZOMEIE 15 RefiEEE L. R 2 IZA T 5,
(2) EMEENTTSHHRAE
1) RRXBEBIFVIAZ NESE) ISHT5RTLVAAER 2
MES YEIZH 1T 2 B FEIL CADAID 1 R O HE G TO~ T AR DT v b O EDs fli % FalllR
T RAT7 2= b VOIEMERTH L7 == h A 2D EDsp 1~ 7 AT 11. 0mg/kg, 7 > F T 26.0
mg/kg TH o7z,

MES JEIZB T P WIAER (w7 AKROYT v b)) (BROo#s)

~ A | 7 v b
EDso (mg/kg)  (he/IME—f KAH)
A==t N % 11.0 (7-20) 26.0 (6-36)
TN 13.0 (11-25) 8.0 (5-10)
VAV % a=T.:3 nll LRy AUN 220 (160-500) 450 (400-600)
T )N X —) 16. 5 (13-20) 5.5 (4-6)

(n=5~10)
~TA (19 ~ 25 g, #EME, 18 mA, 50 Hz, 0.2 s)
Z > b (100 ~ 140 g, MEME. 36 mA, 50 Hz, 0.63 s)
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2) Sy bk-FUFYITETFLIZETZRITVLDNAER W
{RHE 200~280 g @ Wistar {HEMET v F D RHZE~OEXHIH T VVHAET VT H7 ==k
A L DOFUT WVIVAAER Z TR R T, EXHIEZ 5% 5 1 AN 7 == A > T5mg/kg % &I
WG LIZE 24, AR TIREEEAT7IE5 2R LEOICH L, 7= b U HERHETIEA
a7 0.9 ERVAEBRTUTONAAMERANED b, iz, WA ARHGR . %584 R
HA B L,

Ty b e FUR)UTETNMICEBITDTOVNARBTREOEEEA T

HEE DIV A R BLIRBE
1 AEb, BEALS, BBz 885, BMEOBE LT WA
2 X0 ROAREOBEE WA L BEE ORI
3 il (i) ORI VWA
4 i (D) oM WA & E- TR
5 -4 OF_XTOIER, S HIIRNT U RERWVEIN, EBEFRRETVRAZRS

Ty b XU RYUTETFMIBITDL 7 2= b L OHUTOHAER (ERENERS)
HEE WA FREREE (7)) HBEES R (FD)
xFHR 5 52.7+5.3 55.6+7.0

Zx=hFAr | 0.9%0.6" 3.0+2. 2% 2.3+1.7*
(250 A BT, n=7, Y FEHERZE) . * o PIRBRICR L CTAHE (P<0.01, wilcoxon signed rank test)

3) RELRATFAY FASY FUBRITVLNAIIHT IRITVDRAER
b N CADABERREIEE L Bw R OSERERBET 5T v hREVATA Y FAT 2
MUBRITWVINAICHT D7 2= b A OHITOWHAERZ FRRIORT, 7 == A OIEEN
BHIZE Y T ARBERIS S e

WEVATA Y FAT 7 FUFRTONATET DT WRAER (F v b)) (BREARE)

. e L T 5%
n Mk 755 e No" klgartjjl—f}iﬁéompletes)
(mg/kg) (ug/mL) S
uccess success success
_ . 19. 4
Zx=kA> | 7 |100, 120, 150 (8.2-29. 5) 2/7 4/7 1/7
T x )L 64.3
2—) 3 60 (58.2-67.7) 0/3 1/3 2/3
0.04
o 3 2.5 (0. 038-0. 041) 2/3 1/3 0/3
YTENRA 0.137
3 5.0 (0. 091-0. 166) 0/3 2/3 1/3
e 0. 539
AU 6 2.5 (0. 1970, 795) 0/6 1/6 5/6
Vo it 4 | 0.2-1.5 mL 4/4 0/4 0/4

1) No success : Il EICR S A58V A1 7&’5514‘99@ RS AR A Bl L 72w
2) Partial success : M EICH 530558 A %A 7 3% & £F 5 SRIE PR AEO L2 B ]
3) Complete success : il FIZH AV DR NA 735 % £F 5 sRE AR IEO S22

(3) #5 FASETRBEM - RRERRD
SRR L
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VI. EMBREICEET SIEE

1. mPRECHT
(1) AEREADGOHRE
TADABERRIRIEIC T 2180 AR i 7 « = b A UHREET, EA O HFHET 10~20 1 g/mL
LRtfiEn T s,
(2) BREKBBRCTHEREIA-OPRE
1) BERABE
<[ENE 1 HHHER Y >
FEFER A 750 mg* % 25 mg/43 XUE 75 mg/4y DMEE CTHIRNE G L7z & & omiEhoRE
EARIRE (K1), 7= h URE (K2) ROERFHERT == b VRE (K3) ol (F
KRR ) . ROVENENOIRYENE T X —F % 3K 1R,
B HAAT == A F MY TLELTT750mg

1 AFH 750 mg Z#FARIER G- L 72 e O R IR L OHERS

. e

————— - 25mg/%
—a— 75mg/%

B T

)

£

oy

2 .

10 |- gl S S —— -

- ! LR 3

A\

Q

s ot

H 5 - 7. __________________________________________

0 &
0.0 1.0 20 3.0 4.0

5 FRa%ERE (hr)

2 AHN 750 mg ZFRIRNEE G LTCBR DR T = = b A IR DHER
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3 AN 750 mg ZHARNER G LIZRFOIERE AR Y = = A VIREOHER

F 1 AF 750 mg ARG LT-REOEWBHRE T X — X
N ~ Cmax AUCt tmax t1/2
SER IV e iR
SR BSEE 0w | e ®) )
75mg/ 4y 16115 |50.4%+4.9 | 0.1720.00 | 0.300.07
KR ne/ %7
25mg/ 4y 90*+15 | 56.1%6.3 | 0.53%0.07 |0.28=+0.04
B kg 75mg/%y | 13.7+3.5 | 283+33 | 0.33%+0.00 | 16.5+1.8
e - 25mg/%y | 11.8%1.2 | 290+=59 | 0.75+0.09 | 15.7+3.9
FEREAM 75mg/4y | 1.33+0.24 [19.8%=1.3 | 0.30%=0.08 | 16.4+2.2
Tr=hA 25mg/%y | 1.14+0.16 [19.9%+3.8 | 0.53+0.07 | 17.3%3.5
(¥ =R 22)

TEEE R A AH] 375 mg®! (10 4, FHIAE 64.5 kg) KON T7 == b A >F b U ¥ ATEFHEK
250 mg®? (10 4, PR 63.9ke) %, ZHZH 30 L) THARNIR G- L7 & & 03l
BB NT A — X 2 FK 21T,

Bl AR T 2= A F RV UALELT3Bmg #2: 7=k F ) TALELT20me
F2 ARHI3T5 mg LT == b4 2F MU U AERKE 250 mg% 30 4y CHEARN 5
L 72RO S ENRE R T A — X
N Cmax AUCL tmax t1/2
AR e R
FRURE | BEEA oD | uerhin | ) (h)
BT g AFl |5.97£0.70 | 10427 [0.82%+0.17 |12.6+2.9
e PHT 7.60+1.99 | 118+32 |0.45+0.11 |16.0+3.8
FEE AT A 0.46+0.08 [5.36+1.72 [0.77+0.16 |15.9£3.8
= N PHT 0.55+0.16 [6.93+2.45 [0.43+0.09 |17.7£5.5
PHT : 7= = kA 2 F VU 7 ATEHIE () = HE e 72)

2) BE
<[ P A A D >

7 == M U DA G N GEIRBIEEROEE (CTAnAERIREEE K OBEFIRER ST
AiniBFE) 26 B R OSIEMHI OB (MSMVEF Rl ie B K OBEIME R 21 BloFE 47 i
(2~86 %) ICAF Z RN G LT & EOMBEHR T = = b A VIREDOHER & 3B IE N T A
— X B TIORT, BIEGEOBEITIX, AAF 18 mg/kg XX 22.5 mg/kg % H53EE 3 mg/kg/
Sy THIEEES L, BAEMHI 0 BEIIE, AFI 16 mg/kg X% 18 mg/kg ZHE5HE 1 mg/ke/5y
MIEE G Ulc, mETR Y == bA R, FBIERRE L ORENH OWFoRGRICRE N T
b, BEBGZRESCHICE =7 I L, ZORAERRARY - OB EZ R LTz, PR R 7
== M UREEX, BIERELOREMHONTNOREEICIEN TS, HEBHIESCHICE
—ZIE L, ZOBECNITED U, HFG% 2 B LIBIE 13 L A L ORER] TE BRAME (0.4 1
g/ml) & Flal-> 7z,
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M3ER#ET = b1 >R EE (ug/mL)

mM¥Fch#E7 =1 B (ug/mL)

254 254
20
15
104
5_
sl LB | -
w309 ﬂﬁll'll! 28%M el 1] -uém #3090 1EEER 285 8% uém
=== RIEERHBme ke BlER A --ee@--- RED®I1Sme/ke BIERS &
—a— RfEER22.5me/kg —  R{EE1Eme/ke
AFNEFHIRNEG L& S OMETRT = = b A VBREOHER
MAFEFHR T = = b A DIEYEHRE/NT A — X
e RS FEAVEHNH
58 18 mg/kg | 22.5 mg/kg | 15 mg/kg 18 mg/kg
¥ HyE T 3 mg/kg/%y | 3 mg/kg/5y | 1 mg/kg/4y | 1 mg/ke/5y
i 13 13 10 11
Cax 11.5+ 17.9+ 11.9+ 13.9=+
(ug/mL) 3.0 3.9 3.1 3.4
AUC, 125. 4+ 223. 3+ 117.0+ 124. 4=+
(ug = h/mL) 40. 6 74.9 45.0 28.5
o 0.8+ 0.6+ 1.2+ 0.5+
(h) 0.7 0.5 1.2 0.1
tiy 22.9+ 23.7+ 22.0+ 29. 4+
(h) 21.4 19.2 14. 5° 15.0
=9, ¥y FEAE( =
MAFEFIRARAR T == b A OIYFE T A — X
e FEIEIRHE FEAVEHNH
55 18 mg/kg | 22.5 mg/kg 15 mg/kg 18 mg/kg
P 5 3 mg/kg/%y | 3 mg/kg/457 | 1 mg/kg/47 | 1 mg/kg/%y
Bl %k 13 13 10 11
Crax 50. 8+ 75. 0+ 36. 3+ 40. 3=+
(u g/mL) 25.2 34, 4 15.2 23.9
AUC, 16.9+ 32.9+ 15. 7+ 18.2+
(ug = h/mL) 11.5 20.5 7.5 11.7
o 0.27+ 0.31+ 0. 44+ 0. 48+
(h) 0.06 0.03 0.07 0.08
tiy 0.21+ 0.30+ 0.18+ 0.20+
(h) 0.09° 0.19° 0. 05° 0. 06¢

=9, n=12, °n=

8, ‘=9, ¥+ EUE(FE

AHNBE54% 2 BERHISREDHTIEIC L 2 M 7 == A VIRERIEZATHORN I &,
(TVIL. 9. FRIRBR AR RIS MIE T DHSM)
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3) BXLHAE. FELXOEE
<HMENZF T B AR 10 >
FERERR N . FAEZE 0O A M ONIOE T 23 B2 AR 2B A 4 B (R THM) 12, AHA 375
mg® % 12.5 mg//y O GHE THARNIE S L <, MIETREARA 7 == b v EOMEFHR T ==
N OIEYENREE R LTz, SPENRE ST A —F Z LU TFIORT, MEFR T == h A VRED
HERE TIE, G tie KOV AUC IXIZIERBE TH o723, ZHHDRBTIE toae O TFIIMEILRERE
AN DRIHr T o T,

HETHRRAR AT 2= b A 2D Cuaxe AUC 1T, fERERA > B EEFE > ITREEE DIHIZKE o
Too MBEFHRRTZ 2= "4 DI VT 70 ZAOFEMEI, @R AICE LT, FRERE TIX
K21 5, BREBETIINLG [FTholc, MEREBEBETIE P EN>T2, T DBRE

CBWTTMBEF R AT = = b COEAERMEENEM L T, Y%AV 58K
O L 0 b @ 58 K O 508 TR B IR REBRF AR 2B 5T 5 L &K
AT 2= b AV DIFRIEHIRFEE DT DICIIETRARA T 2= A U OEAIBERNEHIZ
REL 2D EBEZOLND, ZNOOBRFICRIT HMIFEPIFEERE T = = b HRE X, miEhIE
FEAMARAT 2= b VIREICHAI L TR 2D EB 2D, 2D DOEEDERKRAIZERD
oL BERIFTNEINIARATH LD, FREXTIBEREDRE, HOWIKRT LTIV
IfIE 2 A3 5 BE R U CARANZ IR ST 2 5813, ARV G &b 2 3 5 ©
RN T2 2 ERRETHDH EEZBND,

# A AT == A F MY TLELT375mg

EFR 7 = = M L OIRYFNRE N T A —H

e [EE PN RS R ENGES
58 375 mg 375 mg 375 mg
e Gl 12.5 mg/4%y | 12.5 mg/%y | 12.5 mg/%y
Bl%x 4 4 4
Conax 4,20+ 4.41+ 4.59+
(p g/mL) 0. 62 1.33 1.20°
Lo 1.38+ 0.71% 0.79+
(h) 0.51 0.22 0.39°
tiye 21.3+ 26. 5+ 17.6+
(h) 4.8 11.2 5.0
AUC, 62. 2+ 50. 4+ 59. 9+

(pg+h/mL) 9.4 11.1 17.4
AUCeo 112. 1=+ 104. 7+ 97.4+

(ug*h/mL) 26. 6 27.2 40.9

=3, Ty e
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MAEFRAR R T = = b A  OFEYERE AT A — 5

R BIE R fEFERR A R | BB
58 375 mg 375 mg 375 mg
e Gl g 12.5 mg/4y | 12.5 mg/%y | 12.5 mg/4y
%R 4 4 4
Conax 43. 4+ 25.9+ 35. 6+
(p g/mL) 8.9 10.5 13.2°
L 0.53+ 0.48+ 0.50+
(h) 0. 02 0.10 0. 00
tiye 0.16+ 0.07+ 0.14+
(h) 0.05 0.03 0.07
AUC, 25. 5+ 12.9+ 17.8+
(pg+h/mL) 6.2 5.7 8.0
AUCeo 25.5+ 13.0+ 17.9+
(ug=*h/mL) 6.2 5.7 7.9
CL 13.7+ 29.3+ 21.3+
(L/h) 3.7 11.7 8.4
vd 2.97+ 2.80+ 4,04+
(L) 0.43 0.57 1.50
n=3, WHJ R =
MAEFRRRA T == M VOB AERKER
KSR R TR IR | BAelhs
BhH 5 375 mg 375 mg 375 mg
P& G 12.5 mg/%y | 12.5 mg/%y | 12.5 mg/%y
Bl%x 3 3 3
EHIEMEHE 4.97+ 6.84+ 12. 06+
(%) 0.47 0.24 3. 37%
7L 4.6+ 2.9+ 3.4+
(g/dL) 0.3 0. 7% 0. 7%
JIiINEEE S A/ 7.0%+ 7.5+ 6.4+
(g/dL) 0.5 0.6 0.7

% : p<0.05 vs fEREALA

9.2 BHEEEEEA
BRI E O H D BEF AR L LA R O RS 2R & UKL E N L T
W, MHIHEREAEMT == M VREN LR T B8RS S, [7.1, 8.3, 11.1.7, 11.1.12,
16.6.1 &[]

9.3 HFHeEEEEA
JFHERERE E D b 2 BE 2 XI5 & Lo AR VL2 A0 & U7 BRI I L Tz
W, FFEEOHEL, 72, MPEHEEH T o= b VBEN ERTLIBEAND 5, (7.1,
8.3, 11.1.5, 11.1.7, 16.6.1 B]
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(3) hiEsE
AREIZML AR 7 == b A PREMN 20 u g/mL Biifg CTH SV, EENRIL 30 1 g/mL T, FEHERIX
40pg/mL THHNDESHTWDEN, FERIERIIERICL Y RE<BERHY, LVEEETYH
ARIRCHEEN T, HEREIEE . RS OMBIERNHIHRT 52 03B 5,

13. BERE

13.1 fER
AFN 2 B 5 LT SEGI T2 D e, IRAR, BHR, B REH, ELO, WEek, HOG, WER,
SR, IRAR, DARA, O IE R, eih, KLU AMUE, REHET & R—3 X
WUEDRHMEINTND, o, 7= M UEil&RE LIES T, ERROFRITMZ
T, MEEEE, IRMFE, R, REORRITE, SEEE, BRRE, MPREE, 0
FOIMHDHME I TN D,

13.2 @
Fe RARHEANT DTV, E72, 7= M IMEE A L BEITIEHA LT
WOT, BEIEOAIL, MIEEN T XML EZET 52 L,

4) BE - 6tAEORE
<SHMENZ I B ERR B 1D >
fEEERE N 9 4 (CEXHAE 77. 2kg) ZRRICYTE/RL 10 mg & 5 4 CTHARNE 5 L7 10 512
AH 1,125 mg® &Rl —OBEIZREE LBl % O AT —T it 15 53 CEIRINEE G- L7 g, g
T 2= b A D Cpay KOVAUC IR, T BN LIEORHIE & i L TENEN 7. 8% KO 1. 8% L
Too =07, MEEF T B/RAD Coax 13, AAPEGFHIEE & Ll LT 10%784 L, AUC, 13 16%H4m L
77
#:AAT7z=hA2F MU TLLLTL, 125 mg
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2. RMEERB/INS A —4
(1) BiAx
J Ay N— KAV NETAATICE D B LT,
(2) AR ER
MLy (RANTFHERAICH D)
(3) HEKEETEH
MR L
4 2Y752R Y

MIFFR T == F A >
A AN
2~ 45 (n=10) 0.7+0.5
5~115% (n=15) 1.2+0.6
12~165% (n= 7) 1.3%+1.0
17~645% (n=13) 1.4%+0.9
65~ (n=1) 1.0
15~22.5 mg/kg I[A15% 5, ) £ P U 2
(5) HHEE\ "
MmAEHR 7 == hA >
A TSE /N (ER
by (B3) vd/Wt (L/ke)
2~ 45 (n=10) 1.2+0.17
5~115 (n=15) 1.1+0.27
12~163% (n=7) 1.0+0.19
17~647% (n=13) 0.9+0.33
65m~ (n=1) 0.8
156~22.5 mg/kg #I[EI#% 5-KF, W iR A
(6) ot
PA- L S

3. B&KH (REaL—1av) @F"»
(1) @Ak
VI 3. (2) /\T A —ZZEEER] B
(2) RSA—SEBHER
AARAD DA HATZE T FHRER D~ 33 ] (BeBRE R 24 1) RO IAHRER 47 Flo AT 7 = =
A VRET—% (923 K14 F) 2T, RAZ = b Vb7 2= b U ~OEBEZEL
fo 2= = h AL NETVCHES & RHEFSEY B REAENT 21T\ S B AE O B R A Rt LT,
g UCH R, MR REARF LR, TR 7 == b v O0MmAERE V2, V3) &2V
TR, REEEBEIIEEOH DL Z N ENE T,
[(BKETLDRT A —4]
CL(L/hr) = 1.61X ({KE (kg) /60)*°* (CV:44. 0%)
V2(L) = 20.8X ({KE (kg) /60) (CV:40.1%)
V3(L) = 26.0X ({KEE (kg) /60) ™ (CV:20. 7%)
TEARINZEE) © MRS CV 3. 8%, AfaxfizE 0.317 (ug/mL)
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5.

MR

ALy (RANTFENRAITH D)

(M

(2)

)

(4)

)

(6)

ki

I % — xR FSEBE

o7 = bA 3% 1 B 150~700mg AR L TV D TAMASEERE 10 FlOMIEEIEZfH L,
M T = = R A REEDSIE SHLTc, EORR, WMN T == b A VIRE L MIETRT == h A iR
FE L TR RAEE (P<0.01) ZaR L, M (ug/g) /MfE (ng/mL) OrIX, 5 0.75 (0.30~1.1)
ThoT,

% — R AR RAPS @t =

BO7xz=hA %1 H200mg IRALTWDTANADORE XY HAE LT3 BlOFAR O
i & BRI & DEi, 0.97+0.04 (CEHEFERERSE) Tho T,

it~

BOZ7x= b VEEBRA LTI LETANABE I FIOMEFT 7 == b A PREN 4.5+1.4
pg/mL CE¥)EFEREfRE) 126 L CREFLF CIX 0.8£0.3 pg/mL (MiEHF D 18.1%) THh-o7z,
0BT »

BO7xz= b VHEERH L TOD TADABREOBERN T = = b VIR ITMIEHRIEE & &
WHHBIAYZRD Bv, BRIRPNIRES L, MIEFREICH LT 1022% CEHAEERZ) Thol,

Z oo BE~OBITHE »

BA7 2= h VEEZRHA L TWDTANAVEEOHERNY = = M VREZXLETHRY ==k
A YREE L EOVFEBE A R, MIE P IREICKT LT 11+£3% (¥ EIERERZE) ThoT,

mFEEAHEEE Y

NN MigEH > == kA
iy (8 BEROE (%)
2~ 4i% (n=10) 86.3+3.0
5~115% (n=15) 87.7%+2.0
12~165% (n= 8) 85.7+2.2
17~645% (n=12) 88.1+2.3
655~ (0= 1) 88. 4

156~22.5 mg/kg MR GHET 10 73tk VI £ AR YR 22
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6. K&

(1) KEMELRUREERE 22
RAT == b %, MEKROHBETOT AT Y ARAT 7 2 —BIZ L) 5% 2 RPN 7 = =
M AT ERITEREIND, ZORE, FVLT AT E RN UBERREAEL, RV LT LT
NI T BRI TR T 5,
RAT == M OMBEF OIS TH L, 7= b E FTEELLTT7==VED
NP AKER{Y, X 31725- (4’ ~hydroxyphenyl) -5-phenylhydantoin (p-HPPH) & #® 7 /v 7 o L 4
ARIC#H SN D,

(2) REICEAET HE%K (CYP %) 0HFE, F5F %

Tx= M A%, EE L TOYP209 ICX VR EZT, —H CYP2C19 IC X » TH BN D,
(3) VEEBAHROERRVZOEE

M EE R L
(4) KREYOFEOFREVEEL, FHELE

RMEE R L
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1. BEitt

(M

(2)

)

10

11

el AR R UNHE R

<SHMENZ I B EER R 20 >

F & LT5-(4" -hydroxyphenyl)-5-phenylhydantoin (p~HPPH) K ONED 77 o U EEIEIRE L
RAZHRE S D,

Pt 2

<SHMENZF T B EER B 20 >

BERERL AT 600~1800 mgZ 18. 75~225 mg/ 7y DGR E OHIPA THARNE G- L7z L &, 7 == A
e LTRPICH S - 8L, HEEEIITERFEE T, WThokbRE L bG8 2%Ki T
&okoﬁmm@wﬁgi\&5g®¥ﬁM%f%@\%5i\EQ@EKWﬁLﬁ#okOﬁ
A7 == b ORBARIE, RPICHEE S8 o T,

Bt

RME R L

S U RR—42 —ICEAT H1EH#
MR L

BRNEICKIREE

RAT = A %, MR O OT VA VAR T 7 2 —RIZE 0 Feh% 2 BLINIC 7 = =

b NTIRIERRICEHREND, AR A OMEEFTORITH 156 5 THD, LoT, 7

== M U OBNEE TORERE TREIIRT,

NERZEHT « SRR 1 FNCHERRIK 1, 500mL & IEMENITHY 60 /3P L, & 10,000ml % 1 7 —/L
&L, FH4lEl, #EF 43 e o7z o THEBEEMT 2 /1T L7z, £ OREE. BRAAHT O ML ik
JE 30. 8 g/mL A3BHAA 21 REI#2IC 7.3 pg/mL, 23 WFEIFRIZ 3. 5 ug/ml &7e o722

BT : BHEBEARBE AT —T 7 A N—TE AT T AP —% FHOEEEHTRERIF 5 RE[E 1T
STz, BITHTR TORDFRITZ 214 (S.D.) %ThH-o72%

BB MR T - AR REREIC 4 R OIEMER MIKER 21T 72 & 2 A BlLARTO i H i

39.3ug/mL 2%, 23.2pg/mL &g o7tz

REDEREZFIHBE
VIL1. (2) .3) BARRE, WHEDOEE] 22MT 52 L,

Z0ft
DR L
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. &£t (EFRLOFESF) Y 5EE

ERBEFNOEA
EIN TN

TLOg

2. EBRRBEZDER

2ER (ROBHEICEBELENIL)

2.1 RENOI T e & b A VSR LEWIT T ULilBUE O B

2.2 FPERRAR. & ORISR EEE O H 5 8E [11.1.7 2]

2.3 227740 @MEEZEIGE T 2HE) . vV T2y, TR, FIVTLE
Ny FhTvan TATATN e VAT 7 N XA FENL s aby A&y b RIE
Vo, WIY Ry, UAERY v AT aF Y =0 AiiigE, 3727V A IV 7
AP—=)b, =< L ENL U MFEAL, UALERED T RENL TIFTT72FIRK-x
ANV UHEEY, BT I N - AN EEY T HREN TTT72FI R, mE
TTTEN ALV RSy e AR UH BT AREN TT TS IR AT ENL
AEVAXy R AN VA EL T REN TT T2 IR, VEATENL - YLK

AN, YRATENL, LIRAEI « YIRATENL, RATTZTIEL - JLEEY v, IR
TITIEN, LFANREALT N U AEREGHROEE [10.1 ]

(fifa)

AEE, ERNZ7 == U MY ULAEFIKR TR STV D BENLEINDS LT, 7==h

A F b YU LNEFHR QWA SCE L RAIE ot E L,

2.1 WBUEDOFKBUIEK NI T 27 LA —INC KV RIET 5 L EFZ BTV D, BHUE DR
FED & 2 BE~DRRFEA OB GI1E, IV RVIBBUEZOER T bbb b Tnd 2
LB RLHE LT,

2.2 AEFROIICFEE#H SN TV D K ICARAERGIC L D MfZIE G S Tns 2 b, 7=
A 2 DR TEICEDE T, IMRIR. & EORBIZEREE O H 5 BFITITRE Ligndk 5 T4k
=] ICRE LT,

2.3 ENTIREENTWARARYTAT T —F « A 75 (PDES) [EHORIIZKOEY TH 5,
(Rl—=DHEDF T D 22536 ZIEEUTRIRDENT LY B o T2 li7e 4 THEES TN D,)

B7es (B - &8ITEm)
—{x4 EITAN) i RES - PN RIS AR AR RIEIZ AR D
W A A A RIS HE R e
BT T 4 T RIovh TR FILTF 4T
YIVTFT 4V L RF AT TT —
PN)VTF T 4 v — LE R —

5@ PDES FHERNL, FICHEMAHBESE CYP3IM TREENDD, 7==F A, 7=/ N
NEZ — VL CYP3A ZFFE 5 2 &b, PEHTIZ 24U S PDES PHEAID, iR 3K
TTa2BEnnH 5,

PDES PHERI DKM LEOMHEH EOREER#ICHDOE, 7=V 7=/ L EX —LE
ARANOWA SCEIBNE (4477 40 (W@EIEEZ @GS T84 7 Fyrh® ) i
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B3 2Rl 2 28 2C, TSN PDES FEHA] T4 45 7 ¢ v (Bhld R4, BiNZARIERIE 2 4E D
PEREEZEICETHE VT VRS, FAT 4T, VAT F T4, NATF T 4V &
FHEEOHIZ, ZEhitd L,

AEIEVAEEY Y (V2T N® abT L IR, v~V T H Y (A7 AI v RP)
U LGS, ABIOEMEREH THD 7 == b1 O EMAEHEESE (CYP3A4) FHEIZ X
D ZNSOEKORFMEHE S, MARENMETT 5208852 bR ii# L,
Fo, KAIE VBRATENL (VLT 4O A= R=—CAEE) 0 LS E. ARIOENME
R THL7 2= b LV OPHEEAFEICLY VAR T ELOMRBAELE ZFu, (AR e
BTFTA52E08HAHT ENOLERIZRHE LT,

3. MERIHMRICEET HEE L ZTOER
(V. 2. EESIHRICHEHET 21EE) 22RT52 &,

4. RERUVAEICEEY 5IE L ZDEB
V. 4. HEROHERICHEHET 2EE)] 220752 &,

5. BEELERMIE L TOER

8. EELEXRMIE

8.1 T LTI, LEX, MIE, FRIEEEZED AL XA v OE=F ) v T hFET DR L,
HEICEEOREBZBIRT L 2L, Fio, EMbEE, mMEET, oMb, FlkEER S 5bh
eI, BEHICETRAEEZITY 2 &, [11.1.7 ZH]

8.2 HAHICH T H G ROV LEGOPIRIZEY | TANAERIRER S bbbl d
ZERHLZOT BEEFILT2HAIT RAICHET 27 SEEIZIT) 2L, [9.1.1,9.8.2
Z ]

8.3 HHT A LA ITIX, EHIAICH - BHERE, MIERAEZIT> Z & E L, [9.1.4, 9. 1.5,
9.2, 9.3, 11.1.4, 11.1.5, 11.1.12 BH]

8.4 AHI G OB ITITABEOEIRR EARA M O BB OBIEICEFIERVWEOEET D
ol R, EES - ) - FOFEBRRIEOR TR Z LR D D,

8.5 BEMIELHIT, INEMHNHLDONDZ EBHY, Fii L7 == b » OIMFRE EH &0
BRI S TWAH DT, /AMMAER (IR, MEEREE, EBRRE) (R L. EMrICHK
Hx2ITH &, [11.1.10 ZH]

8.1 FFE/RIEER - MPRFEE ORIEM OFH 2 BT 272012, HEIZEEL TIANS 2 YA v DE=
SV EFERT DL, HRICEEOREBELBET LI LPMLETHL I EhbiEML, &
WEE . MR, LEfl, FPREER D b GE, EHIC AL, BRERA, FEH
OTERAE 72 SR LEZAT O MEN D D Z E bR LT,

-37-



8.2 WP OH TANAAZBIIIHED D VIEITIET D & ARDFEIEL Y & BITIRVFEIENE Z

U\

LIEZLETAPAEBIRER S bbILD Z N5,

TAPAERIRIEIX, TADAFEEITIT O AREN A0 UL EE L 20 | U~ D%
TEIFE < &b BRI Tl KE T 27 & W OLE THRE, MERIEEREE 7 &
DHEERBHIEREZ TR L, EMOBRIZS O EINDZ DD, LEeRoT, e+ 25546
IR 2 IHET 22 CEBITITOLERH D 2 L bRtsl L7,

8.3 EAT DA ICIE, EMMN TG A (AST(GOT), ALT(GPT), v -GTP %5), BHfEmA (BUN,
Mg 27 L7 F=2%), mighd GRek, Amek, @) 2FEEL., +oRBlgob L
AHN W HETHZENLBE LW LbRLH LT,

8.4 —fRIZ. HUTADAKNIHHARRINHIER, EIEREMEIER S 263 570, IR&, HEE -
) - KAHEBNESIEFEDIR TR H b ENHDH T ENbRLHE LT,

8.5 RHIBGHI T/ MMEEMNHLDONDZ ENHDHZ bR LT,

6. REDERZHYABHICEHTIIE
(1) AHHE - BEEEOHHEE

9.1.1

9.1.2

9.1.3

9.1.4

9.1.5

9.1.6

9.1.7

9.1 SOHE - IEEFOHIBE

EHE
HAPICRBT AR EGEEOAMRBV W LEGOHRIEIZEY, TADLAERBRERSL LD
NHZENDDH, Fi-, OMfEl, FERERSEZ DTV, [7.1, 8.2, 11.1.7 BH]

EmMEDHZEE

DME IR, PR IE2SE 2 0 g, [7.01, 11 1.7 B ]
DERBDHLEE

DME IR, PR IEZSE Z 0 3w, [7.01, 11 1.7 B ]
E7LISvEDORE

MHFEREET 7 == b VREN EHT 2820 R3H 5, [7.1, 8.3, 11. 1.7 ]
mEREEOHLHEE

MEEENENT HBENNH D, [8.3, 11.1.4 ZH]
FRRMEEETEDBSE

SN TR N e A STy A W/AY SR
EREOBE

2 TUBERIFOBE T, BIFEEZEZ LIzt OHRENRD B,

(FE)

ENT7 == AT U U AEFHE O CEE IS, RANOUSNRA SCENS HRILE, (K7 V7
IVIMFEDERE | ~OEE A BNEE LT,

9.1.1 |

9.1.2, 9. 1.3 DMEILICIFFEGHENE G L TVWb EZx6nTEY, 7. ELOHAEICE
BT HER 7.1) 12, HGEEOETROEFHOEF LWEE, @nd. LR
B HEEIBEEOD 2 BESTIE, BRORGEELD b, X VER
WG T 570 PORENRLETHD Z L E2E LT,
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9. 1.4 R - PREIBEFIC L MAFEREAE Y = = A VREN LR T2 REERZ 2 OND 2 &
MR LTz,

9.1.5 7 == hA U HETMEFHEENRE SN TWD DT, MEHEEDH 5 BEICHRET 554120,
EWENC LA GRifLEk, AfEk, /M) 2175 R EEBEICRETOIXLERH D Z &0
DRk L7z,

9.1.6 7==hA  HFEICLVHRRIBILELTHEY A Xy (Fuk v, T4) KR 33—
Rffm=r (FUVa—RFr=" 13) OMETIRENEELZITLZENHLZ LN
#HLT,

9.1.7 A4 > AV U IKAFRIBERIFIGR T OBEIC 7 2= b V20T 5 L Bl b2 B L0 | HE
RIGBUSNDIEEFE~D T = = b U EEBICLVEMERH LN Z LN HY | k= hr—
VBB IR PEIRIR O BE T, FHOEBETHAINERH DL Z bt L,

(2) BHtREEERE

9.2 ERmEEESE
BRREREEDOH D BEFE LR E LI AIMER O R 22 IRE L U BRRBII M L T
W MFFEREAE T = = b VREN AT 2B ENNH D, [7.1, 8.3, 11.1.7, 11.1.12,
16.6. 1 ZHf]

(fifL)
T ERREMEE B T, UIIEE - PR IEFIC L D PR AT T = = Mo IRED BT D IR
FEZAbNDZ Enbit# LT,

() FieEEERE

9.3 FFitREEEBE
PR ERR R D do D B G & Lo AR O A $8IT & U7 BRARERBR I3 320 L T
W IFREEOBAL, £7o, MAHREEI T = = b VIREN AT BTN H D, [7.1, 8.3,
11 1.5, 11. 1.7, 16.6.1 2]

(fiFL)
IR RERRE 8 I, IR - PRlEEIC L PRGN 7 = = b A RN LA-3 2 WREMED
BERONDZ ENbRIHE LT,

4) &EREge=HT HE
BRE STV
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(5) W&
9.5 1Eh&
9.5.1 1 XUTAEHR LT D alREMED & 5 et id, IRIR EOFRNE (FHMAD TAm A FEVERER
ZRHE . RIR AR BRREN BT D) NutEs ERS LR SN DGR 0R 5T 5
P
(1) ERFIC7 == M rabshlzEZofic, AR, nEX LaWELAT 5
IR 2 HPE LB & OEFHITRERE NS 5,
(2) EF D7 == M FEHIZE Y, WIS (PREFEMAES) NAabhi L oW
DB D,
3) HRF D7 ==~ UEEIZLY, FrAERICHIEN RS Hbivd 2 ERnd 5,
(4) A¥EZ v N OLZERID HARRMM TG LA, BRIE O &R OV 8 R 55
BinHhoivlc, £, BHEMORG TIE, REMWIZ S HROEE, BEEDRTAZL
Yo, ARV IERES T B O M ) 28 2 D ATz,
(5) HRMMTIC 7 == " Vv EEEINTZT v FOFAERICE O TIE, 1TEIREOIIH],
H R ET OIS 2 D, R EERES), K oMl EOWME N H 5,
9.5.2 MLRAICRT AT AKN A H LT 295G 12T, ATRERIR Y Bl 592 Z ENEE LUy,
(1) AR OPTTADAA] FRZTV I RY) EPFHL T == b VG SRR
HREC, HEEETDIRAZMELIZFIN T == b A VHMEEGRE L L TE W ED
EPRRARE DR H D,
2) HIRF DT == A UFEEIZLY, MPERKTNELDEDOREDRD D,

(fig#h)
EG~OERIL, 7= " 2B THIZ 0, HRN 7 == M »F MU o AESK & AR
#O)gaﬁ & L/f:o

9.5.1 7== M VZITEFTEHER L2 ENH ENT == M o b Y U AR & JRRIR —F
HIZ L7 BT, b B TOREZHMECKRTD L LB, B M BIDIETRD N T
WHEREZTH L, EIC, EEIMICRENT T == b A OFVENBEIRT 5 ATHEMED IR &
NTWHZEemb, ZNbOEHR (EAEMORE TIL, BRI oihoBRIE, BFEREOK IR
FBAL, FE VI DR TE O BN ) 23 A & A7 9353030, 36.50) - 2SR T,

9.5.2 N7 == A F MU U LEFHRTIX, MUOTLTAPARGEFZT Y I F) EPFH LIz &
E OARROHPEICET 252 He . ERT oM PFERIK T AiifishTns 2 b, &
AT H [RIBRIZ LR L7z,
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(6) #RELWw

9.6 Z3LI%
BILLAWVWZENLEELWY, B2 Ty PERTTRITBWT, LWHT~BITT25Z L0

wiEIhTW3,

(fifa)
AR CT == b COHAABITHRRE SN TWD Z bt LT,

(7 MNRE

9.7 pRZ%
2 TEATE DN 2t G & UT- A0 e OV e A FEHE & U 7= BR R AR BRI 320 L T U720,

(figa)

AT D [E] NS AR SRR AR AR 12 F S\ CREHL L 72,

ENHIAHRBRICB W CTiL, TE# 2 Ll b OF —Z NMUE S, 2 ok o BRI 9 5 6 Rk
BRI T20,

(8) EinE

9.8 WM&

9.8.1 AADYEF G- EOBE TR GHEDOHELZ BB L., BEORELZBILE L) HHEEIC
TG 5H 2 L, DI FERAMEI N Z D o9, [7.10 11 LT B

9.8.2 HEZPITLHEEITIT, RAIBETLREEEIT) Z &, HATICBT 2HKGE&D
B2 72N LG OFIEIZ LY | TAAEEIRRED %%bhé_&ﬁ%éomzﬁ
]

(fig#h)

EEE I, —RIARE HE O A TS RE RN E T L TWA Z &N W, F 7 == h oA L EEN

LRI D REMEDSHERI S5, F0, OME IO INHIE ORIERRELZRET D - IR 5 E2DHE
NIIBEEEORELZZETHREOEENLERZ LR EH LT,
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1. ME{EH

10. HHE%EH

B [16.4 ]

AENZ. 7 =2= A DT RTv TTHH, 7= A iE E & L TEYAHTEESE CYP209P
K O—HEE CYP2C19% TR#@T &S5, F7-. CYP3A4 | CYP2B6 MONPHEAOFEEHEZETS

(1) GiREZEZDER

10.1 BiRER BFRALABWVI L)

A4 55

B AEAR - HE i T 1%

BEFF - fERBRIA+

HHEZT 4L

Ol vy I 9 2 1) &
THEE T Rvn
7))

~NUT U
(A7AI v )

LN BV

(= L¥)
75T
(7'Z72%)
FHh T rai
(VYo%)
TIVT A« VAT 7
NN

(V7 Ay MELEHE)
HEILFEL s A
VAN
(Frvvavy s Al
HE)

A= NS
(7= k)

NT R
(FY—4)
ey

AV T af v =0 Ll

73

(7 1tN)

[2.3 ZF]

ZNBOEFIOAGIIMBESH, 1t
MK T2 Z L0302,

ST =2TYARR
Ve A h—)

77

L7 =7V o EBESN,
IFAREAME T LR NBET T 5 3%

(A7 4—2) AR HDT, AFIDFZEN T2 725
(2.3 ZH] FTRE LN &,
=< hLENL - | == FLILELKEONY R EILOIML
% FRREEAMIS 927230, R NBET L,
XFrEYR) MR BT 5 ATREM) Y 5,
(2.3 ZH]

7 == b ORI RHIBE R
(CYP3A) FHEIC K D,

JAEEU T /)R
v 797 xF3
Kex AR HEY
(AT 7 4 BAEE)
(2.3 ZH]

UNEE Y KOT )R T
=73 FOMPREIME T2 Z L3
B,

77074 i oy il N
T ARYUEE
Ve T /)REIN T T

2575 ENLERNT JREIL
757 = F I RO
KT 5720, e L, it

7 == A ORISR E
(CYP3A) M U* P HEERHRFHIC X
Do
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7z IR (BEZ74L
A EE) [2.3 B

PEDSIEBLT D FIREMED & B,

HILFEI s AR
By bR TH
vy e T JREN T
77K
(T Y —TEAEE)
[2.3 BHR]

AT, av ALy R
FI)HRENL TF7x2FIFRD
MHRENMETT2Z 0355,

TAET T ENL . O
B XSy ke B
JRVE B AV A -
Vv TTI7T72FIR

(FrhA vRLEEE)
[2.3 &M]

INETTTEN, aEVARL
FeOXT ) AEN TT7 75
S FOMHARENMETTHZ &
N D,

VIRATEIL « ~YLoR
22N (=7 )—
HEAEE) [2.3 ]

VARATENLRE RN A
ANDOMAEFRENE T D &
BbHD,

7 == A DR SRR
(CYP3A) JeUf P HERER HRFEIC X
Do

VIRAT EL
(T 1)

VIURAE L - VIRA

T eI
(N—R=—FE8E)
[2.3 &M]

ZNHOEFNOMAETEEIMK 95
ZERHD,

Tr= M UOPIEEAFEICL
Do

K7 7Z e v
ey (Vxy v hEd
G8E) [2.3 ]

KT 7)) LEE Y
COMAPBRENMETT S LN
»H5D,

7 == M O EMN TR
(CYP3A) #FHE/EM L OVUGTIAL 3%
EERIZX 5,

HRT T TN
(RHE7V7T)
[2.3 &HE]

HRT 75 EAD IR
BT L. SRASHIET 5 352
%

7= hA2® UGTIAl FHE{EH
I2& s,

LFHRENLF RY T
N

(=)
[2.3 ZM]

L 2L oo i T RE M
TTH72D, LT LrOhE
BEEI L., LA MIRT S
MHPEDFEBLT 5 FIHEED & 5,

7z =~ O CYP3A, P-gp
K OTUGTIAL BHE/ERIC L D,

(2) BIREFEELEDER

10.2 BFREE (BFRICEET S L)

AU ary—u
AF YR h—J

7 a4
Z2rnal) LA
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(2) REZREEHRR ¥
P 5HE B h& g
@J%%ﬁ ,Hﬁﬁaﬁ (mg/kg/day) ﬁﬂ Iﬁi
. MEFEME B X 50 mg/kg/day,
ﬁﬂfi}jﬁg 20. 50. 150 150 mg/kg/day CHTZ, FHIREAELR, AREHEINIIHI,
i TR R OUR BRI B DT,
VAN MM RS 30 me/kg/day A,
RN 5- 30. 60. 150 60 mg/kg/day DL CHAXARER DIERD, £ TD
4 1 o BEBC, 7V o—/7F BRI E O R0
AL R O BEOER BT OEEN & LI,
MEFEME R 15 mg/kg/day,
BRPES | 0 oo | 30 me/ke/day BLECHEBNK, FUUE, HBILIL T,
2 A o MEnt, pEPALEE, 50 mg/kg/day THRAE/ T, TR
L., REN A BN,
» X MM EX 15 mg/kg/day AT,
SR 15 meg/kg/day CUE M, b i 8 T ﬁf VAN
4 R 15, 30, 50 30mg/kg/day L)lﬁ_’(“?ﬂf?ﬂi\ MEnt, HREHR(E, WA - &
FLOALEE, EBLFH, 50 mg/kg/day T ALP DH{IN
Nh T,

(3) BEEEHR
RAT 2= AT R DU LIBT LR AIFT 7 AWz OB ERERGAR M OTF v A =—
ANBAZ— V19 fifakkz Vs @ a8 RGUR T, TR LR O A ICBE D 590
NbEETHoTe, FrA=—ANLAF— V19 fllakz Hu 7 Gk 525 38R 0 JEREHEE L
R CIR R AR OFFEIT 0o o3 AGETEME(E R TIZ 1000 pg/mL LA ETYLERERE OFE RN

%

Pz

@) BAFRIERBR
KR L
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(5) &ERERESERR
1) 5y FRBERVEE - iR - HEROFKECET S8
12~13 #ErD SD RIET » b 40 PL/FEIZ, AZBLAT 76 H 2D AR TE THRA T == hA
F KU DA 25, 75, 150 mg/kg/day & KIEFHANEL L, BAEOHM T » N ERRIETZE 2 A,
75mg/kg/day LA b CIREIEINMNH], 150 mg/keg/day CTHEENLFIZEOBMIERNRO S, BED
IR RE M OVEFRRERE (] & S BT3RO b o 7z,
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BlSE72L 2 A, 75 mg/kg/day LA L THEEMI O ZSFREM ., A& REB N OEAEIR RE DR . WIN AR
DA I BT, SIMHERE TR O TR X O BB OB B3 bivie, BT
75 mg/kg/day LA ETRRIBIKRE O, 150 mg/kg/day TILE OBIENTED Hivlz, 25 KT 150
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5 2 0. BRSO RE 2 61 (25 mg/kg/day T 141) . LEPRRRE 1 HIRH B, FrAER T
150 mg/kg/day CHEAFRDWA . KEDOWD . {ZliiimﬂﬂOD?fD‘Fﬁ'J&UHEEAF'fFJ}”@ﬁ@j@ﬁ)%ﬁ%@ézh\
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mg/kg/day CREIEATEIOHNMER 23 A H vz, FERO AR O, REHIN, AJHhE
OF 2 AR IR OINE R E ~ DB L 72 o Tz,

(6) FBFATIBERAER
New Zealand White R Y ¥ 6 JL/BEZ, RA T == kA F U DA 10, 25, 50, 75 mg/mL, X
X7 ==hrA>F FUZL6.7, 16.9, 33.7, 50 mg/nL 4 HEARE Y 0.05mL/45y D& E T 30
Oy FRBEERE, SUXEENTIREHAAMEIC 0.1 mL 2 FEHLEE A, RAT == (T Y
T LT K B A R R OV A JE PR~ ORI AR B B R S IR EICRD b, T o
=M T FU AT 16.9 mg/ml LAECAEBRRIER L 0RO RIBEMERTRD STz,
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-56-



X.

EEMNEHEICET A

. RHERS

RUF - B LR SR AT
E) EE-EMoOLFE L VERTHZ L
B  RATZ 2= A F R U 7 a BEK

B
AN - 2 4

BERBTORE
Iy ik 2~8CIRAF

B EDEE
VII. 11. @A EoEE) 22K 552 L

BERE T EH
BERMEELTA R L
<TFvoLBYy :HY
ZOMOEEITEM - 2L

R—RK% - F%h3E
[Al—R a3 - 72 L
FIEhdE : 7x=Fr A, VTENRAL, 7z /L EX—)LFT Y 7 AED

EMEEERE
1996 4E8 H 5 H CKE)

RITEAR e AGRBAEA H - 20114E7 A 1 H
KBS 22300AMX00594000
SEMAYEIEAFEA B - 2011 4F 11 A 25 H
WIEBRAAA4EH B - 20124F 1 H 17 B

HERFTRABEABRVREES. EMEERBEAD., REMAKBEAR
=1

PEERETREM, AZRUVAREEEMEOFEABRUZTOAR
FARPYA

-57-



10.

11.

12.

13.

14.

BETRR. BFERRAREABRVEZORE

HREARE@mMEH B 202049 H9 A

A, TR O L AR O A DR BT 5 U 14 658 2 I 3 B 7

FTOWNTIUT LY L7gwy,

BEEAMME

84 (201147 H 1 H~201946 H 30 A)

BIEHRKIR (B Y A 1EHR
FARPYA

&®a—F
A7 4 syae | HOT (13 41) ST LVEN, | WAIERS T — F | Lt | L
— - &5 I = — R (Y] 2—F) S AT ha— R
RA A
EYE 750mg 2V 1209372010101 1132401A1020 1132401A1020 622093701

BRI LEDIE
A L7

-58-




XI. X#k

1. 5IAXE

1) AGRRREMERL « SRR (Lo, FRhELK OSEWEREDOMF) (NPC-06-2)
(201147 A 1 H/KRS. HFHFERMM®E 2.7.2.3.5, 2.7.6.2.1)

2) Leppik, IE, et al. Neurology. 1990;40:456-460 (PMID : 2314588)

3) FRRFRHME R « 25 1 AHRER (RSB iEER) (NPC-06-1)
(2011 4E 7 A 1 HZKGR, HGEEEMIEZE 2.7.2.2.2)

4) Swinyard EA. J.Am. Pharma. Assoc. Sci. 1949;38:201-204 (PMID : 18119733)

5) Swinyard EA, et al. J.Pharmacol.Exp. Ther. 1952;106:319-330 (PMID : 13000628)

6) Goodman LS, et al. J.Pharmacol.Exp. Ther. 1953;108:168-176 (PMID : 13062087)

7) Rall TW & Schleifer LS. GOODMAN & GILMAN’ s The Pharmacological Basis
of Therapeutics, 8th ed.Pergamon Press. 1990;436-462

8) Korey SR. Proc. Soc. Exp.Biol.Med. 1951;76:297-299 (PMID : 14827905)

9) Esplin DW. J.Pharmacol.Exp. Ther. 1957;120:301-323 (PMID : 13476353)

10) Toman JEP. Neurology. 1951;1:444-460 (PMID : 14899586)

11) Ensor CR,et al. Proc.Soc.Exp.Biol.Med. 1959;100:133-135 (PMID : 13634061)

12) Wamil AW, et al. Eur.J.Pharmacol. 1994;271:301-308 (PMID : 7705430)

13) Rundfeldt C,et al. Neuropharmacology. 1990;29:845-851 (PMID : 2293063)

14) Walton NY, et al. Epilepsy Res. 1988;2:79-86 (PMID : 3197690)

15) tENEEE : AMERGERABR (2011457 A 1 AR, CTD 2.5.3.5. 1)

16) Aweeka F,et al. Am. Soc.Clin.Pharm. Ther. 1989;152(PIIK-2)

17) tENEE : AMEEG R (2011457 A 1 H&GR, CTD 2.5.3.6.1)

18) MMM, fth. TDMAFZE. 2011;28:s195

19) Vajda F, et al. Clin.Pharmacol.Ther. 1974;15:597-603 (PMID : 4841972)

20) BEHUGEYS, fih.  HASH A P MERE, 1981:517:3256-332

21) $wREJ\RS, fih. JEPEHIES:, 1979;9:1259-1264

22) RPFRHE. it rHEEs, 1982;84:661-679

23) Chang T, et al. Antiepileptic Drugs Second Edition. 1982;209-226

24) Chang T, et al. Antiepileptic Drugs. 1972;149-162

25) Veronese ME, et al. Biochem. Biophys. Res. Commun. 1991;175:1112-1118 (PMID : 2025243)

26) Bajpai M, et al. Drug Metab.Dispos. 1996;24:1401-1403 (PMID : 8971149)

27) FEPNEEL : SMEERRRER (20114E 7 A 1 HA&GR, CTD 2.5.3.4)

28) tEPNEEL : AMEERARRER (2011457 A 1 HAGE, CTD 2.5.3.3.2)

29) KHRZIED: BRARSFRES:. 1977;6:547-554

30) PHFEMIFA: M E FEE 1983;15:153-154 (PMID : 6849706)

31) FRNAISCED: BEARIEEL. 1992;23:469-474

32) FENEEL: T MEIAREIR - JRIEEER (2011457 H 1 KGR, CTD 2.6.6.6.1)

33) AENEE: 7o RIR - BRIEEBR (2011457 A 1 H&RR, CTD 2.6.6.6.2)

-59-



34)
35)
36)
37)
38)
39)
40)
41)
42)

43)
44)
45)
46)
47)

FENEE: 7o NHART - HARRER (201147 A 1 H&R, CTD 2.6.6.6.4)
Wolansky MJ, et al. Neurotoxicol.Teratol. 2005;27:299-310 (PMID : 15734280)
Minck DR, et al. Teratology. 1991;43:279-293 (PMID : 1675495)

Vorhees CV. Neurotoxicol. Teratol. 1987;9:235-241 (PMID : 3627087)
Faucette SR, et al. Drug Metab. Dispos. 2004;32:348-358 (PMID : 14977870)
NG R - et SRERER (2011457 A 1 B&RR, CTD 2.4.2.3)

Graziani G,et al. Arzneim. Forsch. 1983;33:1161-1168 (PMID : 6685494)
FEPNEE - 2 rEIREEEBR (201147 H 1 A/KER, CTD 2.4.2.3)

Caspary WF, et al. Naunyn—-Schmiedebergs Arch. Pharmacol. 1972; 274:146-153
(PMID : 4262276)

Taguchi H, et al. Acta Med. Okayama. 1971;25:551-566 (PMID : 4264433)
FEPEORE  HLEEE G ERER (2011457 A 1 H&GE, CTD 2.6.6.2)

FEPNERE @ SR G EERER (2011 457 A 1 H&GE, CTD 2.6.6.3)

FENE R - BEEERBR (2011457 H 1 HA&AGR, CTD 2.6.6.4)

FENERE - SRR RER (2011457 H 1 H/&FR, CTD 2.6.6.7.1)

2. FOHDSE
BRI L

-60-



XI. &F8H

1. ELGNETORTRR
RAT == b A 0% 1996 4E K ETHEGRA RS L CTLSR, BKAE & L& ETIRFGE SN TWD,

KIS DNREXITBNR, HHEMOHEIZLLTOLEBY THY | SETOARKRI L 1TRLR D, [H
W OERFENE OFIPH CAR 2+ 25 Z &,

4. RER [TFR
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WEEE : RAT7 2= h A F MU 7L E LT 15~18 mg/kg ZHARNEEL 95, FGHEEX
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(2024 £ 2 AR : REFRMAFXE 2022 5 A)

E4 KE

=z Pfizer Laboratories Div Pfizer Inc

BR7E4 CEREBYX - fosphenytoin sodium injection, solution

A - B 1A 7L 10mL 7 == kA (PE) & LT 500mg BHT 5,

LA Toml FIZ7==krA> (PE) &£ LT 100mg &HT 5,

CEREBYX is indicated for the treatment of generalized tonic—clonic status
epilepticus and prevention and treatment of seizures occurring during
BheE X 13 zh R neurosurgery. CEREBYX can also be substituted, as short-term use, for oral
phenytoin. CEREBYX should be used only when oral phenytoin administration
is not possible.
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® The dose, concentration, and infusion rate of CEREBYX should always be
expressed as phenytoin sodium equivalents (PE)
® For Status Epilepticus:
o Adult loading dose is 15 to 20 mg PE/kg at a rate of 100 to 150 mg
PE/min
o Pediatric loading dose is 15 to 20 mg PE/kg at a rate of 2 mg PE/kg/min
(or 150 mg PE/min, whichever is slower)
N . ® For Non—emergent Loading and Maintenance Dosing:
RERURE o Adult loading dose is 10 to 20 mg PE/kg given IV or IM; initial
maintenance dose is 4 to 6 mg PE/kg/day in divided doses
o Pediatric loading dose is 10 to 15 mg PE/kg at a rate of 1 to 2 mg
PE/kg/min (or 150 mg PE/min, whichever is slower); initial maintenance
dose is 2 to 4 mg PE/kg every 12 hours at a rate of 1 to 2 mg PE/kg/min
(or 100 mg PE/min, whichever is slower)
® Intramuscular Administration:
- CEREBYX should ordinarily not be given intramuscularly
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may also have adverse pharmacological effects
Accompanying texts should be consulted for further
details.
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H i FLEANE
KERAT SCE WARNING

(CEREBYX- fosphenytoin
sodium injection,
solution
Pfizer Laboratories Div
Pfizer Inc

2022 %5 H)

CARDIOVASCULAR RISK ASSOCIATED WITH RAPID INFUSION RATES
The rate of intravenous CEREBYX administration should not exceed 150
mg phenytoin sodium equivalents (PE) per minute in adults and 2 mg
PE/kg/min (or 150 mg PE/min, whichever is slower) in pediatric
patients because of the risk of severe hypotension and cardiac
arrhythmias.

Careful cardiac monitoring is needed during and after administering
intravenous CEREBYX. Although the risk of cardiovascular toxicity
increases with infusion rates above the recommended infusion rate
these events have also been reported at or below the recommended
infusion rate. Reduction in rate of administration or
discontinuation of dosing may be needed

Cardiovascular Risk Associated with Rapid Infusion

Rapid intravenous administration of CEREBYX increases the risk of
adverse cardiovascular reactions, including severe hypotension and
cardiac arrhythmias. Cardiac arrhythmias have included bradycardia,
heart block, QT interval prolongation, ventricular tachycardia, and
ventricular fibrillation which have resulted in systole, cardiac
arrest, and death. Severe complications are most commonly
encountered in critically ill patients, elderly patients, and
patients with hypotension and severe myocardial insufficiency
However, cardiac events have also been reported in adults and
children without underlying cardiac disease or comorbidities and at
recommended doses and infusion rates

The rate of intravenous CEREBYX administration should not exceed 150
mg phenytoin

sodium equivalents (PE) per minute in adults and 2 mg PE/kg/min (or
150 mg PE/min, whichever is slower) in pediatric patients
Although the risk of cardiovascular toxicity increases with infusion
rates above the

recommended infusion rate, these events have also been reported at
or below the recommended infusion rate

As non—emergency therapy, intravenous CEREBYX should be
administered more slowly

Because of the risks of cardiac and local toxicity associated with
IV CEREBYX, oral phenytoin should be used whenever possible.
Because adverse cardiovascular reactions have occurred during and
after infusions, careful cardiac and respiratory monitoring is
needed during and after the administration of intravenous CEREBYX.
Reduction in rate of administration or discontinuation of dosing may
be needed.

Pediatric Use

CEREBYX is indicated for the treatment of generalized tonic-clonic
status epilepticus and prevention and treatment of seizures
occurring during neurosurgery in all pediatric age groups
Because rapid intravenous administration of CEREBYX increases the
risk of adverse cardiovascular reactions, the rate of administration
should not exceed 2 mg PE/kg/min(or 150 mg PE/min, whichever is
slower) in pediatric patients
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