20234E11 HELET (45 1 WO

B SR
BRHAR 34

Pt SR ER

BEHRCGEZEREHE) . UHZEERRY

B RERRORES

871124
] bl
1 mg 22600AMX00613000 199742 7
2mg 22600AMX00614000 19974F 7 H

BAERA O7SE7BRIFIViE
OJSETEIFIVE 1mg[SNI
OJSETBIFIVEE2mg[SN]

Ethyl Loflazepate Tablets “SN”

) ER—EMEONTEIIL Y EHT AL

2 RRORDBECFERSLBRVN L)

21 Ry UTEY Y REHN T L CHEE D BEERED &
% Bk

2.2 VLR AN O B (RE AT E5 L JERAVEAL
THBENNH 5]

2.3 BRI EEE D & 2 B [Fstee E I L D EIRAEAL
THBLNN D D]

3. #EAL - MR

3.1 #8A%
. 075 ¥ IHBIF VEElmg | B 75 ¥ FERTF IVEE2mg
W7t

[SNJ [SN]

ZhEy 4
?égﬁ 077 ¥ THIF Vimg | 07T ETEHIT )V 2mg
FLEEARA, rm— A, b FUHERRI . Brva—AL b
TEQIALT T ANA|TEQATT YT L AR
- O—2Z2A VYA, KEF|O=ZAA VYT LA, FEF
4N

VLKA, ATTY V|V
[ /A AN

W55 T IV I =T A
L—F, KT ATT
DA S A

3.2 EHOMER

. 075 ¥ F VEtlmg | 07 7 TERTFI)VEE2mg
Wi7E %4

[SN [SN]
o - ERENRES )TV EOFERE

G &
wlw O | O
AT = ==
[ERES 6.5mm 6.5mm
HiE | Es 2.3mm 2.3mm
Et s 100mg 100mg

Akpl T — N RL 1 RL 2

4. e - R
OMIEICHIT DAL - iRk - ;5D - BIREE
OLEIE (B - TZERES. BIHER, BREHERE. 8
BERERHE CHTDAR - Tk - 15D - BREES

6. % - HE
WHEL. B, B 78 FBMIF OV E L C2mgE 1H1~20
PRS- 5o B, ARl RIS U CEEEKT 5.

8. EELEANIEE

8.1 R, EES - Py - BRI FEOE T AR 5 2 &
Ddo B DT, AHFG-H O BE LA B HEOEEE LT
BIMOBMEIHHRE SR I ) ITEET L2 Lo

8.2 MHICL VEMKGELZELL I ENDHLHDT, #IKE L7
BA G\ X BRI 281 2 2 &0 RAIOHES % {53 555
Bl EHLOBLEEE TIRE TS 2 Lo [11.1.1 2]

9. FENERZEIIBEICEITDIIE
9.1 BHIE - BEEENHDES
9.1.1 DEEZENHDESE

SERDEALT 2 BEZNDDH Do

9.1.2 BNICEEBHREENHDES
TERDRL H O LML EDRDH 5,

9.1.3 =FHEE
TERD R HHbN D,

9.1. 4 PEENFEELRHRAEZNHDES
SERDEAL T BTN H 5. [11.1.4 ]

0.2 BHEEEEEE
MAREER LA TL2BZNDH 5,

9.3 FeEE=EEE
MAAEER EATLB8ZNHNH 5,

9.5 1Ti®
TR S ALIER L C W A IR & 5 ikt Bk Eof Rk
Mfaittd EEs LR SN A EIl0aTFKE5THZ L,

9.5. 1 RO R Y VYT B Y v REH| (D7 LR L) DS
VG BEORIC, HEEET L IBEEORERE ME L 26
HSRTHATE & Wit L CH RIS W\ & OB TR R E D 5 .

9.5 2 HRBEHI DO LYY VT T YV RER 2 G L2 L X,
PRI LR S, e, EEVT ., A ERALY . A EER. 1g
M. IR, MR - 0k, 57 2 — X, SllEee, whis
. IR, AR, RS ARSI EAME SN TWS, &
B, NS OEERIE, BERSEIRD B I3 R BAGE & LT
ENDLEELDHDH, T2, NUVUTTEYY L REHTHERIC
HHEOWEA R T2 EPHREIN TV D,

9.5.3 AR H T L Azg A, HESRH A RICEEBEIR 2SS & b
NBTED, RV ITEE VREHTHRESNT WS,

9.6 RIIR
BIZBTSEDL L, b MREFLRARAT L. Fid EICTER,
REFVERRIST A H Y, T2, FTEHA RS L 06
2d %o

9.7 INE
INBEE R E LR e H R & LR R
Fhi L T,

9.8 SHE
VRO G AT A% SEEICKS T L2 L, EEILHSE
DORIWERAFEI L3\,

10. #HEER
AFN OV O AT Z TR A FECYP3A4ATH
L Tw3, [16.4 ]




10. 2 FHAERHBICERT S &)

U o YR
NV — VR

ESiEE s BRAEIR - 1518 ik 7 - fabsR T
PRI | W o 1 B S HE B & AR R R o X v D T 8
T ) FT IV NDBENED D, | E L RIEHNTIN AR5
TR HTdHHGABAZHENORES

yuajlraw WKL, GABAZz—1>®

L L S 5o AR
l#) & o BFF CARANE 2= /5 O

AR WER & IR REMEA D 5 o
T/ NN)E
5 — V&
.
E T I VIRALEE W O VE AT R S A
FEH NLBENDDH D,
YAFY Y RHEN DM EE DS |2 AT ¥ ¥ DIF T O (BR1L)
ATD2BENDD L. | 2l L CHRIEZ BIE S 2,
W AR, P REY EA S
LD EEZLNTWS, &
OVERIESFICHF TR L S LB X
YIUTTEE Y RERTREID
AR
T a— ) RFNOVEM AR & |28/ — v & OB THIING %
(fikim) NLZENDH D, R EIHEIER 2 7R § e 7oV O —

IV O I HR R FE AT 3 A AR
HHES N, 2077 v ADK
T L. FEIEREY %,

TBRI) OF] | BF o O AA & B0R | AR OPUEEIE A5, TUERHU
X7 F ) CENEE IR T 5| ) OHNC & BB EOI T 2

Rt LEGESEEDE C B [BIR TV B TS D B o
BEIH DS,
1. BIfEA

ROFWEHDH S bNDZ EDNHLDT, BELT5ITITV,
BEDRD O NG 3G 2 P Ikd 5 7 Sy L E & 47
5Tk,
1.1 EXREIER
1111 &KFME (0. 1%A:40) . BEREAEIR (5% A1)
L) EMIRGELRE LD ENHLDT, BEL 45147
VW, HELOEHMICES LERICHES T L, T2, E
A B 2B G5 EOLMGHP R L#ES ORI XD, &
IR (0. 1% A0 . TAR., Fik,. RiE. AL, JIE. B8
(WFNB0.1~5%Ab) EDOBENIEIR DD S b b 2 E2d b
DT, FHEPIETAEAIIE, BAICHRET AR SEEIST
)T &, [8.2&H]
11.1.2 RIEE, B3 (97 S AH)
11.1. 3 S8 CHEARH)
11,1, 4 IEORHNGE) (0. %K)
I BERE DS S BE LR T LT 2 RIS L 23 A . IR
WHLDLNLZ LD DL, [9.1.4 2
11.2 Z0tnEIER

5%LL I 0.1~5%Ai 0. 1% A BHEEAH
ARG (S5 2 &, ©F v, | FilEE (SRS
5 B R — v &3 5|5 REE, wo
SEA . H O b O \WHK, B HIE,
L&, FH AR
HiLZR Cig . e, fER | T, B, TM%,
BRARIE, M8 MR,
JHF-Jisk ALT. AST k5 JFEERERE
y -GTP.
LDH 5
ik IFRRERI % . Bk £
WA
WK% HRPR, FRIRIE
HAEH BRI, B, 5
PEIT R WA
Z it FEAR. PERREGR ., v
o) =Bk,
W&, WOE

13. BEKS

13.1 R
KHNOW\EH GO 2 ERITBEOERT, EELREE T
ENH 5L,

13.2 LE
KA O BRSSP E I b NG EaDMEE LT 7L< ¥
SNV (R T T Y U ZEERERA) 25T oA, il
M7 VP2 Vol EOFEEZLSHET I &,

14. BRLEDIER

14,1 EFZMHFOFR
PTPAEEDFEKIIPTPY — b5 L CTIRAHT % & 9 7
T2 L, PTPY — FOBEMKIZ LY. B ERAT AR B
FIAL. EIZEZEILE B 2 L CHERmIA RS 0 B 2 4 0HE % 6
BITLIENDH D,

15. ZDDEE

15.1 BRERERICED < BIR

15.1.1 HG LA EIN VT FICTI VB V(N
DT XY ZEEEIA) 2 PG S N BB T B IcAR B &
W5 A, AR OEE - PURSERIZL, BIET5B%
b s,

15. 1.2 Xy I 7Y v RIEH TR G L) 2D
b, ENHFEIN TV,

16. EYpEhRE

16. 1 MAEE

16. 1.1 B A (n=5) 120 7 7 ¥ 7EETF Vi 2mg % %5 L - o3k
WEIEE ST X — F 1ZEIDE B ThHo70,

F1 EWEE ST -5

Tmax (hr) Cmax(ng/mL) Ti/2(hr) AUC(ng - hr/mL)
125%55.0
+ 2+ *
0.8+0.3 182+21.5 (70.9~207) 4649 =393
Sl = R

FBEAE G- RO AL ]~ 3 A E CEFIREBICHZEST 2L E 25
nNTBYH ., HFREEEBEDO SN L5722,

16. 1. 2 &EMZEHIREE B

O7SETBIFILERIMgISNID
075X THIFVEEImg[SN]E A4 5y 7 AdElmgw, 7 O AL —
N—EIZE ) FREN2gE (1 7 5B TR F IV L L C2me) AT T
V2 A HE [l T G LI P AR iR &2 0 E Ly 45 5 N7 3R EhiE
785 2 =% (AUC, Cumax) I\ THEFHRAT 2 4T o 725 5. T 0 L5
MRS AR S LY,

#2 w7 XTI VEImg (288) & B S L7z & & OFEYEEE (T

A—=%
HIENT A =5 BENTA—4
n AUCo-240 Crax Trmax Ti2
(ng - hr/mL) (ng/mL) (hr) (hr)

07 IETBIF I

14 | 3183.2+169.3 | 179.9+6.2 | 0.8+0.1 | 102.4%+5.6

$1mg[ SN (28¢)
AAT 7 ATING 14| aoss 91541 | 178.844.3 | 0.9£0.1 | 98.4%8.7
(25%)
Tl PR
(ng/mL)
200
i —~ 07 7% 7B FAiElmg SN (288)
35 150} = X4 5y s XeElmg (25F)
{EE i AHEREE (n=14)
1y 100
it
]
= 50
JE
0
0 10 20 30 40 50 150 240
gl (hr)
Ml w7 I¥7HIFIVEElmg (288) & HilAl$ S L 72 & & ol R

iz

MAEPEEEN ONICAUC, CoadBED/8F A — 13, WiBRF OBIR, KD
FRIAI % - RS OB G & > TRZ 2T DH 5 .
<O75ETBIFILEE2mglSNI>

075 ¥ 7T VE2mg[SNIE A A T v 7 AE2mgk . 7 T AF —
N=IEIZ X ) FREN1EE (D7 58 TR F )L E L C2mg) BHR AT T
VA A L O - LIS P R 2 e Ly 15 5 - R BhRE
785 A =4 (AUC. Cma) (2D TREFHRAT 2 47 - 7285 Fe. WiHI 0 L2
MRS EDHERR S 1729,
#3 w7 XTI T VERL2mgk S L7z L & OIEYEIRE/ T 2 — ¥

HEST A= BHEIST A=Y
n AUCo-240 Crax Tmax Ti2
(ng - hr/mL) (ng/mL) (hr) (hr)

u7 7 ¥ 7RIV

. . 14 | 3989.7+154.0 | 186.7%6.0 | 0.8%0.1 111.2+6.3

$£2mgl SN

AA Ty AfE2mg | 14 | 3898.9+141.7 | 186.9+6.0 | 0.8=0.1 | 116.1+8.6
T = RS



(ng/mL)

200
- n7 7% 7T FriE2mg [SN]
150 - A4 59 7 AfiE2mg
BN FIgE L ERERGE (n=14)

0 10

20 30 40

Rff (hr)
M2 w7 7€ TETFIVE2mgr BNk G L7z & & oA i

MAFFEEE I N IZAUC, Craxd D785 X — & 1&, #iBRE ORI,
PRI - B SR O RBRSMC L » TR ZWEENEDS D %,

16. 2 TRUR

16. 2. 1 &2 EFIFEE (IRUNER)
fERE A (n=5) 121 7 5 ¥ FHE T )V 2mg % & 4%5- J OTHIRPI4%5- L
ZNHDOAUC(M-1ED+M-2152) 70 &5 3K & 72U 1269 £ 8% T d » 724
HEAT—%),

16.3 B

16.3.1 E2B#HBS
BRAMIE B &) MlE L7z e b I &
72V (in vitro) o

F4 EAMEHE(e ML)

i o

A EDORERIIRIDEBY TH -

ik % (ng/mL) WK A 3 (%) (T = B R )
N 100 ~99
—1HED
M- 500 9.0
N 100 9.6
)
M2 500 94.356.7
M-31E9) 100 96.7+0.8
16. 4 3
D774:’7P.‘15<l‘7‘)l/ TR OFE SRR WIS AL, (AL s o i

ZX o THIEEBRN R & 2 R 2 S e S g iE TR
;E«T%M 1D J ONM-2082) & LTINS AEAE L 7200 M-212) 7 65 M=-31E) ) £,
F2ix. FICCYP3A4DBL- LT b, [10. B3]

16. 5 HEittt
JRANZIE, $E5- 141 BT 58 0 50% 72k (F5E) S, EERAR
HPNEIM-3E) DFIEIRTH - 720,
D) TF VT AT VEEDIIRGH S P27 VR vk
112) M-1D B i kAR
113) M—2D 3Rk B L AR

18. ERBHIEIEP
18.1 {EFKR
u7%Ei%l+wumm%%ﬁfﬁ%#tﬁ%éh\ﬁﬁﬁ%%f%
M-I OM-2HR Y VY 7 XY U ZEERIHE L. IRy
HGABAD ¥ F 7 A R#E % BB T 285 % MTﬁ%ﬁ O A REE
BT L EEZLNDY,
18.2 EIE(EH
75 ETHIFVIETTENRL R EDORY Y7 BV RIER 28
L7z PR 2 LT 505, Z OFEHIBRIE R IR 70 7 4 —
WD R VDT Y ¥ REEH L Z R > T Do SEEER. Bk
WD AR R K OV S B B3GR L SRR 55 PO, PR i
fER=La > 7)) 7 MEHDSRWY,
18.2.1 ;M3 7VU T MERB
Bra > 7 7 MERIZ5mg/kgTHRO H L, ZOFREIZY 7 ¥ /S H D21,
07 ENRLDETH-72(F v 1)V,
18. 2.2 BltE#R1ER
MRLERTE H e OS b MR AR 1 X 1 5558 S 5 AT H) (muricide) 125
FTAHIEIEIIE, 2 ENT T ESADL/6R /4T, VTHELEIR
1FF%ETH-72(5 v b)Y,
18. 2. 3 HEEB/EMA
Rl AV B Y (S s AR PAPAPRTE QN
Holz (v R),
18.2. 4 FRE} - BRERISA(ER
F Ay — VR ERER IE T T XA D1/4T, VT ERLDL/2T
Holz (T A),
Ny DTEE Y RIEREARECRHICECERT27uv7aFr*4
FEIRBGRIEFIEE9 <. = F T E/RAD1/14TH > 72 (=7 A)5). 6,
18.2. 5 EASHELERD - FREEEEhiNHI(ER
TSR & A B ERIE Y 7T ¥R L LIS THo 72 (T R ),
MRS X 2 AR 3RO TH5 <. 1o B8 m1/7T, ¥
TEIRADL/4TH o172 (37 A)5 6,
18.2. 6 EBENREEEICRETHE
BL ¥ F 7 ARG R O HRAR RSB AL N1
IR BRI,

TTENLDTET

I ok T e L= &
WL VT ERA LDz (R T)0,

2 SEIRATGHCE

19. BWHDICEETEBELZHNAR
—f8% : 17 5+¥ SRV (Ethyl Loflazepate)
128 : Ethyl(3RS)-7-chloro-5-(2-fluorophenyl)-2-oxo-2, 3-dihydro-
1H-1,4-benzodiazepine-3-carboxylate

PF - CisHuCIFN203

DFE 1 360.77

M R BEOKBEOHERTH S,

DAFNVANEF Y FIZHETFRT L
124K 28 7 =)V (99.5) 1T

2\,

T ATV AR F T R (150 1 a2 R & 2w

T MY VIZRRE
L KIZIBEAEET

00

H
N
T o
o] —N

O F RUBERIES
B R #199T (3R)
22. I

O7>ETBEIFILERIMgISNI
1008 (108 (PTP) x 10]
12008 [10%% (PTP) x 120]
O7ZETBIFILEE2mgl SN
100%¢ 108 (PTP) x 10]
12008 [10%E (PTP) x 120]

23. EBXH
D) AR« S E AR 1986 1 14(2) ¢ 535-548
2) FFRAM.  SEFE L i 1985 ¢ 13(6) : 3380-3413

3) T I VRS T AR SRR B S B R R R
4) Qg‘f‘/\ﬂ)'(ﬂ:ﬁlf—\/?\%ﬁﬁgaﬁ% 2021 ; C-6353-C-6359

5) fHAHT ﬂ”ﬂl CHEEHEEE . 1983 ;82 1 395-409
6) {EFF&A. : Jpn. J. Pharmacol. 1984 ; 36 : 319-328

2. XBBRERUBEVEDES
TF 2 IR AR AT EHORED
T104-0028  ALLCHE R RIXAEM2T H10% 105
TEL : 03-5202-0213
FAX : 03-5202-0230

25 RIS EOER
AHEIF A S50 2R 45425 CTHB04E3 A5 A, T B8R AR S5l 2 15
TREL075 — LR 125D & | FHMIAIAB0H 5 A BRI & SRTwE S,

26. RERTRES
26. 1 BLEARTET

@ 34/ T IHIVER St

RRBPRAX/NEMN2 THI0EI0S

5930120-G



