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77 RARYCROHANMETHS 77 ¥ (CAS No. 15686-71-2)
oW T, FHEFMESE (EMEA VR— &) ?&ﬁb\‘tﬁnnf@)ﬁﬂ’fﬂ“uﬁﬂﬁ%%ﬁ"b
72e

aﬁﬁﬁb:iﬁ;bt%&%ﬁiﬁ%&i\ %%@Jﬁz‘%ﬁ% (FTR. Fv b AR, R E R,
EROE M) BRERR (£, ¥RURK). BUEBERR (7R, Ty b TIE,
Fa, 4 ZARUHN), BAESERR (5 v b A XRTHL) BHEEERR (5
v PR X), Eﬁ%iﬂfiﬁ“‘%ﬁ (‘?‘77\ 7 v FPRUTHFE), ﬁhﬂr&%’cfﬁ%

P A= B 2, %LE@T@%‘%%‘C%%’)

77 1/=“r bk, lﬁliﬁ:&?ﬁ'ﬁﬁi&(}%#&&%ﬁ%ﬂﬁﬂ- TTHDB. BT 7L
XU FIT structural alert #E L TWARWZ & ?{E-@Ti?rﬁ‘ﬁﬁﬂ)ﬁ*?im&iﬁi

e TRIEL R DBEEREETRSRNI LD, ﬁhm&%mhmﬁri&w&
-sxfbh ADI #5XET A Z L BARETH D L BT s hiz,

EMRBRICENT, BHAROEN L 2 A TREOHBNE ?ﬁbf‘oj’w‘:c‘:%i B
6ﬁﬁi77x%%wt@%%%ﬁﬁ kﬁaﬂ@wﬂumiﬁw%@mwwiﬂ‘
IR E ST 5 %8¢ LOAEL it. 100 mg/kg (K8E/A Th oo, -
 FEESE) ADI OREIC ¥ /2 o T, 20 LOAEL i, B2HE L LT, H3E 10,
CEEE 10 &, BEFERREUES AERRIF+5 “7‘; LN NOAEL Tt
72< LOAEL #AWVWaZ iz k %IEMD 10 O 1,000 @M L. ADI % 0 1 mg/kg
RE/R L RETHC EMHE THD EEX bR, |

. BRAEMEMEES LY E M ANE ADI i1, BEACBOCERN

VY ARBHAT S VICH FHRCE-ST 0.06 mg/kg FE/A EBESNE,
L oA FE) ADI (0.06 mg/kg (KE/R) (X, FEFEADI (0.1 mg/kg {ZFE/
) Lo bhEL, BEHEFENEZESEAERLTINWDEEZLDND,

PEED, 277 bR ORBEERERMIC OV T, ADL & LT 0.06,
mglkg KE/A &R E Uik,
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3. 28
JUPAC

#E4£ : 8-(2-amino-2- phenyl acetyl)ammo 4- methyl 7-0x0-2- th1a 6- azabicyclo -

[4.2.0]oct-4ene-5- carboxyhc acid
. CAS(15686-71-2 )- ’ :
Ak (GR 7B)-7-[[(2R) -2-amino-2--phenylacetyllamino]-3-methyl- 8 0X0" 5
-thia-1- azablcyclo[4 2.0]oct-2-ene-2- carboxyhc acid .
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AATH, E77 L3 U 23F T 0BMAERSR, BESA XICOKERS
nNTW5, ¥, b NAEESE LTEREh TV S -

WA T, BT 7 LR VUFRY DAL L ERVOBOET 7 VRS VRS
C HEBRECR LT, ThER T, I0 R 10 me/kg REOHET, 5 BE%T
BRARE SN3,E7 7 LE 2y — Kkt L E0LEAOERE BT
PEFLERIZ 200 mg/YBORART, B4 EE TLERRESND, Eh, F40
BYEICIT 15 me/kg FEORET 1 H 2M 3 AME CHANRS SN, £7
7V%VV&yf%ym3mmyﬁEﬁP%%@%¢@@%%%%E%tﬁ%m
BEENB, | |
7y LFURE }‘U)Eﬁnnk LT, KE5m Vi{%ﬂﬁ’ﬂu)ﬁ“%ﬂ%ﬂ" FERR
MR ELAETH D, (B2

BB EZ 7 LRV UREYT 4 7Y X MIEOBAKAES B EEE A R
ST B. | |

1. ﬁéﬁk%éiﬁ@ﬁ% - .
AEEA :“:’?ht EMEA LAR— P EED EEFEHICHTAERIRZERL-HLOT
b&(%%m

1. EPBRERER (R, 946, KB, &) RUBERR

(1) EPEERAR (DX, Sy b, 1 XRVFI)
772%mwtﬁ%@ﬁf7fvﬁy/wﬁmﬁﬁ(Em@g%ﬁ)ﬁ%ﬁ%

MENic, |5 30 5H%ORTIC 6 pg eq/mL RRIE S, RE% 24 Bd—FFﬁ'ﬂU-W
Wﬂﬁﬁ@%%#ﬁ*kﬁménto

'ﬁyb%mwtﬁﬁﬁﬁf?7v%vvwﬁmﬂﬁ(wmﬁmﬁﬁlﬁﬁﬁi
SN, 51 24 BRICEAHEME D 84 %A B, 15 %A% A b EIR Stk
Tmass Cmax B Tz 42 Z 021 1 R, 3.8 pg/mL BT 1.5 H#FaEJ'C%oT_Q T
b@&ﬂ&@kléi%TMH% mwO%T&oto

4a%mmnﬁm&5(un%mgmﬁfﬁ%ﬂirénto&5zﬁﬁﬁm
m¢&ﬁ17%ammLmMEé% &5ﬁ000%utmﬁﬁﬁsﬁﬁmﬁ¢m
HEETE 2 LCEI Sk, |

*z%mwtt7yv#vywﬁqﬁﬁ(méwrmmgﬁi)ﬁ%ﬁﬁmé

U SERR 17 (LA SIS SRS 409 B 1T ko T ic i b iR e



Thfto -m]-i,£ Tmax\ CmaxEC‘U{ Tz }i%j’b%j’b‘f‘j 1.56~2.5 E#Fﬁﬁ 13 pg/mL &tﬁ 1.5
E#FaEJ'C&boﬁ_o

¥T P LEVCOROBERORAOBERRIIv TR, Ty NEROA X Tk
FEER BB TH 1, *Iz77 VLT Y FZ’LU%R@?LH‘*k‘E%F?&éh
e, (BE2)

(2) ﬁ%ﬁ%“ﬁﬁ (&)

O BHLFERWE UWCEBRETZ 7 LRI I — ] 09%@%?‘5}'(?‘]3%—’?- (20

- me/kg FE) RBRBERE S e, M EHTERT, 85 1 5% D 205 pg eq /mL
b, 3 R R T 48 MR ICIZENEN 4.5 KT 0.2 pgeq /mL IZ{ET L7z,

@ A4 (10F) EAELT7 LEVLT Y TA (WEBED O 5 B
WIEES (7 melke hE) RBBEM ST, BRBEROTHME Con it 9.8
pg/ml, Trax i 1 EE, AUCpo6n 1% 22:3 pg-h/mL, Ttk 1.3.ﬂ%Fﬁ'ﬁ'C§>of.__n

® WHAERE MCERET 7 LELLF R D DA (GBEMAD OBEmHR
ML (7 mgkg FE) RBRAEE Sz MY Coax i, 1",%"—:7-055%%?7?6 '
Jﬁﬁéi’b 11.8 ug eq lmL Thol,

@ W% VT 1C- 1@‘55'127 7 LF v —AR O RELENEE (200 mg/
SF) RBRAEMSNE, T Cnox bk 0.252~0.387 pg eq/mL, T b 3~12
iR, AUCo-72n b 4.278~5.387 pg eq-h /mL ’Cﬁ)o 720 '

- ® K75 %%éﬁu@%tF (6 ER) %ﬂ%b\ﬁ.t'?? L3 //@$@Wu1§5 (25
mg/kg {ZFE) RBMPERE S, I 8% Crax 1 8.75 pg/mL, Tmax (L 5.33 BrRE.
AUCo 240 1% 37.6 pg-h /mL, Thotz, E7 7 L& //“7KTH4@®E1§?WWE‘
5 (15 mg/kg fFE, 12FFRHE) REBUICRVTH, &5 1~2 H#Fﬁﬁ‘a@ilzi’jmﬁm
(f‘mﬁfi 7.94~11.8 pg/mL @ﬁﬁ@’(“&bo 7o .
- ® ﬁa‘%‘#%ﬁib\?ﬁ_ 14C- t"‘“’%ﬁz77 vEY Y — b EEERANRS (20 0
| mgkg H£E) RBRAEMShE, B5% 48 BRI, BEHEEOR 68 %2R
b, 0 16 %22, HHEE S U rs, R&tﬁﬁwcsﬁfﬁ) b EELEWITRE

fefeT (HPLO I X0 I, ) 5 E% K 36 BRE IR S R TOsR

EEEOFAITETNETN T8 RN 96 %THY, B 8~12 KR 36~48

IR J;Fm = :ntgaqﬂ'cwﬂ@ﬂtﬁmﬂ TENTN 53 R TL % ThoTe,



@ WHAF (3 ) ZRHWE UCERET 7 LI UV r— kMY OERALEFARE
(200 mg/5 %)ﬁ%#%ménta%#ﬁ?ﬂﬁﬁifk@ﬁﬁﬁﬁ@63%#
RAIC, $96 %REPIZHI SN, REOED THESWABRTEED > 5,
FNTh 83 RV 59 %uﬂﬁtﬁe%{tﬁs"@&o 2 (HPLC i XV JIE,), (B 2)

(3)£%ﬁﬁﬂﬁ(ﬁ~$&wtb)

K (10 8R) 2wt 77 Vﬂf‘ sl ) '7-1—\0) 5 HREGRAERS (10 mg/kg
KE/R) RBNERSNE, BEEEEOTHME Cuox T 13.4 pg/mL. Tumax
1% 0.5 BEM. AUCosun L 16.7 pg-h /mL T, Tiplt 1.3 R Th- 7, '

¥ (1030 2AVEET 7 LEYUF MY U L0 5 ARMBRARS (10 me/ke
‘M:E/E) a-‘ﬁﬁﬂ%ﬁﬁéhﬁ:o ﬁ%ﬁ@?ﬁ@iﬁﬁﬂﬁﬂ.ﬁ Cmﬂx W 14.6 ugme\ Tmax
13 0.5~1 . AUCo-9n i 27.1 pe-h /L T Tipld 1.3 A TH o7,

B RMZBVT, ﬁnﬁ@' BET 7 LR DEWENFIARIIE .. BE
FEO@RE5 (500mg/t k) %I . REDPBRERED 37 %RERE LT
A7 Tmaxs Coax XU T bz 'Crhz 2h 1 R, 18 pg/mL, X 0.7 ﬂ#ﬁiﬁ_f'ﬁ)oﬂo_
E MO H VR ERIZ6~15%Thd. BT 7 Lk ¥ ki E @B 5
6 ADIELFORBIIET 7 LF 2 1 gk EROREGLILEIS, JLHPO
%E%Fiﬁ#4ﬁ%%un5wm23@mL @Ltot77v#//m =
b o> A R R i iﬁth&ké Liehot, (B 2)

H. IR, ERVE FOF—FERLICE LD,

#1 SHPHICBIT L7 7 L3 BEEHOEDRTE T A&

T4 Fl 5 5498 A 245G | Twas | Coas T AUC
(mglkg (KIE) | ik (h) | (ug/mL) (h) | (ug-h/mb)
I 77 L x 7 5 B 1 9.8 1.3 22.3*%
B TRy T 10 mrret 05 | 134 1.3 16.7%*
* ‘ 10 0.5~1| 14.6 1.3 27.1*
Eh |77 LRL 500 Hm 1 18 0.7
v (mglt 1) % 0

*: AUCposn  ** : AUCq-54n

(4) EMBEAE (4. K@) o
iz kﬁ5f7;V#//®ﬁﬁkomT®¢ﬂ&ﬂnm Ty,
(ﬁﬁz)' ' :




- (5) EMBERER (4. 9%
. HOBIRIER S, %ZL)%WE%‘-&UE’}SI?EJW&EH&Pkiﬁéﬁ&%ﬁﬁ-‘z?7V«*r/
: /0)%’3&;5&’5%;0&\(1%1“&:}%710 (B 2)

D BRARS . - - :
, SR (B URBEAR ST AV UCERE Y 7 LY V) Vb= FOBE
BIRAE S (20 me/ke AE) RBBREMENT, Bi. . R TEW, BBE
ERERS R OB R O RATE L. R21CFT LB Thok, (BR2)

%2 BILTHIT D UCERE 7 7 LE LU BEROMBERSE (ug eq/ke)

W HE BER BEHk ikl #5415 ()

| (mglke EE) : : o 3 48
' % % 75,170 |. 3,397

77 V%:/ 20 E'@' gmfﬂ 1 ‘2,222 ' 323

vy TP— il -
T e R s s . s
RO "~ '
<30 : EEMRF (30 pg eq/kg) R
V@ ﬂ%mﬁa

WA (3 F) AW 1uC- Jf“““é”z’iz 77 L% //—7J<5FEI4¢JGD¥IE1+L)%W3‘§2§ (. -
T LRyl LT 200 mghE) RBRAERSNE, BE 72 FrE#ICRIT D
R IR AR KTEEHY?&U?W@—I‘:WHIQTEE‘EM?‘%%M 46,10.4 R 1*6 re eq/kg
_ 'Cﬁ:oﬁ_o (R 2) ' :

0 mRRES

m%#(eﬁ)%ﬁthCFﬁt77V#//TFJ?A®$EFWW&$-'

(EZ77 L%k LT 7 mgke KE) BRBEREHGESIE, 5 4 BEOFE.
B R O S EALIC 81T 5 PHRBSREIL T EN 42, 228 BT 2,575 g
egkg Thol, TOBRICEWT, B, HFARUVLEOHRAEEIIERRA
 (JRBIT K D 13~40 pg ed/ke) R ThH o, TRIEGOMEDFHERIL
BEEWE RO THEDENEREOBRHRA (62 ngke) Thot, KEMLE
12 HPLC-MS COZERTMETH ol (7 52 pglke). (B 2)

- 10



(6) BEIRER (4. £RUK)

@ BEREEZEN-BESEB (ERULA) | A
a¢43ﬁ)&mwnchﬁf77u%//)/T—bmﬁ@%mmag(f'
77 Vvl LT 20 mglkg RE) RBA RS Wi, 5 3 RRI% ORI,
AT, SRRUIEIICB O THE S AR BLED 5H2EAIE. ThTho
AR 31T BRI TENED 84,56.57 RN T4 % Th o o (HPLCIZ & 0 IE. ),
EARPIRES. 48 BERIAL I I BIBIT I 1 B TR O 19 RRELEN SR |
IO BT AR ISR TR Ehi ok, KEESRE 77 LT
MY CAREEHAARE (Tmeke KE) L, B5 4 BRICERLFOR
RO T BT, 5 R~ 15 %WRRELEC LS D Tho ke, (B 2)

b, WAL (3 §H) BAWE -1'10-1%%%%'1277 L& —kint O BEIALERR S
(200 mg/RE) RMPEBENL, ’E% 6 BEHELE COLMH 0Bk
ik, BEEO 5.45~13.21 % Chot, FHBBHFIEEDL 1 B BHELRO
5,575 pg eq/kg 5 6 B BB D 52 pg eq/kg WK T Lz, #5% 72 BRI
I ént;mflﬂ@%Timi”iﬁ?cﬂ-’*ﬁﬁﬁwﬂm 80~100 %Tz}boﬁ_o (BB

- 2)

c. WA (6T AV UCEME 7 7 L¥F S ) U ADBANES (&
77 L%k LT Tmelke KE) RBREG SN, LI R ORIV TR
Hahie, BEBRORARTERIL. 1ER PERLIFD 74 pg eq/kg A5 4 [ EH‘»,s
FLF 10 ug eqrkg, S HIC SEIBTEILMED 4 pg eqfkg AW L, 2
P ERE GERMRRA - 62 pe/l) CTHBERERMHETER)roln, 1~4
@E%ﬂﬁ@%*%%@ﬁﬁiﬂmﬂgfﬁfﬁot(HHE 2 & DR,
(B 2)

EPA OB ST ORREBERRIEIAT CE Ao, (B 2)

Q@ KABESZAVEVBERER (ERUL
a. WHEERAWEET 7 LRV U—KINO 4 ERERLFEOLENRS (B7
FUF v E LT 200 mg/HE) RBAER S, RS 12 B O

ARGk W IR, NEIFR R OFEE 7 7 L% o U E R, 790,

. 1,072, 60, 163 ®RU\65 pglkg Thoto, D%, RiFRE 4 AZIIBVT,
SLEMRRETIX 79 nglkg, OFERE CRERBBARE X ITEZBRITITVE
WETETLER, B&BRE 9 BRIERVT, FEAE (69 pg/kg) D& 7

: I/ﬂF U RILEMEIC b\ﬂﬁtﬂ ahi, (BR2) '

11,



’ . T . .
b RS BREROTE (18H) 2AVWEET 7 LI —Kklo 5 BISE
PN 5 (15 mg/kg A E) BB ERE S hvie, BEIRE 5 KU 10 BE OB,
FFIE. JERG. MRRUREBAICSV CMEDSHEREOERRA (100
pglkg) KRB THoR (ZORBEEILRER ThoT,), (BB 2)

¢. KT 5 BRENOFE (128 2AVWTCET 7 L&V r—kfhnHRmE
F (E77 LY LT 15 mg % 12 5RIFIK 8 HE#RE) RBusElsh .
Teo BASIE 7, 14, 21 BT 28 BEOTEEEBICIEV CEEBRR (45 ng/ke)
L EOBERREDbhRroT (HPLC I KV HIE.), (B8 2)

A BAE (G F) RRVEET 7 LRV R U (RERE) © 5 AR -
mmaﬁwﬂmwgwﬁm)ﬁ%ﬁ%%éhto&54&%@mﬁnmwé%'
SR GERIRS : 60 pelke) 1o X DA TTARIEIREED SRR A5 T2,
(B 2)

e. WA (1058) K7 7 L r—Kkinih % 4 Bl L CHELEICALERN IR
5 (200 mg/45E) L. AiHEElEiconthiSnE, BEHBRTIE
FLI IR AT 87,320 pg/L OE 7 7 LR U ENL (HPLCIZE Y|l
)BT 7 U VBB R AT o e 1[E] B #EFLEFO) 1,181~37,060

. pg/L A5 13~15 [ A #“fLH#cD 10 pe/L %rﬁhﬁf) Liz, (B 2)

£ 4 (10 H) %Jﬂb\f;ﬂw:? L —KEO 5 BEIGEPNRS (15 mg/ke
HE/R) RROELES N, 2R 5MERFHEREC X EEED
PENRRBARD SRR, TS ITNER SRR L FicBnT
HED b, (ésﬁﬁ 2). a -

) Eﬁﬂﬁ(i&Uﬁ)

% (3H) RUWR GE) 2AVEET 7 LEIVFRY WA (fmrﬁzﬁl) D5
BRBARES (E7 7 b3 LT Tmekeg FE/B) RBRBEHR S, &
&5 10 BRICETESRRICO THAEDFNERE (EERF : 60 ugke)
& R TAERRBIRD bbb o7, (BR2) |

2&%3)&@%&%@Eﬁhtf7?V%7VTbJWA®5Hﬁ&$(m
merke EB/R) RBREBEN, BRIRE 3 A% () RU2 BE (B |

A RMEGIC BV TRAEDEHNERE (TRRA 60 pefkg) | J:Mﬁm_lﬁ'év‘; -
BEIR B bRhoT, (B 2) '
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2. SHSHERE (YTOX. Sy b, 99E S, A XREYL)
BHEFERBROBEOBVE VW TEBESN TN D :
Y xoy% O LDso i% 1,600~>6,200 mg/kg KB, v b iE>3,000~

>12, 000 mg/lg ﬁgﬁo)ﬁ"‘lﬁl'ﬁﬁo oo ‘
ELEy PROTHFRENT 1,000 melke 48 7 ERE QRS L,m“h%‘ HE

C2EDH B ] DE7§=§Et L. MEZ2MEE BT LiehsoT,

FARUA XITHBVTEL, '500~1,000 mg/kg {ztﬁi‘cm“mﬁ%*wztmu
BHLNT, THEVEBRABROREIL., BHT A DEMTE 2do iz,

PR T, >450 R U>1,000 mglkg AEDIE A LDso RE@E STV 5,

TV ARTT » MBI 5D (EER. FRAKXUET) LDsoidEhth
400~1,370 mg/ke R E & U>3,700~>12,000 mglkg EEDHETH -7,

Ty FERRY Y ROEER LD,oii'C/}’L'CJ’L>3 700 % U>4,000 mg/kg KE TH
27, _

v&xmﬁykxbﬁﬁﬁﬁ%motuv&x_mwanazgﬁ L, %
R, Bk, RETE, EHETRUOREKFECH 7, ZRIEZ v FTHRDHL
niER, v AL bERARICEBNWTThoT. (B 2)

3. EERtEERER
(1) 3 ¥y AMEIEZEHR (5 w k)
5y FEENEET 7 LRy —KRBIO 3 & A MG & 0 %5 (0, 160, 400
KT 1,000 mg/kg AE/R) XD WAMBEERRAEE Sz,

1,000 me/kg RE/R R ERICRBNT, B, BEME, SOKEOEL, BIE~D
R, MRFHROMTAECERE{LA 400 mgkg KE/RRFFICBVT, B
BB MR O R AL TR TD b, MR (LR,
EEERBEEEL S WK EOEILEBEERD 0L LRV EB LB,
160 mg/kg RE/BREBICIVC, R, Mo Hb RO Y & bfE, Mo mk
B8 BADEBRTD b, WENRLBERAR O Thot, TOREIE
NOAELIZFEW & £ % b B3, Hﬂr‘omn NOAEL ERETOILETER,
ko (BRB2)

(2) 3yrAMEStESHEE (1 3()

AXERNEE77 VR //—ﬂﬂ‘n%@ 3 r AMBmEIE NS (0 160, 400
KO8 1,000 mg/kg fRE/B) W EABAMEERBNEEINE,

400 % 0% 1,000 me/kg E/ B F SRR Ty MRAELEOREMEICBEM 2
ERBOH LN, {;mﬂ&wl}ﬂiméé&%*'tﬁ% Ehi=hi, ZoOaYyoRRz
BRICH T ARG L E XD L. ZORBO NOAEL 13 160 mg/kg AE/B LEX -
ni, (B 2) B -
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(8) 35 HEIRU' 6 Yy FRHIBESAMESHRE (v k)
7y FERAWEEZ 7 LRV D 35 BT 6 r B RHHE D #5 (0, 1,000,
2,000 &R 4,000 me/kg KE/H) 3 B MAKBERBARME L,
2,000 mg/kg #RE/B U EBERICHBWT, REL THRETHEELX bNSEIBE
' DRI T 2B PRBO BN, ﬁkzkami'%jm MERPIRDINT A —F DE
LI T H%@F@t%ﬂm:téjﬁﬁﬁéf%&b phic, TORBRORAEMLIL,
. NOAEL OBEIX T b ot, (BB 2)

(4) 37 AMESMEERR (5v FRUAR) -
Iy FRUAXEAWEET 7 LR LU0 3 » ARERES (0, 200, 400,
600 B0 800 mg/kg EE/B) ok AHAMEERREELS I,
5 KNRUA X & bIT, 400 mglkg AE/A U LR EHICB VT, BEENR
B, ZhbORRICETiL, “ﬁﬁlﬂfccf*%m?rﬂ L TW5 7 NOAEL i35
ETEIRPoTE, (#513?- 2)

(5) 1 &HFﬁi%iiﬂﬁ’ﬁsﬁ (ﬁ‘}b)

FHEFLERNE 1y B EREEO RS (200 RO 400 mg/kg ﬁrﬁ/ﬁ)
LA EREBEERBRAEE S,
. 400 mg/kg fﬁiﬁlﬂiﬁﬁ-ﬁk BT, REEDRR &bfb?}’b 5B FRIANED b .
N LAsL, 0@ i‘“ﬁfﬂliﬁi %ﬁﬁ%i b M)i L<. NOAEL X% ET&
o, (ﬁﬂa 2)

4. BUERERURNSAMERER ,
(1) 380 Ef‘ﬁﬁitﬂﬁ’isﬁ (v k) ' ‘ ,
Sy hEBWEET 7 LEL YO 380 HREIRMRS (0, 150~250, 300~500
. BT} 600~1,000 mg/kg E/B) kB BHESRBRIAEE SN,
SR EFITHBVTRRENEERED b, LaL, ZOBREITIHEMZHES
RhHEY I bZ U<, NOAEL BRETE 207, (B 2) '

(2) 1$Eﬁ1§ﬁﬁﬁ‘ﬂ:& CES : ‘
A XEFRVE1EREORE (100, 200 )SQU 400 mg/kg FE/R) 12 L5 @f&
ﬁﬁﬁ%m%réﬂto _
200 mg/kg E/H U EREFETRENSRD bvc, L, _@é‘&m&iéfr[ﬂtﬁ
BHEAHEVICHZ L. NOAEL [ZRETE R o7, (BRE 2)
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(3) RMAMRE ,

RRAERBEEE SR TORY, €77 L% o U SlBEERER EE X
BRTHY . RERERRICBOCHAAMEL BB BA TR, S5,
T LY ?— X structural alert Niel, (B 2)

5. &£MEBEREHAR A
(1) 2HRAKESERAR (Sv b)
Sy RrEAVEET 7 LYy AKIOBREEOIRS (0. 250, 500 BT}
1,000 mg/kg RE/B) 2 X3 2 HATIEESEARNEL SN, o
BEc T o BIERE (R, BHRRVRE~ORE) ReREHIcBY
TE» SR, 1,000 me/ke KE/HEESRTIE, FRICET 2ERE (TFEMHR
DER, THRERCHERDET) BEH DI, SHROETR, T #RD
500 mg/kg KE/AREHOM (AEEED. ZH=E 75 %) KRU11,000 mgke.
WEHE%%@M(%E%&L\%%ﬁzm%)L ST BB b (R
R 95.8 %), . _ '
P EOHERN L ARBO LOAEL i, ﬁ.@l—l"ﬂ@ﬂ [t BB E SV C 250 mglkg
KE/RATCHLEELONT, (BE2) o

(2) %ﬁﬂ’ﬁfxsﬁ (¥ 2Z)

2T REANIEET 7 LF //~7J<Tn¢%a)%ﬁﬁ=ﬂﬁ Ri%45 (0, 100, 200 BT} 400
meg/kg HE/R) IC X D EFHAERR T, BT 25 (BEHERCEHEER
D) ROMBICHT B8t (KERD) © NOAEL k& I 200 mg/kg K&/ A
ThBdLEBEILNE, ‘ -

v U AE AL T 7 LAY ORENEE (0,200, 400, 800 & UF 1,600 mefke
HE/R) 1T X DEFPAERBE T, 800 mg/kg FE/A L LIREH TERESEMER
UTEEFHEL B0 64v. NOAEL (I 400 mg/kg fZFE/EI 'Ca‘b7 EEZX b,

P REAVEET 7 LR OEAKE (0. 100 . U8 800 mg/kg K8/ )
i%ﬁ#%@ﬁ%ﬁﬁ i SR B TRIR A% O RBBOHER

U E B A BT 2 58 2 B, 800 me/kg FE/B RSB TIIFMER

%&maw B 13 Bz, LOAEL iE 100 mg/kg 68/ Th 3 L E 2 bhiz,

7'7175:%1/\7‘:?7% LEVUOBRAFRE (250 BT 500‘mg/kg KE/R) IZL.
Za{’é-ﬁfi’i’*itﬁﬁ-c L J‘hﬂ)&%ﬁi_kwr %%&Er ﬂ’-*%rc;t L B hs

oYy [
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THEDRREND, < U ATBO TR, BERGHAERORBMCST S
BUPBRRD L. © U AEEHHRBRO LOAEL it 100 me/ke KE/B Th
'5k%16ntu%ﬁﬁﬁﬁw?hwﬁ%f%ﬁbah&#@tm(%Em

(3) fﬁﬁ‘ﬂ;ﬁ_ﬁﬁ (7) k)

Sy MEANEYT LR — kT OR NS (0 300, 600 &1 1,200

mg/kg {KE/H) Euléi&%ﬁx[‘é"ﬁﬁ%ﬁf i, SR G klf\‘fﬁﬁﬁ%“@ﬁ]ﬁ S
(€531 s ﬁ’}‘&U\ﬂﬁ) MR &bBihaT._ZP iR ui’]“?‘émﬁ?‘é%’fi‘i ébl‘o:]’l;ttﬁ{

Oi‘cu :

Ty FERVEET 7 LELYORORE (0,500 BTk 4,000 mg/kg AHE/E)
iz £ B AR T, FREHICEV CRBMRUREOGER CHSER
~OBUERBIRO LI, S

ZFw b %Jﬁl{"fcﬂz77 v#vvmﬁm&% (250 B TX 500 mg/kg (R E/RA) ik
BRHBUERBR TR ThORSHCREV COREC L 3HBIR® bz ko
o "

INBOEREDE, Ty MRV TRBBR OB HT 5 BIERERRD b
n. 7 v MEFBERSO LOAEL % 300 mg/kg K8/ B . NOAEL i 250 mg/kg

FEIRTHDLEEL DN, #FF fmib\'ﬁ"ﬂ’b@aﬁﬁﬁ"@% WD LR o T,
('%"%HE 2)

(4) EFBIERR (¥ -
DHEFERAW T 7 LR roE ks (00 100, 200, 400, 600 K TR 800
mefkg FE/R) 12X BEFHHERR T, 400 mg/kg KE/B U ERSHTH
- TREWMOIEL, 600 me/ke FE/A M RSB CRENRD bk, BEXKEN
. HliX 400 me/ke FE/BMU EREFETED ORI, LAL, 100 KT 200 mglkg
C HE/IARSBCRVTHLBABERLZONENPE I DRATHE I LM b,
NWEL%%E?%:&ﬁ?%&#wt;@%%ﬁﬁ%bBh&mokJ£%m

6. Jﬂ‘hi‘ﬁ-ﬁ’ﬂﬁ

BEEECETS %fﬁﬂ) in VltzoFcU in vivo ?ﬁt%@#%%ﬁ 4 R 5 i &
. 3337'7_1: :
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% 4. in vitro SER

g wH A& : T R
IR RAR Saimonella 5 ~40 pgiplate (£89) =3
Salmonella 4% ~1 pg/mL (+£89) (=3
R Escherichia coli 2 #k ~2 pg/ml (£S9)

IR RIS R CHO#Ila (HPRT) - | ~5,000 pg/mL (£89) bt
vy A Y N (TK) | ~8,700 pg/mL  (£59) Bt

AR Rl CHO #nh ~2,000, 2,500 pg/mL (-S9) | Mk -
: b MEEERRIIL Y o oSBR | 618.3~3,474 pg/mL (-S9) | Kk

% 5. in vivo SER

SR o ' : i ki R

/MR IR CD-1<=w A ~1,250 me/ke {K7E Kb
' ‘ HAIE#R A

ERO LD IT, in vitro DYk RERR TR Th 7228, in vitro DR
ENERRBR, SEAERRBEC in vivo O/MERB TIRRIETHY . €77
LRV RARKIC L - TR L 22 RERERIRVbOLE X bRk, (BB 2)

7. REMENRERICEHTEER
(1) invitro® MICICE§F 55 R

E MBPIEECNRERN 10 B : Peptostreptococcus sp.. Clostridium sp..
Bifidobacterium sp.. Eubacterium sp.. Bacteroides sp.. Fusobacterium sp..
Lactobacillus sp., Enterococcus sp., Streptococcus sp.. Proteus sp. R O

| Hscherichia coli \33v % in vitro MIGCso lo0WT 2 BRI & nit, BAD
RERTIE, 107 CFU/ML OHEHE L~/ 1T 351 B MICso O UM THIE B O/ Ml
FNEN 4.0 RT0.25 pg/mL Thoiz, ZORBRITEW T, BEYZ 102455
(105 CFU/mL) 5 & MICso i3 2530 LIETF L, b ) —HORB T,
107 CFU/MmL D@L~k 5 MICs OBMESEE OB/ MERThEh
5.9 R 1.0 pg/mL Thote, Z0 2R TED LI MICs D AT EIDE 4.0
B 5.9 pg/mL ieE-S%, MICs D&M THEIT 4.9 pe/mL LIEMShE, (B
a2 ' '

(2) BRERABEICHT SBMEHRLRE (MIC) |
TR 18 FERSZIMRLATE - DRAREENEORENFHBENE
(ERL 184 9 A~pK 19 4 3 AKEME) KBV T, b MERSEREICH T
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77 L% v 0K 5X 106 CEUlspot k23817 3 MIC R HNR T3,

%6 £T7LEL O MICs

w4

| RANFEEFEILRE (pg/mL)

A Cefalexm
MICso i3

iRt Sk e )
Eschericliia coli 30 16 8~>128
Enterococcus sp. 30 16 8~>128
BT o I
Bacteroides sp. 30 128 82~>128
Fusobacterium sp. 20. 32 - 2~32
Bifidobacterium sp. 30 0.5 0.12~8
Eubacterium Sp. - . 20 2 - 2~16
Clostridium sp. - 30 32 16~32
Paptococcus sp. Peptostreptococeus sp. - 30 2 0.5~8
Prevotella sp. 20 T 0.5~128
Lactobacillus sp. 30 . 16 8~>128
Propionibacterium sp. 30 . 1 - - 0.5~1

S NEED 5 b B bIEVMICs0 3384 & H TV 5 D13 Bifidobacterium
© sp.® 0.5 pg/mLTH Y, MICeale2id 0.002444 mg/mLTH o7, (BB 3)

8. TOf
(1) ¥EBSPHER

KRB E AVicikx f&%ﬂ%ﬁ%?ﬁ)%ﬁﬁéh'@'b\éo T ARV TEES
KRR (SR, MIBEREEZ L2 BREDRTEADET) Z24EIKE (B
E) BOBEIZ30megkg FETH o7z, 30 mgkg FEORE TREIIERHL
100 B T¥ 300 me/kg ARERSFHT,

.#ﬁ%b&bﬁ

~&b 5B B ARKERICEMN L, 100~300 meglke {ZISE@%EI%ZD&“L}

BT, v&x@«/bAWE?—wL;é@%ﬁﬁwﬁm
EEBET. UV T LBREN, SRETCORTPERBED LERVRERS %
2hbhiz, (BR2) '

O BlE~ DR B

2 I HE OB LT%&%’E'B‘% B@I&E@%%E@%ﬂ MICso D 90 %Mﬁ[ﬂﬁﬂoﬂﬂ{ﬁ;m&ﬁtﬂ
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(2) BERBICHT BHEEICONT |

., ERVRICET 5 HRNRE ORFER EIC R 3 LRNRE DAL
OV TREER TS, BECEELEEERRIL, 77 bxvrickoT
Bl C SR B BITRIE, ECERVECRIT 502 & bRER 1~2 B
i?@&#%u kﬁ5t7?V%//T%)¢A@&%ﬂ®WﬁT% T%
‘&ﬁ@&mr&onm(%mm o . -

(3) REHE
ﬁfaéﬁ%homfmﬂﬂi&mm RAE RSB IC BV T R 2 7
B BN TR, —RIOKET 7 12K VILL BT F7 4 5%V — RSk
iﬂf%b\&:vuVﬁm%#&&%ﬁ@ﬁ&%ﬁws%%ﬁf%éd%%2)

(4) EMZBTAIHMR - :

AA T, f77V%//itb®E$%&Lr A M1~2ytbm(%
F LT 2T 4E/A), RIS 25~50 mg/kg FE/E (HEILT 6 BME) o
BORABCHERASN TS, ERRERESOBEMBIVEE R VIR L R 5WE
FEERTWEWS, BEXBEHERE LT, 777 4 7% —ER,. BEBETE.
BIEZLERRESA TS (UM, ARREEEZSBICHH LEBRTHR,
0.1 %R, )o TOMODBHER L LT, %5, BRSEOBBIE, Bl BY, T
MEDHLBR~OFELHMESLTVD (IR, E%%%%cﬁ%hﬁdbtﬁ
RTHL, b %K), (B4, 5, 6) ~
AT, BT LEVLEE FOBEERE LT, ﬁAkﬁ1~4gtbm
MRIZIX 25~50 mg/kg KE/R OB OMHE (KFLT) CHEREXNL TS, _n
EORARICET IEHERIHERDIHEDBEE (3~6 %) 1T 2 BTN DHT

goﬁ%—mMLﬁiéhTmémi%%fm(Tﬁ)&vﬁ@r(&M@%
r&aﬁ%)r%é @ﬂ?) ' ‘
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. BEmEEEEETd -

. EMEA G);EHEL.‘DL\'C :

EMEA Tit. B2 ADI D|REIZBNT, 7720{%‘?ﬁ/@%5ﬁ®%ﬁﬂ .
58 TH5 100 mgkg hE/BZAVTH S, 100 mg/kgﬁ@/aj:&“—bfﬁ BT
by REICEIBV OPOEREBDOLR TS Z EHDERREE LT 200 %
RAvwT, =S ADL % 0.5 mg/kg {ZFE/EI (30 mg/t FMA) LRELTWS,

(BH 2) -

EMEA i3 BAEMRORBC OV THEB R CHATER DI in vitro
MICso 0359'(‘35 D, b MOBRNMEEEZERT ZMEE 10 FEO LMY MICso
X 0.0049 mg/mL & L—cm %, THIZHEEH 150 mL, BAREEREE SIS,
SEE LTO0.15, & MEEIZ60ke #EA L. CVMP OEHRIZLY | MEDF
B ADIiZ, TEOLBVEHSNE, (BE2)

10.0049 X 2% (mg/mlL)
_ - |
0.15% X 60 (kg)

% 150 *8 (mL)

=0.0564 mg/kg xE/R

*]: P AR RO X Fie & 5t7 7 UZ‘J‘) /Liﬁ‘éﬁﬁfﬁfﬂa ZhHE
3L+
*2: B-F 7 Fv—EREL] L_ob\‘CTBHﬁE“CXbE) b, ﬂﬂfi’iﬂ“)#CID i’ﬂ'}%%
T2&T5.
*3:.1 REEREE LT 150 ml,
*4:E PTRET 7 LF T LDOLRL k H 85 %ﬁnJ?EPJ: DﬁFiﬁiéi’Lé e b, &'3-:
) _15 %EBNMBEIRBEINDITEL LTHREE 0.16 £ 75 ‘

ﬁi%%E’JADI (0. 654 mg/kgHE/R) BEHFRIADI (0. 5 mg/kgiFBE/A) X
DIEWETHEZ N, 77 V%//UJADIJ: L,T ﬁ&é«%%éﬁAm%ﬁﬁ :
'fé EMBEETHDE LTS,

2. EHEM ADI L.‘JL\'C
e g =N ‘I@‘Ji&fé“ﬁ%&(ﬁ%ﬁh}iﬁt%# +H5THIPR, 77
L% S U4y F I structural alert ZELTNRNI L, EFICloTHEE RS
MEBEEPTSARNLEZELONEIENb, BEEERPADE TRV EEL
b, ADI #RETZ L RFRETHD LHEFShk,
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FHERBRIZB VT, %%mﬁwﬁw&*aﬁﬁam %mmantk%xB
'néhﬁmvvz%%wtﬁﬁmﬁa% BT B R R AER O RBM D
ERVIRBRERICNT 5 HE T LOAEL 100 mg/kg fE/R Th -1,

ADI DR EC Y25 T, BRI L LT, B 10, BiFE 10 10, @k
ABRECRBEAERBRNA 472 kthL. NOAEL T3/ < LOAEL % v %
TLITLBEMDI0D L0000 FERTAZERELS L EL N,

LMl oT, B7 7 LR ORGSR ADI & LTk, LOAEL 100 mg/kg
F/ B I 248K 1,000 2 E A L 0. 1 mg/kg (XE/H &F E‘?‘Za &ﬁsﬁ*‘:ﬁﬁ;a
EEZDBNIE,

3. MEWMPBYADIIZDONT
VmHﬁ4F7J/LE0<%t&ﬁﬁ%ﬁ5hE5ﬁﬁ&ﬂ M. TR 18 4F
Fﬁ:nuxéﬁﬁ{%%ﬁ%ﬂﬁ (Bhi R EED E OMAEDFORERE) THELRT
Bh, ZORRISEBEHN 2 ELYX aybx?%&hﬂxé%{ft_i D AR
ADIZEWT 2N TES,
£ 7 7 ¥ VO MICo I 0.002444 mg/mL, FEIBPIZDIC 220 g/A . FOE
PRI SN B SEIC 0.16, & MEEK 60 kg #EM L. VICH OFHKICE-SW
THAEWFR ADI 2RI LIcEE, TROLBY L4255, :

0.002444*5‘ (mg/ml) X  920% (g/A)
ADI= : =0.059742
. 0.15*7 X 60 (kg) '

=0.060 (mg/kg KE/A)

o:ﬁﬂmfwﬁkﬁLTE&%ETo%E@%%E@$ﬂMKMQ90%hﬁm
SO TIRED b HH

*g : FEBNEM DR

W:tkfﬂt77V¥//®mﬁ<&%85%%@@&0%%5%7’&ﬁ6

7%V 15 %EBPMIEESRESNE S wabrwﬁ#015a¢

WA ADI i:ob\’(‘&i\ﬁﬂ#,ﬁkdbb\fl ﬂ’nrs./i I AREZLRTH
5 VICH BEHR#RAT 208 MN L EX BN D,

3 EROTTHERRORISHA 154 o Ch . 2006 4 3 A L0 VICH #4 K7 4 055 |
BahTnd, '
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4. ADI (DEEEL'DL"C .

- AT ADI (0.06 mg/kg ﬁEEIE) iZ. =N ADI (0 1 mg/kg AE/R)
LD bAELS, BREEHREBZHER/LTVELEELONDI I LG, E77 L
%30 ADI J:L'Ci 0.06 mg/kgﬁiﬁlﬁ ERETHILBEHETH S &HE
SHie, :

5. ERRELENEIONT o
C UEXY BT 7 VRV CORBEBREEFMICIOVTIL, ADI & LTKDE
FRATAILBEYEELLND, |

T LELY amm@qwﬁm.-

- REER ;Olf"C (=N épﬂﬂﬁfﬂ:ﬁ“— %:EE& zfgﬁ%-ﬁ{ﬁ@ﬁ LT 5 BRICTEE T
BT EET 5, ‘ o
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# 7 EMEA BT 35 hoESEER

By R R #5 R TR
* (mgfkg tR1R/H) (mgfkg {KE/H)
v U A | fEEIEERER 0. 100, 200, 400 | 200 _
| (3R A3 5) Bk (RORROKRERD) &
7 R =K | ChREE GERERD)
Foi ' '
0. 200, 400, 800, ~—
1,600 | BAT &&U%im&
(R0 5)
| 0, 100, 800 mETET
Ci3=F: 23 SR EHTEHNE CHER DR
s > i T B ORI T £ i ) S
PN
250, 500 500
(RO 5) BEIZ L BRMRL
5 vk 3 4 AMAA&M |0, 160, 400, 1,000 | — .
BB (ROs) 160 CHIME, Mid> Hb ZEL - H Y ¥
| ' SEDZEAL, HEDM TS sy DY
e (O R b IEMARZEE)
160 28 NOEL iZiEWwWtE X b5
2. &R NOEL %7 ET%‘J‘
3 » ISR AN | 0. 200, 400, 600, -
TR 500 400 BA £ CIRIC R 5 54, 15 4R
| (BRI 1 3 45), fasdr iz < NOBL 3R T &
35 B MK U 6 » | 0, 1,000, 2,000, 4,000 | — _
A T I5 A 2 (%H ®OR5) SR T K B, iR OUR

0)/\7 A& DEAL, BEIBERHIM

380 A 1184

0. 150~250, 300~

PR 500, 600~1,000 £ 51 T K ?-Ezhﬁ" RS
- (RO 5 72 < NOEL MR ETE T,
2 fh{CEeAi M | 0, 250, 500, 1,000 | 250 ' .
i (R 1 45) Py A DR ISR IE T
{7 U:ﬁﬂ.ﬁ 0, 300. 600, 1,200 | — ’
77 bRk | EREBCBOTERHN~OEE

o (BRiks)

S EORRD B ORE)
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0.054 mglkg {KE/H

0. 500, 4,000 — |
Cmns) FREECRVTEBNEUKE |
DHEERVIRBER~DBHLE
250, 500 - '
. , (Bo&E) BECLIDEEBRL
TY¥ | REFHERBR | 0. 100, 200, 400, | —
B 600, 800 400 PLECEEMEL, BREED
(Bos) |l :
" | 100 B0t 200 mgfke $hE/R B
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