HYHAERmAES

JA)L7zZ3—)LRY
TIL=ZFDUATILIVE
BT &ET 4D FE5F

(LRAXZ7B8—)L)
20154%8H
BRRLFELHYWHAEELEMAES
BRRLEELIEY - FIHEEMAES



""'E O)%X%E .....................................................................................................
Oﬁnnﬁ éé%%é%% ...................................................................................
OB RR e EEAHYAEE REPIARLSER RS ARG -
Oﬁnnﬁ é;ﬁ\ HEI,*_I_ ﬁ‘]**%ﬁFquﬂﬁﬁquéé%% ...........................................
OE %{] ........................................................................................................... 4
I. Ezlzﬁﬁi\-_l-%@]fl:%mlz%ﬁ@ﬁ%g ...........................................................................

T TRl

2 )‘j]ﬁb )d]% ...............................................................................................

3. }Eﬁ;’ﬁ . Fﬁ% ...............................................................................................

4 /?1&7]”%“% ..................................................................................................

5. Eﬁ%@ﬁ%& ...............................................................................................

B [ TR B ELIDAEET v oo vvvree s rre e et
1. B R ITREE BRI cveerrvrreermrre e et
(1) Iﬁu .....................................................................................................
(2) I?]\Q\}Juﬁu ................................................................................................ 11
2 ﬁi‘éééit.%ﬁ ................................................................................................ 11
(1) y%%’git.%ﬁ (L—';) @ ................................................................................. 11
(2) y%%’git.%ﬁ (L—';) @ ................................................................................. 12
3. L-H:-'-;J--g—%)%"'cénli .................................................................................... 13
(1 ) fé'lftgit%ﬁ (4;) ................................................................................. 13
(2) Eﬁﬁ&mﬁﬁiuﬁtgﬁ (L—';) ........................................................................ 14
(3) B u-t%ﬁ (fF) .................................................................................... 15

I1. ﬁ%‘i§$2%n$1ﬁ ..................................................................................... 16

Eu.{fﬁl 1—tu§:j%/§j\ﬁ¢%|ﬂ§ﬂ .............................................................................. 17

E|J%R2 @E{E%Hﬁﬂ ..................................................................................... 17

,j}jﬁﬁ ............................................................................................................ 18

<HMF1>BHAERGKTHMEE AL T7z=3—)L (F2iR)
<HR2>BYWAERMRMEE JIL=F12 FE4iR)



<BEDIERE>

2015 4E 4 H 22 H BMKEKRKE DB ELEITE ORISR D bR

THGE (27T HEH 183 7). BRERIOHES
20154 4 H 28 H % 589 B EeLEEs (EREHHEHH)
20154 6 H 18 H %F 180 [AIENMH IR M E P AR
2015 4F 6 5 26 H %5 104 [AiEE} - fklE s PiEa s
20154 8 H 18 H %573 M eEES (M)

<BRETERERFTELE>
(20154£6 H 30 HE )

e i (ZER)
ek T

=F% [Ei
FH ek
R i
FIH &

(ZAERNH)
R R (RERAE)
(ZARNH)

(2015 4E7 H 1 Anb)

g 7 (ZER)
iR B (ZERARE)
Ren i

HH Rk

VP 53

L Am

FrH A

<BRZEZESPVAEEREFAEREMEZRLE>

(20134E 10 A 1 Hx )

I LE (ER)
NI A+ (HERACER)
A

I

Al &+

)l 3

Jig v

JHK WS
sl
SFI 72
RER =
BEH IEE
T =R
HH B

<B@RREZEREH - ANFHEFEEREMZELE>

(20134E 10 A 1 7 D)

M s (ER)
A B (HERAED
el HB

VPR fE—
T FRA
e Fnz
P 35—

Ll sk
#HHE FE
]
Vg5

HA =
I HEE
i iy
O

2 Hililaely



Al NZS - il e

A TEK M IET
e HE 5T

<% 104 MEGRXEZAREH - AMFEFTREREMSEA>
ERNEE



C

TuNT 2= VR RNTN=F T A TN CEREG T AEORERE] (LA
1—/V) ORGEARTEDAGRITSR D B anfEFER MmOV T, B ESR L R E IR TR
s A T C 3 L 7=,

ARBNOFA|ITHD 7V T 2 =a— )L T )= AT UL, ENEEY)
RESMS & LTENACER SN TS, BEATITRMZEZERICLY 7arrc=a
—/L3 ADI & LT 0.01 mg/kg (K&E/H, 7/L=% 2 ® ADI & LT 0.0098 mg/kg {AH/
H2SBE STV D,

BLA AT D ARRAN 2 WTGE L BAIO 7 a7 2 = a— VBIFISI 7 V=% 0 A
7 VR FOWTES AT BT D ERIO I EIRE K OVEPEEE R OV TR S 47,
AREFNZ I TIIBE A OFEEN R AAERNTRRD b oTo, AREFIOEMEIT 7 v
=X VAT IVKONT N T 2= a— DM FIEEKT A HEDOTHD LR,

AREFHNAEH S TWDIRIIFNC DWW TR, E ORI, BEEOEEREAM & OS]
OHE - HE&ZBET 5 L. AFIOEAR & LTEIRLIZGGO M~ X
mHTxsLEEILND,

ABFNORGIR B2 2R OSERE FICES LI-RRBR Tl 7ul 7 z=a—n1nigks
45 BT RGN AR OB TR (224 0.06 pglg) Sz, 7/v==%
TR OEORBIZONWTIL, 5 10 BREOBGHAFROIT 7V =F 2 U3
(0.05 pglg) AL, &5 15 HZLUBEIZITRRHIESR (0.01 uglg) K& 7e-7-,

ABFN| O I1T 22 MR QNG RERER Tl & 5L D A5 88 (TR & OMlAE)
INFRD B AVTZ, B GHEML OREFE I IRERTRGE & & S mIE/E A 2 7R U, BRR BT <,
G- LT TR 2 22T E & I D BT 2B 2 BT,

LDz Lt RERIETNAEH SR ICBN T, 2B 0 T Mok
A 5.2 HAREMHIE cE 5 B2 b5,

7o, AMIEKIOERICY7-->TlE, 7R 7 2=a— RN FT o 7 == a— LR
WA TH D Z &6 BEAIMMEREIZ BT 5 B AR ESHIORE R b E 2 2 U H 5,



. M REMAEESROME
1. EH&)
FANX, 7T 2=ma— K ONTNN=F AT NI U ThH D, ARKI 1 mL Hiz
T 7 z=a—) 300 mg, V=X RATNI VN 274 mg (FL=Foob
LT165mg) EFENTN\D, (BH1)

2. 2he - DR
AEFELT RAY LT « )V R A AT« ~NEY T AT, BIET O RE
P MIEMIR TH 2, (B 1)

3. Hi&-HA=

RE 1kg U720 4 HEAFZIRS,) ITAREHF L LT 0.067~0.183 mL (7L 7 =
=a—)LE LT 20~40mg K N7 /L=F2 L LT 1.1~22mg) % 1[EE FICHEHd
%, (Bl

4. FRhOEIF
AREFENZE, A, A - DI, ZERIL ARG EhTnal, (R

5. FHAROERE

AHFNL, 7T zma— LRI L= AT COESAREHITH D,
FHID 1 >ThHr 7T c=a— WL, 1979 FIEREIN-T T 7 = =a—)Lik
RO GPIFEIE T, MEOZ 7 EEKERET 5, JIEMEANT AR 75
T LT z=a—/UiHRIC b A TH D, 9 1 2OTAITH L 7V =F 1%, 1966
FITERSNTZIEAT v A FRIEKERSIE (NSAID) T, ZOFELLH1EM#ETE LT,
T I% RUBRRENC BT A 7 u At —E (COX) IEHDEICL Y e x 2 7
Frvr (PGQ) FEAZIIHIL, fREN - HAR - BURIIRZ TR T L EZ BTV D, HEHA
DEARIIE TN =% T U ORIEDT-DIZ A TV UAREOEETRIANL S N TV D, (B
7 2)

FOfRIE, PR eEGERE (BRDC) & MEEN D E ARG OREN %I T, S
CIZ L AHEDIIDNTEBMAIZ L 5 BERRFIZ LV &Fe AL 7253, BRDC
D—DTHDH/NAY U TE BHERMEMIZR) OREECTHLH/ AV LT « /L N K
D=~ T « ~EYFHT, FIEGC IO THIE MGEE, J60%, % R e
DIERZFIETAHZ ENHY MO T A VAL DRGSR L VIERN LY EBE 2/ 5,
IBHIE, PLEAIRGIC L D3MRETH Y | EHAIOERN I TH 5, F-E DR
(21X, R - TERAE O & 2 HiIEIERI OO SR A I Th 5 &L ST 5, (B 2)

ZDOLHIRERNG, HIEFITHH 7N T == a— )L R OFEER - T RIER DB 5 7

UARBEFIOWIANZSOWTIE, TRZERBZDRENIOWT] PRk 1547 A 1 AR R4
RERPIE) 1THEOE, MEEOMBIMPELED IR S, FFEDF IR LA L <II MRz b
EHTRENNDD] Z LD, ARHIEI TR WEA ZRtH L TR,



WEF VATV IVEREGT DI EITLY | 1 MORETHIEMMR O Z FTHE
T 5780, AFNOBAFIMTONTZ, (B 2)

TN T 2= a— )L T = A TR OER R AANL. BN RN A
HFBINFOIBFIHERAI N WD, (&K 2)

Aola], ABIFIRSEERGE AR S22 SICPE, BEMOKEEE NS, B, B
FEEREOME., AL O OMREIZBIT D168 (FD 35 A951EF 146 &)
83 55 1 HOBUEIC L W Bt 2 Gl S A RRESF 14 555 1 HOBEICE S X, A
RN ZAGET D 2 LITDOWT, RanfEFHEC B8R Ml 256 S e,



I

1.

[ REEICRDIMEOHE

TR AP B ORI AEIE PR AR 1 KON 2 IR ST D,

E MIXT %2
(1) EH
@ zA)j7z=a—)L

AEKIOTFID 1 O THDH 77 =a—LT. [FERNE GICE L B AER D &
LTSN TEY, BEATIIRENZEZESICI Y —HEEES & (ADD & LTO0.01
mg/kg (KE/HRRE SN TWD, (B 3)

Q@ IN=FIUAGTLEY

ARBNDOFRND 1 DTHDLIN=F T U ATIVI R, TA=F DA TN U
THY ., EHWE IS EPHERLE LTER S TWD, 7b=F 2 1220
. BATITREMEZEZESICLY ADI & LT 0.0098 mg/kg K&/ H 2% E ST
%, (ZH4)

@ AHK|ZAWN-EMERERER (. KTHRS)

T4 (RIVAH A U, IR T5~88 kg, I 3 BE/EE) DS FICARA]Z 0.065 X
1% 0.13 mL/kg AREOHECHIAIEZ M5 L, SEYEhRERER S5 S iz, KalBRito
TN T =3 )L ONT )=y b LTCOREEKORBRIER OREA2 £ 1 IRL
7= BB (i R R ONERR) o7 a7 2 =a— LK INT )L =% R T HPLC
WZEVWHIESNT, T, 7 er 7 z=ma— L7 =% 2 U BIR A F L F N
MTHREG LI X o3yEne Lt L=, (B2, 5~8)

® 1 ABAEORERL & BROFIE

e AR G 58 (mgkg (AH) . ,
PR (ml/kg KE) | 7l T7x=a—/L | IL=F AT LIV a AR

1 0.065 20 1.1 W

2 0.13 40 2.2 W, 53An, R

a: 7= LT

a. WRIR
KEFI O FTEEGHZICBITH 707 2= a— LR NT L =% OHEYEhEe
TA—=B—%R2ITRLI,
77z =a—uE, BEREE 1 IR G 4~8 FFfRIC, BUBREE 2 TIdR G- 4~6
BRI Cmax GRBREE 1 : 1.66 pglg L OVRBREE 2 @ 2.92 uglg) (ZELE, a2
Y lT,
TN=F 0%, AREBREE 1 MOSRBREE 2 & BICRS 2 BT Coa GREREE 1 :
1.22 pglg M UGRBREE 2 1 1.88 nuglg) 1L, HRrix b L=, (BB 2, 5)



#£ 2 FTEIT HAMAIRGZ TRE5%D
T = a— )L INT L= DIRENRE N T A — 2 —
N &g‘% a Crnax Trnax AUC b Tl/2
HIERISE
| (mg/kg (KE) (ugle) (hr) (ug-hr/g) (hr)
)l = 20 1.66 6.7 61.3 37.2
a—)b 40 2.92 4.7 82.9 27.6
X 1.1 1.22 2.0 7.1 4.5
=N
2.2 1.88 2.0 13.5 5.7
a: 7l a— N I7N=F% L LT
b : BEREERIZ. 77 2 =a—L 0~T2 K, 7= 0~24 Fi n=3

b. 7

REREE 2 O 5 6 B ICBIT A8k PO 7 oL 7 c=a— L kN7 )L=F

WNZZN DR

HOWREEF IR LT, (B2, 5)

# 3 FIBITAIARHBIE TRGZO 7O NN T 2= a— LT =%
WNZZENZN OB O FIEE (ug/g)

v Tu) T = =a— )L O OREY
(n=3) a7 z=a—)L FFOH FFNH. FFCOOH
1MmAE 3.26 <0.10~0.31 <0.10~0.42 <0.10~0.14
JHHE 2.06 0.46 0.73 <0.10~0.15
Nk 7.39 1.36 1.46 0.99
Jit 2.41 0.28 0.35 1.21
/NG 2.51 <0.10~0.17 0.23 <0.10~0.11
R 5.12 0.57 0.42 <0.10~0.27
Al 3.43 <0.10 0.19 <0.10
5i0] 0.54 <0.10 <0.10 <0.10
v TN= L O DR
(n=3) TN=F 2-CH-OH 5-OH 4-OH
1M 0.38 <0.10~0.11 <0.10 <0.10
JHHE 1.64 <0.10~0.10 <0.10~0.18 <0.10~0.17
R ik 0.70 <0.10~0.16 0.15 <0.10
Jit 0.22 0.25 <0.10 <0.10
/M5 0.21 <0.10 <0.10 <0.10
R 0.89 0.49 2.71 0.39
iG] <0.10 <0.10~0.12 <0.10 <0.10
5i0] <0.10 0.12 <0.10 <0.10
c. HEit

SREREE 2 O EA 120D 7o L7 c = a— L N7 L =F 2 AP ONZF LS D
R DR N O PR 2R 4 (TR LTz, (BFR 2, 5)




4 RITBITARBHIE TG4 120 o7 L7 c=a— L IR L=% 2 i
WNZZENENDORFF DR N OFp R (%, TRINECREAEE)

Z a7 == a— )L OFEORE

A 7”:_7;% FFOH FFNH; FFCOOH G

SR 23.6 2.0 4.6 4.9 35.0 (98.6) 2
# 0.1 0.0 0.0 0.3 0.4 (1.4)
aEr 23.7 2.0 4.6 5.2 35.5 (100)
- TI= v O DR pen

TJN=%>| 2-CH:OH 5-OH 4-OH

SR 8.6 0.1 0.5 0.3 9.4 (46.3)
# 5.3 2.7 2.7 0.3 10.9 (53.7)
At 13.8 2.8 3.1 0.6 20.3 (100)

a: () PEEUEIIREOFEH ORZA R OB ORI R Z 100 & L72iRrOEIE (%)

d. BHFIR5EE DL

ABHF e X7 a T r=a—VORAEENEN T BT 2 =a—/L L LT 20
mg/kg IREOHETHIZE THE LT- & OMFEPRE 23 5 1R Uiz, AREIZ K
THEG LI EoEfh 7 a7 2 =a—) VREL, BAIOR TR E TP LT
77 B 2.6) 7N T c=a—LOHREZ 77 c=a—/L L LT 10 mgkg
{RE/HOHETHRNE G Lz & &0, &5 2 KoM 7 L7 - = a— Vg
FEIX, Bl (4.9uglg) THRLEL . W (2.6 puglg) ThoT-, HMfRHREY
& LT FFOH. FFNH; ;! FFCOOH 0 3 fiEfE ) Mo Sv7-, AEHI R T #5010
RN X A OFANE G REE [ UM 2R Le, (B2, 7) F70, FRBRICE
T A RFHEIN, RdRE (BG% T2 R E TORK O OREE KL OREHY
DOHEEDEED D 97%% D, EHPEIIT 3% Th o7z, RPIZIE, KRE (LD 7w
VT == a— )L CRAPYEMED 64%% 507, BERRIIZ X D PEILHEE OV H 5
N, ABUEIR TGO 7 1)L 7 = = c— )L O XA O 75 A PN G LB L T
W, (2, 7)

TI=F U ATV OB E T V=% L LT 2.0 melkg (REOHETHIR
NG LT- b & & AR AR TG LIz DMmIgEh 7L =% VEE23 6 IO
U7z, MAEPEESIL, $eHRIEITRR > TWDA, 5 18 KN 24 B OB TIXIF
BTholz, B2, 5) HCUCHEGR 7L =FL LV AT NI v ETL=%T b L
T 2.2 mg/kg REO T 24 RifflE. 2 FERNE G L7 & 20, &5 24 Ktk
OFAFR A RESHEVERE X, Bt (5.73 ngeqlg) . FHlE (0.53 ugeqlg) KUENE (0.52
ug eq/g) TrEioTo, I ONWTOHEIITE 20 o720y, 5 24 IR ONIF
B Z B CoA LW T, AR M GRFO AL L Tz, (B 2,
8) Fi=. FFABRIZET D& 5% 72 BEE £ COIRPHEI B G HEGHEED 47.1%, #
PR L 48.1% CTh o7, FERRIKIC K D HEIHEEE OE TS 503, ARFIO L2 T
HRFD 7 v =% 2 OYRM T HA OFIRNE R L FPL L T, (B2, 8)

PLEDZ &t BLAAIOIYENREICH AERITRD bl o7,



5 KHFRGZICBIT M 7 e LT = a— LRE (uglg)

| P BRI S O P GA% 5

IR = 1 2 3 4 6 12 24 48
ABE | T (20) 0.91 1.20 1.47 1.61 1.21 | 0.90 | 0.65
Hil KT (20) 1.27 2.01 225 | 1.95 | 0.92 | 0.31
a: 77 x=a—,LL LT (mgkgAE

F 6 FEAFHZITBT HAFMEFR 7 v =% R E (uglg)
| B HARE OY P 5% 5

IR = 0.5 1 2 4 6 8 12 18 24
B KT (2.2) 1.21 | 1.70 | 1.88 | 1.05 | 0.85 | 0.66 | 0.28 | 0.22 | 0.11
BRI RN (2.0) | 694 | 3.48 | 249 | 252 | 0.98 | 0.90 | 0.62 | 0.20 | 0.13

a: 7Nh=%v L LT (mgkgKE)

@ EEFIZRAV-2MEEAR (Sy k)

Z v b (SD %, 9, M3 VLR & VT, ARRFIOTHN 2 plsy 2 ARAI L [ T
ECRLE LTcBL A HROA Y 7 THRREK 2 . BEBREIM O FE TR 2 fERE L 72 s & BERSIIC
HAEFREIRE O 5 (B 1 X002 : 300 ma/kg AR, B4 3 : 2,000 mg/kg (AH) 3L,
BUENT L D kiR ) 52t < vz,

AFEMERE. IR,

IRERE R OFIRORERZR TITR LT,

Tul T z=a— LRI IV=F% T AT VEERIO T v b~ O R
175 LDso 1% 1,000 mg/kg (AHE L HEE SNz, (B2, 9)

F 7 Ty MBI T 2=ma— Kk ORT V=% URAARR AR GIC LD
R RS R

R Al 58 (mgkg (RE)
- 300 (B 1) 300 (B 2) 2,000 (E%p 3)
B a 0/3 0/3 2/3
< T (2p)
—HBfRRE B L B L - FREENK T, A A, RIS T GECH) 2 61)
s THEERORIZ L D5 GELH] 1 1)
B nIe ) HE e ) o
PR whasnm | @hasag |00 W
kR gL e L « INGOIREAL K OYEIEOTEEE (FET ] 2 f51)

a : HEEW 3 B DT HIEKL

Ja)l 7 zma—)LE RN TNV =% ATV COHEAIE L TCOFMEEELAERIE L

2 flEtt, BELR T oL T 2=ma— LRIV AT 11 1 DEISTH A,
SEEEII TV uN T a— Ll TN AT VOEEDFITTRIILTWVD,

4 AT TIBRRKENE (OECD) AL EORBRIZEST D04 RT4 2423 (2001 412 A 17 HER
R (ZHERL,

10



TOFMA BRI L, 7oL 7c=a— L I TN =F T AT L OMET » K
~OREOBEGHIZ X D LDso I, £ 2,000 BEON130 (Zv=F > L LTT8)
mg/kg (KETdH 5, BLEAID LDso fEIFAEZ 1,000 mgkg (KE T, 7/L=FT AT )L
SUETETLE 8 (F=F%T Lt LTH72) mgkg KETH-T-, /-, 7=
rDOFREMEE LT, /MEEEETAHEERENM LI TV A, BLEAID 2,000
mg/kg (REEGEETH LIV TR, /NEOIREAL, BIFOIEEZEOZELIZOWT, HGE
FliL, IN=F T U A TN COFEBELFETHY . Fii S5 S
Molcb LTS, UUEDZ Ennbh, BEFIOEMEIL, 7V =F U AT NI LD
HLOT, 7T = =a—)L L OELAIC X D EOFTRN XTSI IR Hivd,
FEINR 72 b D & B2 Hie L RFEHITELE L TWD, (B2, 9)

LA L7ed B, BB SRS SRS K ONEE} - Akl s i
%, BLAAID 2,000 mg/kg KELGRECTH LI FRICEALESOZ( X, 7uaL>
=== LOPEIEAIIC LD RNV | BARIOFM I 7L =% 0 ATV UK
V7 an7 x=a—LOmANRRKT 56O LHW Lz, £7-. 2N bOFMERET,
FESRM SUIFEPTHIR R CI3 e < . FIIMCH D &l L T2,

(2) #ho&l
ARFNAFH S TWDIRIIFID 5 B AN, EELAIN-> NI S,
RRINZEFESLT (EMEA) 1238V T ADI 283E STV A2, BRI S S i s
ZEMBERFERE (MRL) [3E%E S I TV, A - BRI, B5imhny<oE 3L
e LTSN TEBY ., FAOWHO &RIEMEIIEZEH (JECFA) 1238\ T
ADI D3R EINTWD, ZEANL, JECFA 1235 T Group ADI & LT ADI Z#illfR L
72oE (Not Limited) EFEISVTUW5, WANE, EIELISIM E UTHEH S,
JECFA 1248\ T Group ADI 235%E 4L TV 5,
LEDZ 0t ABFNZEENTODEIANL, Z ORI BEFOTERMG A
OARFNOME - HEZBET L L. AUROGHENy & L THEIRLZGEDE h~D
fEFE NI CE 5 LB biD,

2. FREHER
(1) %8x8 ) @

T RIVA R A U, AREE 65.0~99.0 kg, [ 4 SA/RR) OSEREE FICATA % 0.133
mL/kg REOHAE (7a/L7 = =a—)L 40 mgkg KEK N7 /=% 2.2 mg/kg (&
HEA) CHEHRG L, FEERBR S Sz, 85 1, 3, 5, 10, 15, 30 X145 A
BN, B, P (R M OB GEAARA) . /NEX ORI Z 8RB L, A%+ oo
TN T z=a—)UREE TLC N A4 — 7T 74—k, 7r=FT K%
O (2-CH:0H, 4-OH K (OY5-OH) D% HPLC (2 X v HlE Lz,

AEFLZ TRGZICBT 28T O 77 s =a— /WREK T L =F T R
Ertntihik 8 LUK 9IITRLT,

77 = a—/LOAFAR IR, REERE & & BT L, 545 BT,
B GEMLARA S VBB E L4 4 B 1 BICENTHRE (ZHEi 0.06 pglg) S

11



7=y, g, TR (S EER) . /MER OB CTideflCRrriRA (0.05 pglg) A & 72
ST,

BRAFEF O 7 =% o RO ORI, %5 10 HE TIIBRGARALARRIIZ O A
TN=F U S, &5 15 HRLBE TR (0.01 pglg) Kiili&7e o7z,
(B 2, 10)

# 8 ABHIEZ TEREGRZRICBT HMET 7 e T = =a— L RE (ug/g)

Pk BeE% % (H)
(n=4) 1 3 5 10 15 30 45
" <0.05~ | <0.05~
<
Frliek 2.07 1.51 1.83 1.85 074 014 0.05
<0.05~ | <0.05~
Xt
2 2.47 3.80 1.47 0.86 0.39 0.16 0.06
<0. ~
/N 0.75 2.49 0.57 0.92 0.37 %0157 <0.05
A <0.05~ | <0.05~
1.52 1.75 0.65 0.28 <0.05
(i) 0.14 0.17
A <0.05~
o 2,731 1,642 650 432 55.3 <0.05
(P& 5L 0.06
< ~
ik} 1.86 1.76 0.72 0.40 0.14 %‘015; <0.05

F 9 AR THREZIZHT DT 7 v =% U RE (uglg)

et btk A% (H)
(n=4) 1 3 5 10 15
Ji i 0.30 <0.01~0.04 0.01 <0.01 <0.01
R ik 0.17 <0.01~0.02 | <0.01~0.01 <0.01 <0.01
/Mg 0.08 0.02 <0.01~0.01 <0.01 <0.01
A G5 | <0.01~0.05 <0.01 <0.01
A @58 11.62 0.23 0.43 0.05 <0.01
HENG <0.01 <0.01

a : 4 BIOFREMIE 0.36, 0.52, 1.84 X 1V43.5 pglg, ./ : mobrgd

(2) %BH8% ) @

T RIVA R A U, AREE 44.9~76.6 kg, [ 4 5A/RR) OSEEREE FICATA % 0.133
mL/kg REOHAE (7r/L7 = =a—)L 40 mgkg KRN N7 /L=F 1 2.2 mg/kg (&
EEA) THEEG L, EERBRONEE S, B5 1, 3. 5, 10, 15, 30 X145 H
BN, B, P (R M OB GEAARA) . NEXOREN Z 8RB L, A%+ o
7anTz=a— W gEE TLC "M A4 — 777 4—I2&, 7= 0 K%
DR (2-CH:0H, 4-OH K (}5-0H) D% HPLC IZ L W #HlE LT,

ABEN L TR GZIZBIT 55 MEF o7 a7 s =a— /RELDT7 V=% ViR
JE &2 10 KO 11 1R LT,

77 = = a—)LOFRTRE IR RRGE & &I L, &5 30 A% TR

12



FRLAHR A R OV NG D 23230 4 Bl 3 B, WNZ B g Ol (Wi ER)) DL
4 1 Bl S22 (0.06~0.13 pglg) . #4545 A TlE., Sfko26 Tt
FRAL (0.05 pglg) AKiiti & 7po7-,
B D7 =% 2 RO ORI, 5 10 B TIIRGEMLARIC DI
TN=R U SR, 5 16 BRLIBETIIRHRA (0.01 pglg) A & 72 o7,
(&2, 11)

# 10 AREHFFE TEREZIZBT /T 7 a7 2 =a— L RE (ug/g)

=) BeE% % (H)
(n=4) 1 3 5 10 15 30 45
" <0.05~
JrFk 1.83 1.59 0.47 0.23 018 <0.05 <0.05
<0.05~ | <0.05~
X <
gk 7.13 3.30 1.58 0.54 0.21 0.08 0.05
<0.05~ | <0.05~
\ <
/N 1.82 0.92 0.25 0.26 0.19 0.13 0.05
G <0.05~ | <0.05~
<
(B 2.07 1.17 0.22 0.14 0.17 0.10 0.05
A <0.05~
o 96.61 80.75 17.76 5.67 1.42 <0.05
(Fe 55AL) 0.09
C <0.05~ | <0.05~ | <0.05~
< <
1%} 0.95 0.84 0.6 0.14 0.08 0.05 0.05
# 11 ARAIE TRERZRICBIT LT 7 v =% ViRE (ugly)
v BH% B
(n=4) 1 3 5 10 15
Flik 0.20 <0.01~0.04 | <0.01~0.02 <0.01 <0.01
ik <0.01~0.12 | <0.01~0.02 <0.01 <0.01
/N <0.01~0.06 | <0.01~0.02 <0.01 <0.01
A GEBER) | <0.01~0.02 <0.01 <0.01
Al @e5ED | <0.01~0.09 0.082 <0.01~0.11 | <0.01~0.05 <0.01
Relf <0.01~0.04 | <0.01~0.03 <0.01 <0.01
a : 4 FlOFAHEMIE 0.03, 0.05, 0.22 % 110.01 pglg, / : ok

3. #ITHTIREM
(1) Z=EHER ()

fF (MR, 8~12 A, R 142~251 kg, KEMMEN OMER: 4 BE/RE) OSERR T
. AREEIZ 1 5E (0.13 ml/kg (RH) |, 3f%E (0.40 mI/kg (RH) LKOV5 f5&E (0.67
mL/kg {KE) OFET1H 18, 3 HEc&E L, ZetaBn e sz, T
BRI AR AR 2 e - Lf:o
AR ORER M GIZ L 0B LR 12 IR LT,
—fCIREE T, %%Efﬁm@}iﬁ; (EiR) ZBrE, HGITERT 2 B 72 2{biiBs
Nighotz, 3 FERGRECIHEBHEORIMN, 5 (FRERET iﬁbk&ma%ﬁﬁi@@w
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NI, b SRR GRECIREDORME A A BTz,
PR ClX, b FERGRECHEOHEMMN A SN, HUKEOHRAIZ LD IR L
Bz b,
ﬁu?fﬁ?ﬁﬁ*ﬁﬁ MR R, MR LSRR e O Tk, GICERT 2
D Eﬂfcﬁﬁ)/) 710
F i%fﬂf‘ﬁi%%ﬁ%"ﬁ“( X BEGEML AR ZOftho) *””&U%ﬂf‘ﬁ%’( I, WEICERT S
PO BIZe 0Tz, DlgeE R TIIR G L D2 HITERD ol
ui@ﬁ%i v AR O R HETH 5 0.13 mL/kg KE (7oL 7x=a
—/L 40 mg/kg {KE, 7/L=% 1 2.2 mgkg (AE) ZHREIFE F&HETHETIE, &
HHNLCR T DEEEE A RE . &5 Lo 2 ZeMIciBE L 72 b BT b &
bz, &2, 12)

7 12 FBRREORE L O 510 L H 2
- P58 (mgkg KHE)
N B r N 1) z ¥ AR
RERRE (mL/kg (A) 7#13/»7; 7/1/?&%/ A 5\ L D
—a—) b

papiis 0.672 0 0 2L

- « PEHIRALDOZA Y (FHIE, BRHERONTH,
1 f5E 0.13 40 2.2 P

. - AR, BEGAEIOZ L GRIE, AR
35 0.40 120 6.6 B ML %)

- RKE, EEHREK OROKEDRD, RO
55 0.67 200 11.0 RN, B EEALOZ L (FEIE, eSS
O, HifL, AE)

a : AREIER ARG
b : XHEREC O EEMALIT L OIEDS A HAT=,

(2) EATRIGHEEEAER (4)
T4 (RIVAZ A FER, IKE 80.5~84.0kg, M 35H) MV, AfKl (7oL r <
= :—ﬂ/ 300 mg/mL, 7/L =% & LT 165 mgmL &) % 10 mL (1 2 A%
R OMETHASEER FIc&E- L, 20 15 HRRIZRIEE SR T
_&“5 LT, #5005 45 A% E T—RBB LR QN G OBIZ2 21TV, BIEIFK T
%, BEIEOLORIRE N OB AR IR 21T o 7=,
—fIRRE T, R 208 CRGITERT 2 £& 2 b EZF IR biishoT,
B OBIZZTIE, BHERZIC BB A DL, 5 4 F%OBIEE T
(FEARS - DAz, NERRITRFETRGE & & IR LG 2 ARV N LTeDs, &
DI%RTRE & LT E- 24~35 HiX & TR bz,
B HENLDOWIREIZE T J@%X FHEREAS 1 (8] B B G OAASEENZ 8 i 2 {5,
2 [A] H&“@%ﬁ&@ﬂﬂﬂ%ﬁﬁfs ZITEBI TR L, WAEITHENES THVRETH-
7 ﬂﬁﬁ@iﬁ%ﬂ%ﬁ@&ﬂ%ﬁ%m IR L TR BTz,
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B G O PR AR A Tl WARAYIC A HIVTOE 13T 4L b BRHEMERE SRRk,
PRAEFHII L OV o ERIRIEROG 2 R L LT RERERE S L GRO BT, BEEBAE
TRRTIL, BN D DOARAERE Mg M ORI E OSISIRRD BT, &G
LRI A N0, (B2, 13)

(3) ERFREAER (&)

EIND 4 figkl BT, FEVE L O MR & W S =14 (22~148 Hiin, “F
VIAREE 100 kg, 1134 88) % HWVZERIRBURDN b S V72, AR SO Tt o
RUEN AR 1B 1T RGRREE, IWER OB G RECRG- 2170, #5646 11 R E To
—fIRREABIZE L C, BGICERT 2 AEFZOARA B Lz, &G OBIE21%,
P BAMGT 30 H KON 45 HICHEM Si7-,

REREEORER S O BIAI 512 L D A EFRICET 2BIERROE L HER 13 1T
L7

KRB B 5 U8 GRBRRE 1 KOV 2) Tk, EEMACIHIT 2 BEATR2FRE, &
TERZ GUAEFERITFRD bV oTe, BEFTRIL, B5EZITHREI K FICir
THZEICEVAETHERTH Y, FEERE & & IR OS2 b LTz, BERED%
ARTHRE 30 HiZ LV 545 HEO MK FEHEAAGRO Hiv, ERR ERIEE 7o
HHDOTIE RN EE LN, &2, 14)

# 13 BB L OFEFRIETH2HEEROF L
1] V=i =N
e AR O %ﬁﬁjﬁg e g
(GIERx) B AR T O (mg/kg {KH) (BIWEH Z &)
gL | AN 0067 | 7mnTm=a— | T HOEOR
(45) (FZF) (B [m]) 20, 7=F% 1.1 B
PR 2 AEA 0.133 TuATxmm—gL | ﬁlﬂ;‘)ﬁﬁg é?ﬁigg
(45) (FZF) (B[aD) 40, 7=F 22 B
Ja) 7 =3 0.05
AR e
ﬁ‘(j UV msioz | o\ 1mE, 2~ 170:11»7 R 20 o
(FHAN) 3 Hf)
D77 xz=
. = — V] (5| D0.05 (1 A 1 1A,
ol HE =1 : - .
*T‘(‘j 2l r@zn=x|a~anm |77 ECSTN N ey
T BIF (k| @0.04 (HiE] <) ) o o
W)

a : &GP 30 H AN 45 H ORFFERARITZ-EH 22/45 1] (48.9%) KON 11/45 B (24.4%)
b : B5BHLAH 30 H ROV 45 H ORFFERAERITENZT 26/45 B (57.8%) KON 14/45 il (31.1%)
¢ 7))L 7 == a— VEKOEE SO I,
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111, BAREEETE

ABHFNOERTHLH 70N T 2= a— LN T IV=F T ATV UL, FEE)
WRESGSE L TENANTHER STV, BATIERENEAZERIZE Y 7ur T -
==a—/Ld ADI & LT 0.01 mg/kg AH/H, 7/L=F 2@ ADI & LT 0.0098 mg/kg
(RE/HRRRE ST D,

BLAHITH HAARBA Z WA LB 7oL 7 . =a— L l-lRI T 7 =%
2 AT VR WSS AR D RO S ENRE Kk ORI DU T RIS
iz, ARFENZBOTIIECAFIOSENRE A EAERITRRD D e Tz, AE|D
FMEII TN = AT I KR NT T 2= a— )LD FICERT LD TH D &
AW =iz,

ARBFNAEH S TODTRIMBNZONTIE, ORI, BEFORRM R & O
HIOHE - HEZEZBET D L. RKRFIOEHERGE LTERLZEAEDE h~DOREFESY
Il cxsLEZONS,

AREFN DGR A2 A OSE R FIckG LRI, 7oLy 2 =a— i
5. 45 BRRIZBW T H RGN A L OVEE TRy (240240 0.06 puglg) Sz, 7b
=X T R OFORBEINZHONTIE, #5100 B OEGENTHRADIAZ 7 Vv =F T
D (0.05 pglg) S, #5156 HELARERIZIFMHIERA (0.01 pglg) KL 7eo7-,

KEHN DA I D22 M3 N O RRBR Tl B DAE (JEIR N OV
i) DERSO BT, G ORI TR RGOS & & BIZEHEEm AR L, BRR EORE
1T <, B UTRTRT 2 2 eI & 72 D80T 2 B 2 BT,

P bDZ Lt ABFIDETNCHER SN DRV ICBWNTE, BmE@E LT Mok
B % 52 2 RetbiiEECE 5 L E 26N 5,

ok, ABFIOFERIZS - TlE, 7l c=a—ARNF Ty 7 c=a—LRERk
PEFICTHD Z EnD, FANMMEREICEST 2 AR ETHl O R LI F 2 5 0E)N
H5,
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<BUHK 1 - K/ ORI >

WA

124

7 a7 = =a— USSR

FFOH a7 x=a—)L7 )La— UK
FFNHos a7 c=a—)L7 I Ik
FFCOOH )V =34 I UERIK

T =23 ARG 53 )

5-OH 5B Fafv7i=%
4-OH 4-v Fax 7=
2’-CHOH - KX AF LT )L=F

<HIH#K 2 . IRENEFIEF>

PR ey
ADI — HEIGEFAE &
AUC SEWIR FE MR T s
BRDC LRI R (G
Chnax R
COX vrutrx o —%
EMA (EMEA) | BRNESE AT (BRINEESESLT)
HPLC R o~ NTT T 44—
JECFA FAO/WHO & R iz =ik
LDso P ESC R
MRL TR
NSAID AT B A RRIHR R
OECD R ) PR
PG TRARABT T
Te TH R
TLC HEsa~ NTT7T 40—
Tinax I e B R ]
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<BHE>

1.

10.

11.

12.

13.

14.

T EENR S B EESRERAGEHEE (L A7 r—L) —RNE

PERESNER— - B HERGESEIGEAGRHGE S GERAR)

T EENRAS . B EEGRERTAGRHRES (L A7 e —)L) —RM%K

BRESER— « B EIE GRS AR HGES  MIEREE GFAER)

BinZeRB R, TRWMERSZESHEORROBHICOWT) (P 19428 J 30 H

[T FRER 822 %) - B B ERSRHlE 7 L7 = = a—/L oAl

ZREIZDVWN T, 2007 48 H.

B eZEAR. TRMEFGCESHR ORI RO SOWT) (PR 18 4512 H 14

HAHTIRFEES 1005 75) @ ik B HERSRHMEE [T =% U XA TN & f

MGy & T HRGERRE (NF ) KOVEOHEKRETRA] (N I 3R 5%) ©

PRI D RAERGESE ROV T, 2006 4212 A @ () 7b=F A

7 L ORAEREZERHIII OV T

T ERE RS B ER GOSN GGG S (L A7 e—)L ] —

2REESNER— B ER L ROE R TEARR EF'Eii NER 11 GEAFR)

T EHE RS B ERE S RERTTAGRHREE (L A7 r—L) — &

2EESNER— B ER OG5 ARR EF'Eii ERE16 GEAR)

T e EHE SRS B ERE S RERTAGRHREE (L A7 r—L) — &

SRESMNER— « BN ERG SR GCAGE S MR 16 GEAR)

T e EHE RS B ERE SRS TAGRHREE (L A7 r—L) — &
EEREESHER— - B HER G EGe AR RS IMTER 17 GEAR)

T ERERASHE. B ER GOSN RGE RS (L A7 e—)L ] —

2EREESHER— - B HER G EGeAR R EES  IMIER 6 GFAR)

T e RS B R SR TGRSR (L A7 —L ) — &

ERESNER— B HEEGROEEAGR RS IMIER 13 GRAFR)

T e RS B R LSRR E (L A7 —L ) — &

SRESMNER— « BN ERG SR GCAE RS INMIER 14 GEAR)

T e EHE RS B ERE S RERTAGRRREE (L A7 r—L ) — &

SRESMER— « B EIEG SR GAGE RS MR 7T GRAR)

T e EHE SRS B ERE S RERTAGRHREE (L A7 r—L) — &

SRESMNER— « BN ERG RS GAE RS INMITER 18 GEAR)

TR ER RS B EE R ERTORGEHRGEE (LA 7 e —b) — /b

ERESNER— B HERGEOEEAGE RS IMIER 12 GRAFR)
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5 1 hiBE6R
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L

JRWHIEE AT ML OB iiER I THH [ 7 a7 = =a—/L (Florfenicol) | (CAS
No. 73231-34-2) {Z2\ T, BAnEREER Ml A F2hE L 7=, 7o, 4], FEpy@hheatit (4-)
N OGRERER (4F) s,

R R B X s RE (T > b, R P R K. ). AR (T
F, v R), BAMRE (v b, w7 A A X)), BEEE (FX, v 8, BB

(v b, wTR), BHEELOERE (T b, wUR), BlaalElNCMED S
W B3 AR BRIGES CTH D,

BRFNEZ DUV T, 1n vitro DY AR E BRI B\ TG ED AT LA A2 %wuw
1n vivo DYLRELE R N OVIMZRBR I B W CIT e T Tho 722 Enh | ARIC
TRELE 22 mT eV E 2 b, o, BRAMIIERO b2 L 6
AEIEFAE (ADD) Z3%ET 52 EMAHETH D &Il L7z,

KRR D NOAEL D/ Ml :M;z Z FAVNZ 52 RS RERO 1 me/kg (AH/
HThoTm, B — HEBEEFAE (ADD 1IN aRILE LT, 222455100 THL
72 0.01 mg/kg (AH/H L 5%E LTz, *ji WA TR AN HEEH S ADLIE 0.012
mg/kg RE/H EF%E LTz,

P bEXY, 7807 2 =a— O RMEEEESEMH SV TIE, ADI & LT 0.01 mgkg
{KE/H Z3%E LTz, 728, SANMEE 20 L2 W IR EE T 20BN H D |
ZUZ oW TR TH B,



. FHExRBYAEEROBE
1. A%
A EBTHEA

2. AR D—iR%A
4 . 7a)l7c=—a—)L
#4, : Florfenicol (=M 2. 3)

3. %4
CAS (No. 73231-34-2)
#4 : 2,2-Dichloro- N-[(15,2R)-1-(fluoromethyl)-2-hydroxy-2-[4-(methylsulfonyl)-

phenyllethyl]-acetamide (R 4)

4. 3FHK

C12H14Cl2FNO4S (&M 2, 3)
5. #F=E

358.2 (ZH 2, 3)
6. #HER

KNHCOCHCIQ
mc%5—<z::>—?H—Qﬁ
OH  CHF

(ZM 2, 3)

<£#%> /nu7Ah7x=2—)L (Chloramphenicol)

fPHCOCHCE
%M—<_:>—CH—CH

Y

OH  CH, OH

7. FROBERMERKRSE

7))L 7 == a—) UGN, fERICZ e A7 2=a— )L EEPILTEREY . AW
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A, 7L T 2=a— LRI V=X ATV RS LT B (HEELAE
<) OERFIOAGEL N7 BV T = = a— LA GRS & T B IEOR 0550
ALK EMFRECR) OIER) (2P 5 PR AMERR B IR DM AN E A S B K ) & 25
SNTEHDOTHS,

. Z2HIZRHIMEDHE
AFHMETIX, BWAERGAEFREEERSELZ L LI, 7al T o =a—/L0D%%
PRI T D MR ZEE L7, (2R 2~43)
PSR S QMR A B EREFR 2 B 1 e OV 2 1R LTz,

1. FEWENREEAER
(1) EyEeEsiR (v kb

F v b (SD . MR 6 PT) |2 UC KL 7 L7 = =a—/L 1% 7 AR O#E (65
mg/kg RE) L. 1 &KON6 [EIHOE % 24 K £ TOIR & FRERILS vz,

1 B H B 514% 24 IR QPRI U TG HERETEDR) 62.7% (1 @ 59.2%., M
66.2%) . FHIZHI 16.1% (- 19.6%, M : 12.6%) 23PEItS7-, 6 [0l H 514 24 BE
T, R U TR 5 HERTEME DR 60.4% (HE : 52.4%. 1 : 68.5%) . FEHIZIX
#123.9% (K : 30.4%. M : 17.4%) D3RS N7, S GHERHRI T3 2 EIERIE T
L7208, BEERE OB IRITIER U Cdb o 7=, SBREMIE 7 [5] H #8652 BRI #4 12 228858
TR S AVHRR R OSSR DAz, MR L0 @O BEREME 2 7R U7 a3 & &
g cdH-o7-, (B 6)

SO R CERELE Lz, Mg, IR, L OVRE, B SR, BT RS OIFR
ENRAHITND, TLC, HPLCIZ X W Kilkl 2 mBE L= & 2 A, REIoOREIC XY
fFAELIE R 5 b OO 5 TR B S LTz, (BIRT) IR, FITOWTE BITFEICHRET
SNiZe ZA, INBIIRBEADOM, a7 z=a—L7 I (FFNHy)., 7ua/L
7 x=a—)LA%Y I NEg (FFCOOH), 7/ 7 = =a—)L7/)La—,L (FFOH). &
Jrman7alTo=a—)LTholz, IRFPMDOITRE(WR, #F) 51X FFNH23
Rt Enz, (B 8)

(2) EYEesiR &)

W (T2 RL—2fE, 380) I2BIF A7 17 = =a— Lo HEIRGANE S (10 mgke
RHE) IZBWT, Tha i3 1 FFHTH Y, ZORFOMIEFIRIED Crax 1349 4.2 pg/ml,
Tye 1349 5.2 BFE T o7z, #5- 1 O 8 Kk O i laE Lz 2 A, 1
ML ORREF AT X, By, APlE, g, M. AL /G, IEMIONEICE <
DOIRLEXMATD 2 (5L EAR LT, 8 RFEIE TILZ AU H OIREIIATOMM T 1/2 FRE
(KT LTz, @D FFCOOH (3, Bk, NE, i Caled Havi=As 8 IRffi]
% CIIATIR, BT 2 BREE L 720 | REMUIK L [RARDZEN 2 7R L=, FFNH (ZRZL
A 110 K T, FFOH 12 & A Ehth siaipo Tz, RE(LRE O E AR L
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T 24 W] & TITHR G- EDOK 57%03R « #HHICHEt S 7z, EDIEE A ENTRF~DHE
T, FERLDIIREMATH T, (BH9)

(3) EMEREAER (4

4 (RIVA B A LFE, 3HH) ICBIT 57007 = =a— Lo HERANES (10 mgkg
RE) 1IZBWVT, ToaxlE 1 FFHTH Y . ZORFOMIETIRED Crax (35 1.6 ug/mL,
Tye 135 18.2 BfEI ThH o7, &5 2 KN 24 I Offk P iz THE LIz & 2 A, 2
IRFfE R OFARRF oA LB, It M, DG, ARAL AL IR, EMGONEICE < B
JEOPREE I MEED 2 f5LL FA7R L e, 24 R TIXIZAUO OIREIX 12 FREIK T L T
We, O FFCOOH (IR TR <. i, i, &g, Mm. JENG, i Ceio o
U=y 24 W[ CIIRZERIR & RIRRICIEY LTz, FENH [ZRE UIRD 1/56 FREET,
FFOH XS BITETH -7, REIKREK O 2 A5 LT 48 Kl & CTloik 520D
1 52%NR « FERIZHEIt STz, ZOIFE A SIIRFA~OPEIT, T2 OIRE
KTholz, (B 10)

T4 (4 BERE) ICBIT 5 7 a L7 = = a— )L O EEIF RN S TR T (40 mg/kg
RE) 2B\ T, AN ERFO MIEFIREED Crax 13 15.1 pg/mL, Tmax D RAEIT 1.0
). Tye & 12.2 e 3, AUC (G0 bAGEHIERE T) 1% 194 pg « hr/mL, AUC

(BHGNOHEKET) 13213 ug - he/mL THh-o72,

R T GHEEDMIETIEE D Crmax (3 2.93 pg/mL, Tmax O FRAEIE 4.0 FFFE, Tz 1% 79.8
i 4, AUC (%50 B EAREM £ T) 13 101 pg - hr/mL, AUC (&5 575K %£ )
1% 265 pg * hr/mL Th-o7=, (B 11)

T4 BB [T a7 2 =a—)LEEEE TG (20 mglkg (RE) K UOERGA
NS (10 mg/kg KE/H % 3 HRE) L7=BRas3Zfi Sh s, RERE T# 14 B
IR 25 1, B H1EE NV 2 CRIBRICR G- 21770 - T2,

AR PR GREOIMEFIRE D Cmax 1385 6 FFHERZRICED B, 85 24 K% T
1.0 ppm F TR T L7 AR PP GEED MAEFIEEE D Cnax 1 3 A& B¢ 5 3 I
% IZ380 B, 5 24 IFE#% T 1 ppm U FITIE T L=, (BHE12)

F (RIVAH A FiR, HESHAME) (7T z=a—)LAHEROKE (5 Xt
10 mg/kg (AH) IFHEIFHRANES: (10 mg/kg (AHH) L., SEBIREIRD Ik S iz,

BHERETERT DIWENIE T A —F — %R 1R LT, OGO 2/, WITh
b E 1~2 BRI IR B2 R L, 5 48 B I IR A (0.02 pg/mL) A &
AoVl

5 mglkg REZR AL LI-RHIIIT D544 72 RERO IR K O O SRR
ZRE L, BEEISTT IR EZR 2 (ORI, 7T 2 =a— LR OREY)
IFE & A En 4% 24 R ClTRPICHRIE S L RPEREO FRIZ T L T = =a—

3 R,
4 R,



ILTCHoT,
10 mglkg REZR ARG LIZRHCBIT %5 2 KO o717 s =a—

IR OEDOREDOREZFK 31T LTz, (B 44, 45)

F 1 BT A a7 2= a— L 5% O EIIE T A —Z —
. BhH5 Chmax Tax Tie AUCo-48
B | ngkg 6 | (gl | () () | (ug-homL)
FEn 5 4.1 1.3 4.8 37.0
o 10 4.8 2.0 3.9 52.4
AN 10 1.5 1.7 28.7 35.8
# 2 BT A 7T o=k 0% 72 FiE O
7 a7 o= a—)L KOG OIR P RO (%) @
v JHLT = 1 -
(n=3) a—L FFOH FFNH: FFCOOH "
£ 0.4 0.5 0.0 1.0 1.9
R 70.4 9.3 3.9 5.9 89.6
it 70.8 9.9 3.9 6.9 91.5
a : PHTREOTINEIGERIZ K DA EfE
# 3 MOkhE 2 KOO 7e LT c=a—
M ORI OIREE (ug/mL Xidpglg) 2
Vs A=Y O K&
(n=3) a—)L FFOH FFNH; FFCOOH
1A 5.63 <0.10~0.15 <0.10~0. 51 0.34
ik 4.80 <0.10~0.25 0.54 0.47
R 10.37 <0.10~0.17 <0.10~0.16 1.42
Jii 4.76 <0.10~0.43 0.29 1.16
/M5 4.55 <0.10 0.16 <0.10~0.14
JEFT- 7.36 <0.10~0.32 <0.10~0.96 1.75
A 4.80 <0.10 <0.10 <0.10
Bl 1.28 <0.10 <0.10 0.25

o PEE DI OR (RTIRSN0.10 pgml U inge e R EF & ST 5a)

2. REHER
(1) BREHER K
W (Z> RL—AfE, 3~4 0 Hiin, 1588/ (77 z=a—)% 5 HIWERk: L
THRNEE (10 XX 20 mgkg (AH/H) L., #5 28 HEE CoMmME, B, [k,
TESRIOLARA, A, /B ORI IRE 2 & L=, 10 mg/kg K=/ H & GHE T,
e b3 Qoo ERIRR (M4 : 0.05 pg/mL, Z Ot : 0.05 pglg) % FE D i
DFRO LIS, ZOMOFMFBITE BRI CTH Y | MIEHRE GG 7 ARLEE
EIRFA TH -7, 20 mglkg (KE/HEGRETIX, B85 3 B OIMBE L OB g+, 7 A
# OB CIXERRMZ a2 HEG8D S8, Z OO CILE BRI A
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THY . 14 BEUBEIBIET b ERRIAKM T -7z, ZOMOFMMITR G 3 HEZLIE
ERRARMG CThH-o7, (B 13)

R (CHEFELW), #9220 Hil, 16 B/ (7 a7 = =a—/L% 5 HIEEEHAN
Peh (10 0% 20 mglkg (K5/H) L, #4521 B E COMmEE, MK, Bk, i &
SHEALARA, VESHEALERDER A, /NG R OB 2 e L7z,

10 mg/kg IRE/ H R GHETIE, &5 1 HRZROBNK T 0.10~0.24 uglg, EHFNAHAT
0.10~3.52 pg/g. TEFENLEIERFHA T 0.24 nglg 23 Sz, 20 mglkg K5/ H &% 5
BECIEL, 85 1 BRBOME R OSHRHICRE D BIEE Sh, FRCESTALAG N TRl

(8.21~192.52 uglg) Th-o7z, MiEGHEE &, B5 3 BRLEICITE TORE Tl
PR (fif M ONHEAE : 0.05 pglg) Kifi & 22o7=, (B 14)

(2) RBHR (%)

3~4 MAWDTH RVAZ A FE, M 3 BAMREUEE) MO 2 Al (v
AR A AE, ME S FEMEERE) Ic 7 a7 o= a—L% 3 HEERE L CRRNES (10
X% 20 mglkg RE/H) L. #5-1, 5. 10, 20 X030 B#lcilE, /Ry, Blg AT
fig, VESHAARA, TESHALERLERARN, /NG OB HRR 2 e L7z,

3~4 MHEOFHZIBWT, 10 mg/kg RE/ H BEGHETREG- 1 B R OIMAE R OSKHHRF
TEFE XV EGTERAT AR T 262.06 pglg, RN TR EDETHA T 72.44 nglg, Bk
T 1.30 pg/g. AT 1.19 pglg. MET 0.72 pg/mL, flET 0.34 pg/g TH-72, /N
T 3 B 1 FI2RHIFRSE (0.05 puglg) A, 2 #ili% 0.59 X1 1.03 pgl/g Th -7, fiF
Gl R AR Ch o7z, B 5 A% TIE, HEEALAA T 9.09 nglg.
RN TR D ERH A C 1.01 pglg, 1T 0.13 pglg, &g T 0.05~0.19 pg/g T
ol BN OFRATIE 3 FilH 1 FI2HIR A & 720 . JEI R OV NG Tixafins
BRI Ch o7z, B 10 HHE CIRIEFERAATAN O 2 12 Br & 4 R BRA
L7220 | ARIE 20 H LR CIIAR R CRHHRR SR & 72 > 72, 20 mg/kg (RH/H B 58T
%, 51 B RO MSE K OSHAR -P IR I VRS ERALAR A G4 1,208.91 uglg, RN CEST
HRALJELRIES AN C 132.59 nglg, BHi&C 5.22 nglg. /IMETT 3.00 nglg. KT 2.47 pg/g.
M4EC 2.20 pg/mL, #HAT 1.23 ug/g. NENT 0.64 ug/lg ThH-o7-, #5 5 0% CIRiEs
EROLARIA ) 27.65 pglg, ESHBAERLEAHRN T 1.26 nglg &72 0 Bk, A, i
5 N OV C bR S=23, IEIGIEMm R ARG Ch - 7=, 5 10 B Tl
FESHEOLARIA, EGHEOL SRS A A M OB C D4 3 fBilHR 2 B - R & A TR R & 72
D, FH% 20 B LRRITERUEECRITRIURN & 72 o7z, (ZH15)

2 DHAIOTAZIBN T, 10 mg/kg R/ H BGRETRSG- 1 B OISR OHHR+
TEFE XV EGTERAT AR T 452.83 pglg, IRV CHERENLELDEH A C 99.67 nglg, Bk
T 1.27 pglg. MAEC 0.45 ngl/g. AT 0.43 puglg. /IMET 0.39 pg/g. AFIET 0.10~0.43
uglg Tdh-7-, BN TIX 3 B 1 1T 0.10~0.20 pglg TH Y. 2 HlITHRHRA (0.05
uglg) R Ch-o7c, 55 HE T, HHALANA T 5.88 uglg, TEGHHALELE
R 3 Bl 1 610> 0.05~0.10 pglg ZFRUNTRIHIFRAAA N & 72 0 | #5610 HZ LRI
EREI R HHIRAA & 72572, 20 mg/kg (KE/HEEGEET, $5- 1 BEOMFER O¥
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e PR EE L RS A A A T A4 1,178.46 pglg, IRV N CHES AL 7 1 C 254.42 pglg.
T 4.05 nglg, AT 1.6 nglg, MAET 1.33 pglg. AT 1.03 pgl/g. /M5 T 0.90
ug/g. NENIT 0.10~0.40 nglg Th o7, 55 ARITIE, EGFENLA T 926.52
uglg, VEFHENIEROERFRAC 533.71 pglg, MET 0.10~0.34 pgl/g, T 0.10~0.29
uglg Tho7-, N, FHRROVIMG T 8 FlH 1 I3 BRI A & 72 0 . HEAIZ 2
RIS & 72 o 70, $65-10 HIE Tk, LA (3 Bl 2 Bi) K ONESHLJE
WESTA (B B 1 41) ZBROTHRHIFRFURNG & 720 . #5620 B LRI 3 aa B e HY
FRARIN & /e o7z, (B 16)

) 2~a DAWO A4 (RVAZ A R, [ 3 BAMERVEE) NN 4~8 Al (7
JVAB A RS E SRR 127 1L T = = a— LA AR TS (20 XU 40 mglkg
(RE) L, #5 1, 5, 30, 40 &K O*50 BLICImSE, FHA, B, Afie. JEGRBOLE T ih
A, TERALIE T QS /NG ORI PR E 2 E Lz,

) 2~4 A OICIBNT, #eh 1 A% OMIER OFERR TR IX, 20 &40 mg/kg
IREEBE GREOTEEFHBAIE FAA TENZITE) 41.44 YN 17.61 pglg, RN CTIEIIERNL
AT 5.60 & TX6.29 nglg, BliE T 1.64 X TN2.26 nglg, MAET 1.42 LN 1.50 puglg, JiF
g T 1.18 2O 1.25 uglg. AT 1.12 OV 1.16 pglg. /IMET 0.43 K T00.75 uglg. NEH
T0.18 XM 0.15uglg ThoTc, £D%, MEGHHIIIBWT, &5 5 ARZRITNENI TR
DMRHFRSE (0.05 pglg) A& 720 #5380 AL LIRRICIZ R R HHIR AT & 72 -
o, (ZH17)

4~8 MHAERDFIZEBNT, 5 1 HEO MR O FIRETE, 20 XY 40 mglkg &
B GEEOEGHELE T AR T T 592 K TN 679 pglg, IR TJERIEMLAR AT
143 X126 pglg, ERT 2.1 LN 2.6 pglg. AAT0.78 X TN 1.9 nglg, HE< 0.79 &
W 1.3 pglg, MAET0.71 XN 1.2 uglg, /IMET 0.60 & Tr0.95 pglg, ENIT0.22 ¥
1.0 pglg THY, #5 5 HRIZBW THERE M Sz, %5 30 H%TIE, 20
mg/kg REEGHETHHA B FIH 2 61) . AL OMmEE (% 3 6iH 14]) T, 40 mgkg
RER G TR OVNMG (3% 3 Bl 2 1) . BEEME AR O (5% 3 fiH 1
B) ZEROTRRIBEA (0.05 nglg) Kl 7e0 . &5 40 HELRRIZIX, miGHEE b
EFREBRHRAR & e o Tz, (BHR18)

T (RVAK A AE, 1~2 0 Hilm, 4 5AMER) 2 V., [FREORERGERE T 2 sllii D
PRI A i LT, o7 e L7 s =a—% 5 ARROEYS (10 mg/ke (KE/H .
RAFLIZIER U CTHIDORGERRRC e 5) L, Hmefddel 1, 2, 3 kN4 BRONTE, Bl
/MG R ORI D7 a7 » = a— VREZHIE LT,

BR 1 M OGAEBR 2 DFEREFK 4 1R LT,

AR 1 CTIE, ki 1 BRRIS, TR OMHIAIC 4 Bl 2 411, B OV MG Tl 4 3]
3BT LT = =a— LR S, BRHREENE 0.06~0.39 pglg Tho7-, BN
TR TR (0.05pg/g) R Th o7, w&#E 2 A% TIL, IR, &k /5
RN OVINIBOZENZET 4 Filh 1SR (0.07~0.11 pglg) S, &5 3 V4 H
BIZIE, T LIc B TR R & e o T2, (SR 44, 46)
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R 2 TlE, B G 1 HRRICHTFIR L OVINGC 4 B 3 6, Bl OH Cldafilic
Tu)T7 o= a0 S, R 0.07~0.53 pglg Tho7o, TR CIE2s)
THHIRSE (0.05 pglg) Kl T o7z, Hf& b2 KO3 BT, 2B CRHRAR
W& irolc, (B 44, 47)

£ 4 FlZBT % 5 HERE DR GROMMTARERE (ug/g)

ABp fika s %R (H)

(n=4) 1 2 3 4
JHH <0.05~0.19 <0.05~0.07 <0.05 <0.05
ik <0.05~0.39 <0.05~0.07 <0.05 <0.05

1 /Mg <0.05~0.19 <0.05~0.11 <0.05 <0.05
A <0.05~0.38 <0.05~0.07 <0.05 <0.05
REN <0.05 <0.05
JHH <0.05~0.18 <0.05 <0.05
ek 0.16~0.53 (0.31) <0.05 <0.05

2 /Mg <0.05~0.14 <0.05 <0.05
A 0.07~0.09 (0.08) <0.05 <0.05
k] <0.05 <0.05 <0.05

DR WAY. i)

3. 2SR
(1) 2HESHHER
ICR ~ 7 A|ZxF9 % 2,000 mg/kg RE F TOR LK 3,000 mg/kg KEF TD
HEIEN R G B\ THERE & S AR TTEMI IR v o7, (M 19)
SD 7 v MZkT % 2,000 mg/kg (A £ CTORRH G233 THERE L ST EMIER
D LN T2, BEEENEGIZ XD LDso 13T 1,865 mg/kg (R, HET 2,047 mg/kg
KETH-7-, (B 20)

mRMENEER
( 1) 4 LFEIEIEI._,JSF_&'IE?WQ (Tv k)
7w b (SD %, WEHES 10 DL/ & RV -shdlet o5 (0, 20, 65 XIE 200 mg/kg
(REE/H) (2 & E.’) 4 FEF OB EMEFERBRICB WL GROD ST RIFLL Fo LB Y T
T,

—BIRAE CII B GRECIEE RN, GO BTz, T O IXENAE ~D 2
o ZIRIEE LB 2 bz,

REZLTIX, 200 mg/kg {AH/H & GHECTHEAEOIEN GO b, BEIETIT
200 mg/kg A/ H % GREDHETIREDFRD BT,

MR Tl 65 mg/kg R/ H LA EBEGHEORET MCV, MCH @i, 200 mg/kg
{RH/HFE5HE T RBC OIREDFRD Hiviz, METIX 200 mg/kg AT/ H 58T MCV,
MCH D&, RBC OEEDIEA, Hb, Ht DIEEN D Hivl=, 65 mg/kg AH/HLL
FEEREORETHFERDAE & U > EROAEEMIC L 55 WBC OIERAEATED H i,
Z D) BIFHERICOW IR GRECIREZ R Lz, MECIT e 5RE TP EROIKAED
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RO BT,

MIRAACFRIRRE T, W< OMD/RT A —F —TEENGRD S 72 DSMEE TR
FHINIRoT,

PRI TIE, FRHER AR SRR 2 B 13580 Hisn-o 7z,

SR EE I, 200 mg/kg (RE/ H B 5-REOIECREBLOFERT & OS82, I CHA TR,
DDA M OSfed B DA TR BTz, MECIEFIZ 65 mglkg AR/ H LA E&GHE
CHOFRXT L OSBRI %2 7R L7,

HClT, 2% ERECTEIROYLE, 200 mg/kg A/ A # 5 CHILOZEN . LR
O BT,

FRERARRR IR ik, &REGEECHE T Y Vo EiOEIOZENE, 200 mg/ke A5/ H &
HREOMERETEIG, B, FIROILE, WESOMIEEDIK T, KIS OZEI R
b7z, 65 mg/kg AHE/H UL R EREON TR0 B EEOZ L, *hit Téﬁﬂ%ﬁk
AL bR oTe T Enh, BEICEE L2 Tiden Bz bk,

:ﬂ %@Fﬁ%@ 2 L EMGOIGRIIIGNMEREOEE), 501V > O T RIIhtEEAl ke
B L2 “IREEEOWREE L H Y . WL ERERE TRV b D EE X LT,

ZISﬁ%‘ﬁ 2B 5 NOAEL (TR Hniehnot-, (B 21)

(2) 13 EEEREEMRR (TOX)
~ 7 A (CD-1 &, MEHER 10 PU/EE) &2 -3l 05 (0, 10, 50, 200 Xi% 400
mg/kg (KH/H) \_J: % 13 B O M2 BRI BV TR BV B AT UL T o
LB Thol,
—fRIRAE, (RE, BEFE. EKEIZOW IR E O 52FE EEY LS
iR oT,
MEFAIRAE, MR LSRRI DV TS E STV,
SR ClE, 400 mg/kg RE/ B -G REOIECRPIRO AR &, ME TR & O i
= DIENNNFERO BT,
R CIFFR TR E OB 5-12PE 5 B ITRED b ivirinoTz,
JRBRFRRR AR AT X, RIRRRE & 400 mg/kg (RE/ HBEGRHCOWTOASERE S LT
DD, FRTHERYE OF G D BEITERO b o T,
A5RBRIZF1T 5 NOAEL 1% 200 mg/kg (AHE/H Th -7, (B 22)

(3) 13 EAMEESEERER (Sy k)

7w b (SD &, WEHES 20 DL/ % R\ -sddlet a5 (0, 10, 30 XX 100 mg/kg
RE/H) 1285 13 HE O AMEREMERERICISW TR LI m T UIILL T L B
Thole, 0¥, FHEEHIZOWTIL 13 BHOE3E% 4 BFRHELE CFHE L, [BHEME
DR SNTW D,

—fRIRAE, FBEEEIC OV TIIRRHCHERE OG5 B IT3RD b o7z,

{REETIE 100 mg/kg AT/ H B 5-EEOMERE CIRTHEINEOIKELTED B, D 7 3
HED 8 W LARE CIAE b IRE A~ L7z,

FEKEIZ OV T 100 mg/kg K/ H B GREORECHTNNCEETH 72,
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MEFHIRRA CliX,. 100 mg/kg R/ H &G0 T MCH, MCV ®&EfiE, RBC, Hb
DAREDZED B, Hb Z B = [ HIRIRE & [REROEM3FE8D BT,

MR LA T, D23 58 & i 30 mg/kg A H/ H UL E&ERET A/IG Lho
iAo TP @1&11% B LT,

PREGAS, IRFRAESICILT I3RED bR o7z,

IEPSE B Cld, 100 mg/kg AR/ H B 5REOME TR M K OFER BB O 133880
bz,

FIR IR G- SO XEEEARIC X 597, 100 mg/kg A H/ HGHE TRER.O /ML &
LD BT, 100 mgrkg R H/ H 5 5 TEBOILED GRS 541,10 & U 30 mg/kg
R/ HEGHTHHA SN, BEROILRIFAREIZ LV EHE L7z,

JRBRFRRR RS IX, R ETHT Y v \Hi & FRE kIHERE S 100 mg/kg (KE/H BG4
[ZOWTDOREE S TND, Be5-HIRSUIEEHRIZ X 577, 100 mg/kg K5/ H 5
FEO 2| TR TR ME 1E Lt%fgte%%w%@%%ﬁiﬁﬁu' 238D BTz, 30 mglkg 1K
/A GRE CIRR IS MITEED B> 72 b DD KEE HRE N O BERS R A
DOENARED b=, = @Hﬁfé%mﬂ@@tﬁﬁﬂu IAETITARW, 10 me/ke A/ H#58F
DOEEHIMIZIBN T HERO bV, SRGHETHE T Y o Ei OB OZFEME O LA
RO BT,

ZIBOFTRD 9 LEGOILRIIGNHIFEEOLEE), FH T U o EiopT RITHtE AR
BAC L2 RO FREME L H U . Wb HHEE TRV b D EE b,

ABRIZH 1T 5 NOAEL (3R Hiieinoiz, (B 23)

(4) 13 EMERHSHEEER (1 X)

A X (B—7)VFE, )4 D H Y, HERES 4 TURED) 2RV T vk n
5. (0, 10, 30 XI¥ 100 mg/kg (KE/H) 2L 5 13 B O MR ERERI BV TR
ONTEMFTRIILL T O LB Tho T2,

—fRIREE, (RE, EETRICOWV IR IR b ot

MRS, IR LR Wy@ ﬁﬁaﬁ IR 6 KON 12 AT
Ehii AT\ 5,

MEFHIRA TIL. 30 mg/ke ARE/ A UL RO T RBC OfEfE,. 100 mg/kg 1A
H/ H B SREOMEET Hb OAEMEA SRS S, 12 WS CII Rt L i L CE &
L7257, 100 mg/kg (RE/ A% 58T WBC OFDA, HETIZ 6 LON12 3@, #METik 12
R TR BV, FPEREORIL, O HEE, 1ETIX 100 mg/kg A/ H &5
HETRDONT, BRIRE Tl 5B L= 2513 100 mg/ke (AH/ HESHEOMRE 1
ol 2B 3% @Eh&ﬂwt@;@%lmfimﬂ%m#ﬁfﬂ¢%ﬁ9fﬁ D BT,
Fio. BERIRAE CHROIEEGT A S, SREFECRIE O X BB BEER IR
ﬂ‘?tl:@i%ﬂmiﬁﬁ%éhf:o LU, [EMROFERERCRHIIEIZ B 13588 %frﬁ\ iR
BERES S 2 BTz, MR EFAOE CIE, 12 80 30 mg/kg A=/ H L Ei&ERED
M. 100 mg/kg AHE/ A #E5RED 6 EOMEK Y 12 HOMET T.Cho @ﬁ@iﬁif D B,
100 mg/kg AH/ H B GREOMEITES BB FRTH 77, RIBAEICEEITEZD ST,
FAFP B IMIIERD i o7z,
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JEESE B ClE, 2B SHEORER O 30 mg/kg R/ H DL EB S HEOME TR #Ex K& O
FERTE O EAEDFRD B ALz, 30 mg/kg (KH/H LA G- HEOIECRHBOMERT M OFE T
HEOEE, 100 mg/kg KR/ H &G TR ORI IRE EDOIEATED b,

FICIIR R TR bR o T,

JREARRE IR ik, RGO/ NEPRIE OMIEIER & 7' ) a—7 U BFOJEK,
/INIEERTE K O BEDIK 2SR bG8 B, F O T 100 mg/kg AH/H &5
BEOMERECAH BN L=, 100 mg/kg (KH/ B 5 REORECREIOBIE ZEME, B
PRANEPLEEDSTR O 7=,

A BRIZI T D NOAEL (JIRETE Zelpnote, (BHE 24)

A X (B—7 VA, K6 A, WS 4 VWD 2AW=E I a7 uikngh.

(0. 1. 3 Xi¥ 12 mgkg AEH/H) (2L 5 13 @Ol EERRIC BV TERO B
e I T D LB ThoTe, 70k, HRBEA DN 12 mg/kg RE/ H £ 5HEZO0
TIEE BIZ 2PEFDIZWATL TR E- L, BEWIFE T# 4 BRI OEEMIFZ3E L, Ik
R L D[RS S Tz,

—fRIRRE, RE, BEE. MIRFROMRE, MRAECFIORE, JRRE L OIRREIZS
W B E RO e o Tz,

lESRE R CIE, 12 mg/kg IR/ B 5HEO1E CAFIROFET EREOHEINNZED Hiiz,

TR O BRI A ClE, FRCEFIIREBD bzoTz,

AiRBRIZB1T D NOAEL (% 3 mg/kg (AH/H Th-o7-, (BIR 25)

5. EBHEERUEILAMERER
(1) 52 BAfEHEEERR (Sv k)

7w b (SD AR, MERELS 20 PU/EE) 2 W ossfilRe OG- (0. 3. 12 X% 48 mglkg &
H/H)IT LD 52 HEEMEMEREMRRER I W GRO b -m T RIFL L F o L B0 Th-o
770

—IBCIRRETIL, 48 mglkg (RE/ H & 5REOME CERE-CARIE DB DOIH DS m AL TR
D BT,

RETIL, 12 mg/kg KRE/H UL EFRGHEORE KR TN 48 mg/kg (KH/ B 5 5HEOMECIAE
HIMEORD RO e, 72720, BEORERINEORD OREITHR L T\ e, &
72, 12 mglkg A/ H & GO T HRTEHINEORBUMEM 25580 B NG B2
NoTz,

IR L OFKEIZOW IR E O 5T E 5 B ITERO b v T,

MEFHIRRAT 12, 25, 38 KT 50 ICFEMI LTV 5, 12 mg/kg R/ H L R 5
FEDORETITETOMARHNZ RBC OIEfE.MCH & TONMCV O EfEnsilsd Hiviz, 3 mglkg
{KEE/ H # GEEOREN OME CIImERIC > TR ERPIE LN, HDVWENTH -T2,

MARAACFRIRAEIZ DWW T, 12 mg/kg (KH/ H LA EEGHEORER Y 48 mg/kg (AR H/
HEGREOMET TP OIRENEO bz, Tt AG lEOEEE - T,

5 104 B DFEH AN GV EFEERAER OO RALERE
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PRIGAS CIIRFHHERE O GAZME S BF TR e o7z,

IR CIIFR IR E DR 5T E 5 B IIER D b ivie o T,

figas B fCld, 12 mg/kg IR/ H L B GREORE TR E &OJY) . 12 mg/kg IR/ H
DL B GREOHE KR Y 48 mglkg (RE/ B B 5REOIECEHBER 2O SE 70 B,

HIRCIE, 12 mglkg (RE/ B UL E&RGHETREO/ ML O AT L2588 Bz,

JHEBRAR IO ClX, 48 mg/kg R/ H UL LR GRE CHIE OZHE, 12 mglkg (K
/B LA BB BRE TR RS NI IIE RS _ERHBIR OISR BTz 6,

AGRERIZH81T 5 NOAEL 1X 3 mg/kg /AH/H TH -7, (B 26)

(2) 52 ErfEEERER (1 X)

A X (=)L FE, MEES 4 VBRE) 2 W= o F o h 7 eafknks (0. 1, 3 X
1% 12 mg/kg IKE/H) 12X 5 52 OB IS TR DA iZlL
TOLEY THoT,

—fRRE, (RE, BEE, BUKE, IREHRA. JREE., Mg rIRa L Ok A b
AR OV TR BEIGRD b o7,

e EEClL, 12 mg/kg A/ A% GREOIECRIIRORMERT K& K6 T B OH N
bz,

R QYR BRI ClE. 12 mg/kg R/ H B SREOMERECIRSE Rz 2580
FROEBEE DR AL, 3 mglkg REE/H BEGHEOME 1 I &R 22 [FERROPT AR 5
iz, ZONEFE L OFEIAMEREEILARIEET DD TH D0, TUAEMEOEIX
T A ER G ETHRIESN TN D Z D, 3mg/kg KE/ B IR GRECRIE SN -idE
PREPRZEIZOWT b & E & OB MV NE STz, F7-. 12 mglkg (RH/HBESREORE
THHEID 7' ) o — 47 U B30 BTz,

ARER 21T 5 NOAEL 1X 1 mg/kg (AH/H TH -7, (ZHR 27)

(3) 104 BREENAMRER (Sy )

7 v & (SD &, MEIES 50 DS/fE) 2 W ssdilie a5 (0, 3. 12 XUE 48 mg/kg 1K
H/H) 12XD 104 BREIOFEDAMRERIZIBOTGRO L E T IFZA T L8880 T
T,

—EIRAE T, 12 mg/kg (RE/H LA L& GREOMEN Y 48 mglkg {KE/H & G-EEDOMET
SEE-CHRIAR DYZEDIBENOBEIE DFENINNERD BT,

{RECIE, 48 mg/kg RE/ H HGREOME CRERINE ORI 2350 H il

BAR R L QMK B DW TR E OB G2 D BF TR b o T,

MIRFAIRRAT 26, 52, 78 KON 104 WIZHE/E SN TV 5, FRILER & FIMERIZESHE L
TN DOMDINT A —H— TGRSO H i, 48 mglkg KE/H & HHEOMET MCH,
MCV D& fiE, < MCH KO MCV OB N RBC OERAEAZED S, FfLERIC
DUVNTIEHR WBC M U HER DA FH EAHBINEI T 72\ & D D4 HREOMERME TR

WZRRD BT,

6 3 mg/kg BHHETHRMRE AT, KR ZEMEOFEEBEEL THINSEED B D,
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MIEAEAC RO T I ST 7Rl

FRRCIE, B 12 mg/kg RE/ H UL BB GREONTI#C A ARSI A ABEO R AL D
HEAN, 48 mglkg IRE/ A B HRE TV OV UL U 7R BRI AEAERE OHE AR
bz,

FRERARRE AR T, 12 mg/kg K/ A DL R GBE CRIINED R OZEME,
HARHE N OBLNE BRI ORI, 48 mglkg AR/ H & 5HE TR DR IR AN
DD BT T,

JHigZ 361 2 28 LIRS D S8 AL B EE OIS 48 mglkg FRH/ H B 5HE TR BTz,

KBRS DAY 48 mglkg ARH/ HEGHETIRO Hiv, [REROZA L 3
mg/kg RE/ H B GRETHRRD Dy, BN WERIREORAER L DZET
LTI THDLIEND, BBAMEEZRTHLOTIH RN EE X B,

A5RBRIZI1T 5 NOAEL 1% 3 mg/kg KH/H Th -7z, (B8R 28)

(4) 2 EMENSAMERARE (YTIR)

<A (CD-1 &, MEHER 50 PU/RE) & vV -sbilee o5 (0. 20, 100 X% 200
mg/kg KE/H) (285 2 HROREN AMRERIZIBWCERO BV AT AUILL T o &
BOTH-T-,

—fRIREE, AE, EEE, PUKER OMIKAAIREICZTERO bR o7,

MR, TR N QYRR EE R C DD TSRS STV ARLy,

Hlk M OV ERARAR 2 AORA T, 200 mg/kg (ASER/ H £ 58E TRl R BE Rz fiia
DOEMENRTED Biv, KR HEDR T8 LTINS 12 > T e,

FEDAMEIZ DN TIE 100 mglkg ARH/ H UL BB GREORECTHRIRREE & bk U CHRES
ADBEFEDEEIN U773, BB BRI ot ROFHN TH 0 | RFREBEIZI 1T 2384
RPNFISNENAR 7= (50 B 0 B) = LICERT D3R L0 Ll sz, i
PIANTITR D AMEZ DT AT RITREO b T, ~ U RTRBAMETERD Lo Tz,

(&8 29)

6. HEFHHBREURESERER
IR K O A BRI SOV T F oM Thon iz, ek, vHFa M
W FRARTEMEIC BE 2 ek 20 S 7223, 0.5 mg DR &R G126V T H 1P
Wik ~DHEEL Db D LB LN DERESCHEDRED 72 EORAREIEDN RO b1
2o ZOZ ENDL UV TP IATEMRARRIIERM T 2o Tz,

(1) ZHAEBEAR (v k)

SD 7 v k&AW =sERE &S (0, 1. 3 X% 12mg/kg (AF/H) 12 X2 HAVESH
BRI ST D, BRI E OG- OZBLIXIR O B5E CHEME S 4172,

Fo AL TIE. MERESR 28 P/BEIZ 7 1L 7 = =2 — /LD PEG400 YAk 2 ASBcBRAETET 10
WD 2 BIOZHE (Fia. Fi) HIRH G - 4H0R - #3L8IRH) 2@ CT&b LT,

T HEATERD LW E OO0, 3 mgkg AE/HEEGRET S XIREHC LN ORISR 58 S
FEE. KRR AN) OEYINDSERSD HIL TS,
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Fura (TBEFLA TR S AL, Foo BM2MERES 24 VU/BE 2888k L, SR G- EOHRYE
A% 25 HnD 2 [BIOZGE (Foa, Fop) HIMF 2B L THRE LT,

12 mg/kg R H/ H&ZGRETHE Fo O F1 DR FREEN A BIE) 2 1=,

12 mg/kg IRE/ H B 57E T Fop DA 4~21 HOEFROKEN RSN,

RrEh) J O %b% 2% %5 NOAEL X, Wb 3 mg/kg (AE/H ThH-o7-, ZIH
L:ij“jﬂé%’é&ig T ) %ﬂiﬁi))’) 77:_0 (#/%ﬁ{:jl 30)

(2) EEHHR Sy M)

7 v b (SD %, Mt 17~24 VU/EE) OFE 6~17 HIZHEFFR D5 (0, 4, 12 X% 40
mg/kg RE/H) 12X DRAFRURBRN I SN T 5, REMIIERE 20 HiZH EUIEH
L. BREG WINIRE, IBIREE, JBIROAE R OB A OV TG LT,

R T » MZOWTIE, 12 mgkg (KE/ A DL EEGRECREEO T, fKEOEN
MBIV,

FRVEIZ DWW, 40 mg/kg (KHF/ A EGHEOIRITKREIMEZ R Lz, IBIEOFEL

OB B ORI GHE L PR L ORNCZE TR0 Hie o T,

REMWIZ k9% NOAEL 1% 4 mg/kg (AE/H, BERIZ%3 % NOAEL i 12 mg/kg IR
H/H ThHoT-, MEEEEIIA LN o7, (B2 31)

(3) RESMHHER (¥HR)
~ A (CD-1 %, W 20~30 IL/#f) OfE 6~15 HIZiESEO&S- (0, 1. 3 XX
60 mg/kg (AE/H) 12 X 234 mMERBNE ST\ 5, HEWIITR 17.5 HIZH F
OIBA L. BRE, WUk, FRIEEE, RITOSE - NIBR OVERHT 22OV TRt
L7,
IR~ 7 A R ORIZB W TR G-OFEE LB X 52T bivieh o1z,
FaE K OR Rk 5 NOAEL X, Wiiuvd 60 mglkg (AH/H CTh o7, AN
XA LI - T, (R 32)

7. EfnsEaER
BEEFEVEICE T A8 FD in vitro, in vivoilBROFER A2 5 KON 6 IZE & b=,

b5  In vitro 5k

EVTY bOES F FEg
REH DNA Gkt | 7 » MgREEEIFlE |10, 25, 50, 100, 250, 500, Pt 2
(UDS ) 1,000, 2,500 pg/mL
(B 33)
A Z2IR S B ER (Tk) | L5178Y ~ 7 & U > %[ 125, 500. 1,000, 1,500, 2,000, Rexis: b
(4 34) Eii) 3,000, 4,000 mg/mL (-S9)
125, 500, 1,000, 1,500, 2,000, | F&E{&AFHE&L O
3,000, 4,000 mg/mL (+S9) FHMER L e
62.5. 125, 250, 500, 1,000, Fep: d
1,500, 2,000 mg/mL (+S9)
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Gt R EL R CHO 552&Aifw 313, 625, 1,250, 2,500 pg/mL Kotk e
(21 35) (CHO-10 B4) (+S9 ; 6h) (2,500
ug/mL)
62.5, 125, 625, 1,250 pg/mL (- Rextt: £

S9 ; 24h)

a : 5,000 pug/mL ClIXHIFEESE,

b : R ETHREEN D EEOMIEENE (EFK 14~38%) ., 2,000 pg/mL L Clid—Hafiddd,

c:125, 1,000, 2,000 pg/mL CTEROHIRIEIN U728, HEMREME, FHMEZR L, 2,000 ug/mL 2L
B Q= =113 e

d : 2,000 ng/mL TIIFERIITAMET, 500 ug/mL VLB CHEMBEMZRARHEN RO bz, (500
pg/mL T 35%. 2,000 ug/mL T 69%)

e : 2,500 pg/mL THfEEE, 1,250 ng/mL LA ECT—HafEed,

f: 625 pg/mL VL ECRllfuzEE, 1,250 pg/mL UL EC—EAMEET,

* 6 InvivoilBh

FRBR RIS e i o
USSR N N ~ 7 AEHE 500, 1,667, 5,000 mg/kg Pt
(B 36) H[El#% O
500, 1,667, 5,000 mg/kg (3
5 HH sl
B (B 3T) |~ U AR 5,000 mg/kg, HAAHEO 3

FRED X S 12, in vitro ® CHO Hisfilin 2 v i YR B E R BRic VT, +S9 D
S T SRR ENE DR BV D FHE CORGERT RGO BT, Z ORGMERT I
HIR M EICREIN T 2 FERE AR L B 2 HD, Invivo OB EG AR FEHER, /M
REBIIOTNbLEETH -T2, ZRBEDZ Enb, TrL T z=a—UTARICE ST
W& R BB EEZ RS RN D EB X Hb,

8. —HREEIESAER

(1) HFRHEER~DIEMA

—WATE) (7 A ; Irwin ¥%) TlE. 100 mg/kg (AELL OGN S5 Ttk B
FEIEF O T, 300 mg/kg RELL ETIIRISEDLT, 3,000 mglkg AR CTIXIERFLT
7R RE RN L D BEERIRIEDN A DAL (RHCEF IR b)) . —HOEMELE LT,
AR (7Y BRREIE) 1OV T 1,000 me/kg REOIEIENT G-, KR (T
) 1TV TIE 1,000 mglkg R E TOR FGIZBWTHEITRD bivinole, (B
fi7 38)

(2) 1IDfg. RERR~DOER
U LA RS T Y R RN S U TR ORI, I, OEENIE ST
WD, FEREIZ DUV T 300 mg/kg (R TIIENIFRO 72 - 72753, 1,000 mg/kg
(RECIIBA N 2R LZ, MEIZOVWTIE 300 mglkg AR Tl 60 4> £ T PR,
1,000 mg/kg {AEE Tl 180 73 FE T FREAFRD Bz, OAEIZ- OV T 1,000 mg/kg 4
HTHOPRD B, (B 38)
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(3) KRR A~DIER
HIISE ARG (7 L& e 5 ; B - BIETESUI) i3 1,000 mg/kg AEH F
TOREIENESIZRB W TEEIIZRO bgnoT-, (B 38)

(4) RHEBEHER~DIEH

T X ORI E AW BERESE) (104g/mL £ T). BTy MEHREGE V-
BMEOT T val) o, e AZ I ALY U AT K BIHE~DZZE (104 g/mL %
T), E/EY Wﬁﬁﬁtﬁ*ﬂ’s%ﬂ%\f:/wi Ex 7Y b U T A K DIE~DR
A (104 g/mL £ C) ([JITHEE G X /2o Tz,

/INGRERE (= ‘77\ PRAHHE) CTlX 3,000 mg/kg (AE, VHXO7EEE (L—
/Tﬁ]\ L BEZLAIE) . 7YX OlEFLHIE TIE 1,000 mgkg AEF TOR F&ET
WA HehoTz,

728, U FOREALAEICHW SN O S5 H 300 mg T 141, 1,000 mg T 2 4
NEDH% 14 HE TOMIIIEL Lz, (B 38)

(5) MEEERICxT H1/EH
T YR IMR OEE (EENE) . vV FiiEoRis: (RIRE) TlX 5X104 g/mL @
BEEETO TN T == a— VOXEBEZ T o7, (B 38)

(6) ZDith
%@ﬂﬁ\ PRETR (Z > b PRE, pH, B, Wi, Z > /37F . 7 b AR, R&E, Nat,
. CIUE) 7% 3,000 mg/kg (KFEE CTOM FHG THRATS, FRARBIMILE T
75)07173» 1,000 mg/kg (AHEDF5-T K+0>/BZ/} z’»mm%h BBV Natoshn
fHRDGFRD BTz, FDOMD/RT A —H =T 3B LD HEITRRD Lo Tz, (B
4 38)

9. MAEMFHMEZEICRET DkiHER
(1) E FOBRNMEEISNT SR/IFEBHELERE MC)

t b OIGNME#E O T 2 METED 9 b, Bifidobacterium spp.. Bacteroides
fragilis, Escherichia coli, Eubacteriumspp.. Clostridium spp.. Streptococcusspp..
Fusobacterium spp.. Lactobacillus spp.. Proteusspp.. Peptostreptococcus spp.tZ->
WTH 10 EkE W THIES N7 a7 2 =a— W5 GFE) MICso 1
0.36 (Fusobacterium spp.) ~11.9 (Proteusspp.) pg/mL ThHo7-, (ZH 39)

A

[LE4 MICs0 (ug/mL) MICy (pg/mL) MI&;%ITS)&/J
E. coli (aerob.) 5.9 12.5 8.6
E. coli (anaerob.) 4.7 12.5 7.0
Bifidobacterium spp. 1.7 4.6 2.8
B. fragilis 2.3 3.8 2.8
FEubacterium spp. 1.06 3.1 1.5
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Clostridium spp. 2.1 3.6 2.3
Streptococcus spp. 4.0 4.0 4.0
Fusobacterium spp. 0.36 0.78 0.5
Lactobacillus spp. 0.8 1.5 1.2
Proteus spp. 11.9 25.1 17.1
Peptostreptococcus spp. 0.39 0.75 0.6

(2) BERDHEICHT SR/ HEBMELREE MIC)

lﬁmsﬁfﬁ W MR A TR BN I PTE MY E O E I ETRE Pk 18
F9 H~Vk 19 4 3 AENE) 128\ TC, b MERDBEREICHT 2 7a 17 c=a—
JLDH) 5X 108 CFU/spot (Z331F 5 MIC 255 C5, (B 40)

e " MIC (ug/mL)

i W T o i
E. coli 30 4 4-8
FEnterococcus spp. 30 4 4
Bacteroides spp. 30 2 1-4
Fusobacterium spp. 20 0.25 0.12-1
Bifidobacterium spp. 30 2 0.54
FEubacterium spp. 20 4 2-4
Clostridium spp. 30 8 4-16
Peptococcus spp./ Peptostreptococcus spp. 30 1 0.5-2
Prevotella spp. 20 1 0.5-1
Lactobacillus spp. 30 4 2-16
Propionibacterium spp. 30 1 1

HESINTZEHED D B, H BV MICso 23#s ST D DI Fusobacterium spp.
® 0.25 pg/mL Th -7z,

10. EMZIBBFAHREIZDNNT
(1) ENMIHBHFR 7007 20— )LOEHEEE
A=V ~vMDtk%V*"Téﬁﬂw*iﬁb%§*ﬁ%%g®7tﬁiA7m:
a— /L CIIFAREMHEMNEEREIEH & LTER SN TEY . AMeFilA =X A
i%%éﬂfbﬁb%@@ﬁkm%@%ﬁﬁé&éMTwéo7uw71%:—wmﬁ
e A L TELT, mERRICK T 25865 b AN BIER L2 R4 2 P i35
LTV, (B 41~42)

1. ZOith

7 a7 = =a—L, FDA kO EMEA [CBWCEHili &4, — BEEBEFA R (ADI)
DIERTE SALTWN D,

Sk, A - 1BYE (T > M 18, B2, A X 133, 52H) . FAAME (VA T v
kN 24), “HREGERER (Z > M), EaES ﬁ%(7/m BinmtaR (in vitro ;
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AEISRER (v 7 R 7 4 —~), YeafRis (CHO) ., UDS (7 v ML) |
mvivo ; YEARERE (U 2 FH) . IME (U 2FHE) PRSI TWD, BinwEtk -
BN AMEE B E S, BEFRY ADT & LC 10 pg/kg (AE/H (FDA @ 7~ b it
2Ok O NOAEL 1 mg/kg (AEIZZ 245750 100, EMEA : A X 52 i@k o
NOAEL 1 mg/kg A5/ HIZZ 2540 100) DEE I VTV D, IEMFRIRZENZ SN T
IZ. EMEA % Fusobacterium ™ MICso ® 0.36 pg/mL (Z CVMP OREXZEH LT,
3 uglkg KH/H OAEYFH) ADI 25 E LT\ 5, 723, FDA TIIaHlmFEm 4K 25
uglkg RE/H LR O b DIZOW TN PRI EZ B L TR, (ZH5, 36)

I, BRERZEFMMmcOT
1. BREEERUERESMECONT
BTN O BRSOV TR, 7 v o T HREBGERER, T > b, v T ADFAE
BB I STV D, T v O T HMRESERERIC I\ T 12 mg/kg (KE/ H O 5
CHEITRE B AT REOIRE & Fop VAR ORED GO Hiv, R kOB
%% NOAEL i3 3 mg/kg (K8/H Th-o7-, F7/o. T v b, <7 AR
DL T,

2. ELEE/ ENAMEIZDONT
BRI DUV TR, in vitro D YLK FLE BRI I UW T P ALSERD B AVTZ 25,
ZAVUTHIIREREICERT 2 £ B 2 bz, F77. in vivo DYLAIR I RER K& OV MR
IZBW I TN bt Thotz, UEDZ L, ARICE > CRIE L 72 5 8 nm
TN EE 2 Hi5,
FEMIMERBRUCHOVTIL, T v MV = 104 RS ARBR K O~ 7 2 % U= 2
FEMRN AN EN Sz, WIS IENAMEE I RES 5P RITERD B o7,

3. EHEFHFEDITY FIRA 2 FZDWT

W SN AHEOFMRBRICB O T, R HIRWHE TR E R 5 OFENRRD b
7B Z ONDIEEIL. A X & AWz 52 &M I ERERIZ 35 C 3 mg/kg R/ H %
HREOMETIRWD &7 A05E ERE ORISR Ch -T2, ARV T 12 makg
{RE/ A Be G REOMERECESE Rz IC 5= hatt: RGBSR B, 3 mglkg (RE/H &5
FEDOME 1 BRI HIREE /R FIREDOFT AR Bz, Z OEFE Bz OFEha kX B 288
ETHDITHTHDLN, TAEYWEORY UIEHERG R ETHREINTWNA Z &b,
3 mg/kg RE/H B GHECTHIE SNTEBERFEIRZIZOW T H G- L OFEERH 5 &
Wl SN 7-. NOAEL X 1 mg/ke (K5/H Th 7=,

4. WEMFEHEEDT Y RiRA Y FMZDLT
A FHIFENZ DWW TCIEIR TR FTREZR & DI in vitro D MICso DA TH Y |
EER = 2 AT EN TN D FEE LT, MICceale*1 12 0.0013 pg/mL, #ERGNE
Wz 220 g, MIED 2% LD 0EIZ 40%, b MAREIZ 60 kg A L, VICH OFH
RUCEEDWTHAEY) TR ADL 25 L725A1 T TR0 v L 725,
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0.0013 (mg/mL) x 220(g)
ADI (mg/kg AF/H) = mem g — 0.012 mgke KT/ H
0.4*2x 60 (kg)

*1 : MICcalc ; FEAID3E DRI U CHEEZ AT HBhED & 2 8D MICso D 90%(EHERA D
TR

*2 : VICH 574 R A ClE, FEBIEmMARIRT 2 HESE %2 1—RPICHRtt S vz @ 0#
H&ED) e U CGGHRTE %, B hOT—ZPRHE LW, 22U > BList o7 —
AWEREIND, T v MIBITHREAE5FBRT, ) 60% 03 RIICHR Sz mia & L ITHE
ELT,

5. BRMmfEmEZE5i
7T = a—)UZOWTIL, RIS E o TRIE L 72 D8 maath M O N A2 7R
SN EZHNDLZEND, ADI ZRETDHZ ENARETH D,

BT OV TR IRV HE TR E G- O ENRO NI LB 2 6N
HIEEL, A X & fViz 52 e EIERBRIZ 3T 5 NOAEL 1% 1 mg/kg (A%/H T
Holz, TOHEMNS ADI ZHET HITHT--> TUL, iz 10, ERE 10 D225k
100 Z&E L. #EFAT— 2702513 ADI 0.01 mg/kg (AE/H S RESND, —F.,
R R 58 7 ADI 1% 0.012 mg/kg (RE/H Tdh - 77,

FMEFHT — 2 ) HiEn %5 ADL (0.01 mgkg (KH/H) LAMSRT — 2 ) HiE
235 ADI (0.012 mg/kg (KH/H) & T 5 & BEFRIT — 2 D BEDVTAEDS X
DINEL DT EMD, 7aLT 2 =a— ) LOERBEELZRETHICELTO ADI &
LCIE, 0.01 mgkg (AE/H ERETHIENMY THD EBZ LD,

kX, 707 - =a—)LOR WA HIZOVW T, ADI & L TIROfES
BHTZENEYEEZLND,

7n)L7 xz=a—/;L 0.01 mgke A/ H

7272 L, ARFHMIZOWTIE, AR 20 LB O\ CE BT 2 0 ERH
. ZHCONWTIIHREFTH D,
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<Al 1 : KEESHF >

WS (k24
FFNH: JanNTz=a— )7 Iy (T )

FFCOOH TN z=a— LA Nig (P2 UK
FFOH )7 =a—),L7)La—)L (7 )La—)LK)

<HIHK 2 . IRENEFRENF>

WEFR Eayin
ADI — AEIEFA &
A/G Lt TNT I T T ok
AUC SEWR B T TR
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B Z BB W 18 AR L BRI B AL

JECFA: CHLORAMPHENICOL. Toxicological evaluation of certain veterinary
drug residues in food. WHO Food Additives Series No. 53, 2005.

Ty bl Xwr JEEEE 106K ; BEIIEE (2003)

AARGYEY S, AAMEFRES SR UEEEHOF5 & B (2004)
T A B AN A 2 AR - 7 mm 2—)1 2%iR B AR L
TR TEARGE SR AR RHINTE RS GEAFR)

Ffbmo g a A G NY A 2 At T m a—)L 2% B KLY
ISR AGR IR R ARG HEEIRTERE WHE—1 GEAR)

Flb=o A a A Z A = AR - 7w a—)L 2%iK B H 3L
IEHRTEARGE SR RAGE HREINGTE R M —1 GEAR)

b g m A Z A = AR - T e r a—/L 2% REM I ESE LY
IEHRTEARGE SR RAGE FREINGTE R XM —2 GEAR)

28



PHYREREMHES

2IL=F%T
(55 4 k)

Al 2



baal-bia-0001
長方形


OEE%O)%%? ..................................................................................................... 3
Oﬁ%fééé%%é%% ................................................................................... 4
Oﬁ%fééé%éﬂ#ﬁﬁﬁ Eﬁ%ﬁFﬁEﬁE%ﬁFﬂéé%% ........................................... 5

N O o P~ 0N =2

Fﬁ@ ........................................................................................................ 8
ﬁ&%ﬂﬂzﬁj\m_ﬁgg ...................................................................................... 8
1t$% ..................................................................................................... 8
ﬁ\;it ..................................................................................................... 8
ﬁ\%i ..................................................................................................... 8
*ﬁﬁf—t ..................................................................................................... 8

I1. iétli(:{%é%ﬂﬁ@*ﬂig .............................................................................. 10

1. E’é%iﬂ%éﬁ%ﬁ .......................................................................................... 10
( 1 ) ﬁ#ﬁéﬂ%gigﬁ (3 V] |~\ [&1& . *;F/tﬂ-) ..................................................... 10
(2) ZEMBIRESHER (S b O - X)) 10
( 3 ) %*%@J%éigﬁ (,r R) ........................................................................... 12

( 4 ) %*%E)J%Eﬁgﬁ (%\ [D;ﬂly . HF;I-H-) ............................................................ 12
( 5 ) g&*&]@]%éﬁ%ﬁ (’% . mqj;%r-g;) ............................................................... 13
( 6 ) %*%E)J%Eigﬁ (’% . ﬁﬁ) ..................................................................... 14
( 7 ) %*%E)J%Eigﬁ (4;) .............................................................................. 14

(8) ;@;#ﬁ@ﬂ%gigﬁ (HFJL) e 16
(9) %O)ﬁﬂo)%uﬁ ....................................................................................... 16
2. 5%‘%’%it§ﬁ ................................................................................................ 16
(1) FBREBERER (BR(D)) ---vvveorremerommmessommme s 16
(2) FREBERER (BR(D)) ---vvveoorvveeeommmessomme s 19
(3) y %Eiﬁﬁ (;L;-{-@) .............................................................................. 20

( 4 ) y%%lgitgﬁ (;L;—l—@) .............................................................................. 21
(5) y%gggitgﬁ (3[./"'@) .............................................................................. 29
( 6 ) y%%lgitgﬁ (%@) ................................................................................. 29
(7) y%gggitgﬁ (%@) ................................................................................. 23

3. B PESEER - ceeeeeee et 23
A, FEAMEZTESRER - ovvrrrree et 924
( 1 ) 4 @ﬁﬂﬁ%\tliﬁtﬂigﬂgﬁ (3 v I\) ............................................................ 24
(2) 13 @Fg]ﬁ%:liﬁqigﬁgﬁ (T R) o 24



( 3 ) 13 @F&]ﬁ%rliﬁqigigﬁ (,{ 5() ............................................................. 25

( 4_) 13 Eﬁﬁi%rﬁt%rlﬂzgisﬁ (-lj—)b) ............................................................. 25
5. 2SR UFEDNAESER e 26
(1) 1 EFE?T%"E%’IEEKE% (T ) e 26
(2) 2 ERAFDAMETRER (TIYR)  corrrrrrrrrrrre e 27
(3) 2QERIFRMAMEER (S R) o 28
6. ﬂiﬁlﬁ%ﬂi%’liﬁiﬁﬁ .................................................................................... 28
(1) llﬂ)ﬁﬁﬁ&(}l&b}ﬁ)],ﬁﬂ?i’é-ﬁitﬁﬁ . ';"ﬁ I ’E"ﬁ (T R) v 29
(2) 1&%’}21*5&%& . ’é’::-; 11 ’E"ﬁ (T R) e 29
(3) %Eﬁﬂ&u*&;lﬂﬁﬂ?ﬁ%gigﬁ . ’;ﬁ 111 ’E’ﬁ (T R) v 29
(4_) 1&%’}21*&-&%& (rb-lj-;‘F) ........................................................................ 30
7. ﬁ{iﬁ'ﬁéi@ﬁ .......................................................................................... 30
8. —ﬁ%&%ﬁ%ﬁ%ﬁ .......................................................................................... 31
(1 ) _ﬁqu%&l}"?ﬁﬁ ................................................................................. 31
(2) q:ﬂz*q;ﬁé%,\o)ﬂgﬁﬁ .............................................................................. 31
(3) E.Ti*q;ﬁ%,\o)ﬂ;ﬁﬁ .............................................................................. 32
(4) ﬂ?%ﬁfﬁiﬁ%ﬁ%’\wﬂfﬁﬁ ........................................................................... 32
(5) x*ﬁ*qgﬁ%,\o)ﬂ;ﬁﬁ .............................................................................. 32

( 6 ) %O)ﬁﬂ ................................................................................................ 32
9. ﬁ%&i#ﬁim%g%ﬂ:%j—%##g*gigﬁ ............................................................... 32
10. EMIBMHFZHE (£ MIHH2 NSAIDs DFMEFE] oo 32
I I I ﬁ%{ﬁ%?g%§${ﬁ ..................................................................................... 34
1. y%ggéitgﬁl:ob\-c .................................................................................... 34
2 %’|‘$$E@%§%(:’DL\—C .............................................................................. 34
( 1 ) EE&TE%EE%’HEEKE& ................................................................................. 34
(2) BIEEERUREDAMESER v 34
(3) NSAIDs @E”.ﬂ;ﬁﬁ‘:&ﬁjé%ﬁé& .............................................................. 34
3. —H *;I(Hygtlzg% (ADI) @EQEIZ’DL\_C ...................................................... 35
(1) FHFRIRED I FIRA 2 RITDUNT v 35
(2) ADI @E&;‘f(:gl‘\f ............................................................................. 35

. E”ﬁ:ﬁ 1: 1—&5@:}:':%%%\ 1'3?%&0*%%5{ ............................................................ 36
« B D RRTT(EEEBERR - vvveeeee o eemmr e oo e e 37
,j}jﬁﬁ ............................................................................................................ 38



<BHEDIERE>

5 1 bR
20044 10 A 29 H

20044 11 H 4H

2004 4F
2005 4F
2005 4F
2005 4

2005 4F
2005 4F
2006 4
2006 4

2006 4F
2006 4F
2006 4F
2006 4F
2006 4F
2006 4

11 H
4 H
5H
9 H

9H
11 A
5H
7H

TH
10 H
11 A4
11 A4
12 H
12 H

o5 2 hiBEAR

2011 4

2011 4¢
2011 4E
2012 4
2012 4F

1A

14
2 A
14
2 A

o 3 i BEbR
2012 4 12 f

2012 4 12

2013 4F
2013 4F
2013 4

1A
5K
5H

16 H
26 H
13 H
13 H

15 H
29 H
25 H
18 H

20 H
6 H
2H
2H
13 H
14 H

20 H

27 H
21 H
31 H
2H

12 H

17 H
11 H
15 H
20 H

FEMOKPEREL)N & AR H R W EEER SR SV CEGE (16
T2 5870 %)
% 68 M AT RS (EEEFE)
55 20 [RIEhiY) H = 35 L B P A A
£5 25 [RIEhY) = 35 L BT P A A
55 27 [RIEhi) F = 3 L B P R A
AT L) O R SRS ER M DWW TR (B EE R
55 0913005) . PAFREF O
#5111 MR EeEA S (EHEHEN)
BEHMELR (2R
55 53 [E1Eh) H = 3 B P AR
JEAE GBI L) & R SRR B DUV TR (B 24 556 2 I
) (JEA 9B Js 2255 0718020 ) . PR E O
% 153 ST RS (EEEHFE)
55 60 [RIEhi) H = 38 5 B P A A s
%166 MR MEZERES (5
5121 HET EROOLOER - [HFHROEE
R AR S B R e R ERTE R~
%171 MR EERES
(1] B A+ CERMOK PE R M OVEAE S5 R L 3@ )

JEAE GBS B R BE FERR B AR D B T RERE R T 2 D ¢
gk (EAEEEIAZ 0120 55 11 B) . BHREE 0B
5% 364 MWL AT RS (EEEFEA)
55 130 [RIEhi) H = 35 L B P A
B EK I E R R ) O BN ERE AT E R~
5417 RIS R SR B S

(IR B A3 CIR A S5 8K B L 2 i )

JEAE B R > B AR E FEMERR B2 D B S LR R 25 A L = D\ T
gizE (E/E9rEE i 12114 3 ) . BRE R o2
95 458 MW AR RS (EREFEE)
55 148 [BlEhY) H EHK R P A
B EER L AR O B E A RE AR B R~
55 474 FIRNE SR B S
(201347 H 1 BANTEAT BRI 6H)



5% 4 hRBER

20154 4 H 23 H BAEFEKED IR IO EITR 5 R AN (55 24 &
55 1 THBGED) (2 OWTERE (BB RAL 0421 5 2 75) . Bk
EIHOREZ

20154 4 H 28 H %589 ML eLEs (EREHHEHH)
20154 6 H 18 H %F 180 [AIENMH 3RS FHAS
20154 8 H 12 H #WAERGHIMRESIEE) D RIWVEEZESTRE~WE
20154 8 H 18 H F 573 MR ZeRES (W)

(IR A A CIEA S R EL L e )

<BRREEZERZEAE>
(2006 4£6 ] 30 HET)

SFH Y (ZER)

TR B (ZARNHE)

/NR B
WA ST 1
okt
ZNEIIR
RE

(20114E1 H 6 HE )
NEET (BEER)

b g ZGERNHEY)

RE #
A —IE
ST T
BT HENE
R AH
* 1200947 H 9 A2 b

(2015 4E7 H 1 Ab)
g 1 (REE)

iR B (REERNAED)

6k
£ T

(2006 412 H 20 HE T)

SFH MR (ZEE)
ALk B EGERRHE)
/NREF

R

RS —IE

JHYT. A

A H—

(201141 H7HET)

NRETF (RER)
fefy i (RERMAED)
KR A

ry —I1E

S AT

ST eI

M A

* 1 20114E1 H 13 A5

(200946 H 30 HET)

Rl (ZFER)
INROET (RERNAEY)
KR

Ay —IE

JHIL A%

T i

A 1E—

* 1200742 H 1 AD

** 200744 H 1 AND

(201546 H 30 HET)
R E (ZER)
g F (RERMAE
s FE (ZERAE
=7 Eig (ZERMAED
AH FoEL

2 il

R 255



T MRS
R 2H

<BmREZESPVAERRFMEAEREMZERE>

5% 1 hREIfR

(200549 A 30 HE )
—F EE (BRE)

F B A (EERARED

"A
B R
e R

(200742 H 11 HE )
=& ER (ER)
HE A (EERED
HAR W

B R

VAN =S =

5=

KEF Felte

55 2 i BER

(20114£9 H 30 HE T)
=& B (ER)
SEAR M (BRAREE)
Al E&F

Al EE

NI ASET

Sl A

(201246 H 30 HET)
=& HiEr (2R

W S0 (BRAED
Al S &+

)l

/NI RS+

9% 3 hRBAR
(201349 H 30 HET)
W L (R

K it
(CES
WEHE TR
A 5t
FEM e

NI AET-
AR |
WESFH R
TN
HH &R
SEA I

K 4890
HHA B
RESE =
EPT PRI
BEH IEE
A =R

SEA I
K 2890
HE4 IEfE
AE3E =
T BRI

SR IR

SEAR B
RR £51
Hk Bz
R =1
R IE—

RR EAT
R e
7N H
HEM IE—
HHOOkk

I FS
(LIl 37558
[IESFE
V%

W OIEE
R —=Hi
I FS
(LIl 37558
V%

Hly {7550



NI RS (EERAREE*)
Al S &+

)l 3

TA BT

K 4897

55 4 hRBER

(20134510 H 1 H D)
LT e (ER)

NN ASET (EEARER)
HA s

HIL

Al E&F

ZE LTI

JIE Bt

AE3E =
T BRI
M OEE
A —=Hi
=S

NN

HK -
e P
SFI 72
HER 2
FEH IS
A =RR
HH &

o
% W

* 1201248 H 22 H D
** 2012410 A 1 AD

(LIl 37558
B H A
= H
V%



C
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ERE LT,
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3. it (B2
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44, : 2-[[2-Methyl-3-(trifluoromethyl) phenyl]lamino]-3-pyridinecarboxylic acid

CAS (6284-40-8) : A 7L (B5)
#4, : 1-Deoxy-1-(methylamino)-D-glucitol

CAS (42461-84-7) : FL=F LU AT NIV (BE)
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F v & (SD %, K6 UL/iEE) 18 3MD VIR IV R 21 7~ 14C A5k~
N=F AT CEBRNES (=% & LT 10 mekg RE) L. BRERE
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43%. JEEITIRRF SN2 AR v RO 56%. 7 DAt 1% OIEMRMEEI 238D H i
7o HERTIIRZELAEDEK 34%, JFUITIRFEFSILIZ AR v b MK 48%., D 18%FE

Glusulase WLERIT 1 0 RZALARDHIN UASFRMEAE)
HETHM L7, JFEOAR Yy M Li2Z E0n, ZudasiieEExoni,
PRI LD & &b 1 RFRRIS NIBICR A R QSR8 B, £ D% KM
OFENEBAT LT, 2 ORI KAG R OFE) SRS AR H S, M EE DI
DRI R ST,

FE DA D Sz,

7>k (SD %%, HEMES 3 ILE) ZHAWT UC IRk 7 V= % T HIERHK D&Ef
(10 mg/kg RE/H) L. IR, #&, g OElEH ORI HFEE S ie, G
PRI 33~40%, #EHIZ 39~40%0 5 HEM S4vlz, IR IUTEF ORZEIAR, R & L
T4 RFafFyr 7= b RafFv 7oy 28 Rafd AF L7 L=
Fr (INoOREHZ LT T4-0OH K], 15-OH K], 12-MeOH (K] &£\ 9,), 7
N=F 2 ROVKB LR OITA RN 7 L =F 2 0 A F LT 2T LRRE ST,
KB ZRB T M OEGEFR 1 IR LT,

F 1 Ty MIBITD UCERH 7 V= T HIREGRE Q&R 5% D
I N=F T RORE OIS (%)

TN=F T KORE ORI (%)
Ak | ERE . , , TN=F VLR | T=F R
T=F% | 4-0HK | 50HK |2-MeOH f& KEAOA | Frexo
7 Jai3 57.1 1.9 1.2 10.2 15.2 ND
i3 50.0 1.7 7.8 10.1 15.6 ND
% Jii3 15.0 6.6 4.7 11.6 19.4 ND
i3 14.2 8.1 3.6 7.8 26.4 ND
e HE 87.1 ND 0.01 ND ND 0.38
i i3 82.3 ND 1.7 0.59 ND 0.05
g i3 91.0 ND 1.7 0.38 ND 0.46
" i 69.0 ND ND ND ND 11.3
ND : AR n=3

1 Glusulase :

- NI m=H—ERUB- I NI a= RANLNT 7 4 —EDIRATHR
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(3) EWEResER (1 X)
A X (B—F VA, 5~7 AR, HEHES 5 VLR IC7 =% A7 LI H 90 A

MssfRR D iE (7r=%3 & 1L CO0, 0.01, 0.05, 0.15, 0.40 & 7*0.60 mg/kg A&

IH) S, EORER. PIRINROEEERGH%E S, M T (X 0.5 K TH 72,
MHE Crmax 133 2 1R T LB Thote, KEHRGIZ L DWW E OZEREMETRO 5

N oTz,

M 7~9)

#* 2 AXDOTN=%T AT ARG AR GICEBT D M Crax (ng/mL)

Yy T [Frryeen
1k /

(mga ¢ IR e i e b
0.01 0.0340 0.0390 0.0295 0.0331
0.05 0.151 0.158 0.143 0.143
0.15 0.527 0.497 0.424 0.510
0.4 1.27 1.45 1.20 1.39
0.6 2.20 2.15 1.97 2.23

oI N=F D U EiR L L COREE,

190 HMBE & 54%

n=5

AT N=F T ATV CEFRN, RO O#RE (2 mgkg (KHE) L7,
BZ—F&U“%%DTQ@K?SHZDE’?% Cmax\ Tmax&(ﬁ T1/2 &ii% 3 GCH?‘?‘J: 3‘;5 @ T&)O f:o

£ 3 AXDTN=FT AT BB D MR EEEIRE T A — & —

&5‘ % Cmax Tmax T1/2
94 %
B (mg/kg AE) (ug/mL) (hr) (hr)
N 9 4.3 0.75 10
& F 3.0 1 9

IMAEFPRREL L, RGBT, #5512 BEREITIZ 0.05 ug/mL LA RIS, J2 R 5
TIL, #5518 Riff1Z 0.029 pg/mL LU FIZEA Lie, §lRNE G2V T, &5 3
53%%7C 10.3 pg/mL THh o723 12 Kei#£121% 0.035 pg/mL LL R Uiz, W)
FIHHRIT, RO TIT%, K FEETR2% Th o7,

(4) EEhREsAER (B, TRIR - HEtt) (10, 11)

B (77 0y REORZ X —RT Ly Rfl) ZHW T V=F A7 D
RN U D (7 =% & LT 1 mgkg (AH) HEICHIT 5, M5E Cnaxe Tmax X
WTye BFE) 3R 4 DEEY ThoTe, TNENDOEEGRIKIZONT 4 ARV DI
23, WRRIZRDE S TunvZewy, SRR G- Cid, #&5% ORI 10 pg/mL 12
L, £0% 2 FEDORDZ R LTz, BOBS-TIEADNT EOAYZ0F T 80%
Thole, ok, BEMBROT =26, 5§ SHOFEEIRR SN TNDN, &5 12 K
MLIEDRIEIZ BV TR SN 7L =% U BIENMEE CTh - 7=,
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K4 KOTN=F ATV BRERGICEBT SRR ST A —F —

¢ &g‘% Crnax Thax Tz (B*H)
BT (mg/kg &) (ug/mL) (min) (hr)
% 0 TN=F s 3 =30 4.04
FHIRY LLT1 - — 1.6

B O(RRE, ME6TH) IC7 V=% AV V3 % 5 HMEEIRNE S (Zr=%
e LT22 mgkg (RE/H) L. #&RHY (Bofdd b1, 2,0 3. 6. 12, 18, 24 K11 48
BER%) (BRI U CE PR B LS R S 7z, W OEIR S & e 5 1 Bl <
il (5.0~12puglg) ZRL, EO®%KID U ThchBe s 24 FRR%ZIZITETOMIK TR
HIBRSA (0.05 nglg) Aiis & 72~ 7=,

(5) EYEREiR (B, MHRE) (2R 44)

55 (Grade FE, pic, 800K OMIER: 4 SH/EE) IC 872 DK (~— A MR OMERIA)
DI N=X 2 AT BRI RS E T 2 — 72 L HgEkik ks (7r=%y
vELT LImgkg (KHE) L, 7 rAd—"—aBMPEmINT, 2B, F2 G
PIE G- 21 BRI S50 S A7, BRI L, i 7 L =% o L0 HPLC 12
FOHIESNT,

HPENRE R T A —H —Z R BITR LTz, TIV=F U AT D —A MR OYHE
RKIF| DI ENE T A — 2 — | ZEMFINCRETH D L E 2 b,

x5 IHITRIT 5 HR DFIE o HalEiike 1 & 5% OFYERE T A —2 —0

s Chmax Tmax AUCo4s
(ug/mL) (hr) (ug-hr/mL)
=2 R 7.14+1.38 0.48+0.14 20.80£6.02
BRIl 6.91+0.93 0.46+0.18 21.54+5.48
BehHAE WAL bIo7L=FT & LT 1.1 mgkg IAE n=8

[FERIZ, &5 (BT 7 Ly RHE, 4~105%, HEKE, 4 B/RE) (2R8I (—X M
KOOSR OT7 V=% A 70 AR BERRHRR OGS (=% & LT
1.1 mg/kg (AE) L., 7 v A4 — "—@B3dEZfi Sz, 7ed, & 2 BB IImfe 5
7 BRRIZSEE S AU, ARREROICERII U, I ST 7 v =3 O U JREEA LC/MS/MS 12 & v
EST,

SN T A —H —%F 6 IR LT,

* 6 KR 5 HR DAIE O HnlERE O & 5% OFRYBRE T A =2 —Q)

2 Cmax Tmax Tie AUCo4s
(ng/mL) (hr) (hr) (ng-hr/mL)
=2 | 4,449+576 1.34+0.55 7.01£1.10 28,524+3,721
HERTA 4,110+835 1.00+0.35 6.96+0.89 26,510£6,215
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(6) EMEREAER (B, 2 (M 11, 12)

B OBE, ME6TH) 7 =% AV & 5 BREGEHIRNE S (7 r=F%
& LT 22mgkg RE/H) L. Hef&dkG- 2 KONT BRI 3 5HT > % W THlfk
DRRET STz, WRERIZIBW T, A, TS B, IR X OVINBEO W oI Z 35
WT B HHBRA (0.05 pglg) RiticdH -7,

[FRRICHE (BFE, ME6HH) (7 =% ATV % 5 HREERGRIRNE S (70
=F b LT 22mgkg RE/H) L, &G 2 KOVT B#IC 3 813 D% HIV Tk
HIREED R S 7z, MIRERICIRW T, Wi, . B, AL OVIME DWW LR
RN T HARHIBRSE (0.05 uglg) AfiTh -7z,

(7) FEEhEesdiz (4) (B 13)
o (T V=7 UFE, WHMENR OESS 3 8) I UCEGR 7 V=% U AT I % 1
H 1[5 2 AREEIRNEE (7r=F2 0L LT 22mgkeg (AE/H) L. FE@hRgicou
TR ST,
BE) REOE) T ORBEREMEINEROG L, WML OO W H K 90%
Tholz (7)), 0B, G4 72 FFE £ TITRBEG- RO 97% 0 HgHEMEA A
REn7-,

#£ 7T FIBITAHUCHEHTN=F ATV 2 HMEIRNEES% 0O
SEYREEHEMERICR (%)
Eekk P 54% 48 R OSSR AHEHETERIER (%)
WBRENY) = % B e
Wi 50.01 39.82 1.79* 91.62
i3 39.65 48.08 1.47%* 89.20

o 7n7—=UA ThORLNREIEE (%) | S— VRN A LAEIEE (%) n=3

IMAEFBENEMERE T, 2 FAMEIC 2 b2 R UTe, M e E MR | ol Tl 54%
BERPART Ly B TIERRRECNTARTT Lz, iyt OVE T, BialRkkDZE L%
AL, 2 EHRGE BIXIEREROZ L Th o7z, # 1 MO 2 B 55% O ME dHE
PEREE DAL A 8 1R Lz, M BEEMERE IS OW T, P REE R A X
DO URVMETH 728, IREZENIFRRTH -7,

# 8 FITBID UCHERR T V=% A 7V > 2 A MERIRNR 5% 0
SIS HEEERE  (ug eq/mL)

o 55 1 A %R (hr) 55 2 [Alf 4R (hr)
547 2 3 24 557 2 3 24
WALt 18.24 0.65 1.59 0.06 15.96 0.82 1.30 0.11
Y33 17.13 0.36 0.76 0.06 18.28 0.40 0.58 0.08
n=3
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FLIH P RSHEMER IS, FGER THIRS 5 1 RO 2 [5G 9 KFHEZ T 0.04~
0.09 ug eq/mL Th o7z, 5 1 ARG O VI THEFHEERE ORI 28 b 2 3%

9~

£ 9 HCBIB UCERT =% T R UL v 2 IR 540
SESIFLIF O EVEIEEE (ug eq/mL)

% 1 [mlf 5% (hr)
9 23 33 47 57 71
A PHEEIERL (g 0.05 0.01 0.06 0.01 0.01* 0.01*
eg/mL)
BRIk DEE (%) 0.02 0.00 0.02 0.00 0.00* 0.00*
* 2 EHDOE n=3

FERE T OREHEMERE L, TR, BlE, BRI M MR CEd o 7o, I G142 ORRF
HI7Z2 B8 P OFEHE MR E 23 10 1R Lc, Mookl (Mlig, R, &, O, B,
A, ARER, REHE, BRGEE, B, MEMIAOVE) ThOREHEMREIL, WIoRRICE

WThH, ERRFUIUT MESUIE BIRFR ERH) Th-o7,

# 10 FlCBT D UCEGER 7 V=% v A7V v 2 H IR G-% 0
AR HNEMERE  (ug eq/g (mL))

ot sofkt 544 (hr)
PEREN Rk 21 - 120
i 0.37 0.11 0.06
. Bl 0.37 0.10 0.05
W [ErT 1.26 0.10 0.00
I 0.11 0.05 0.04
F I 0.69 0.18 0.11
e Bl 0.67 0.13 0.06
AE- 10.20 0.04 0.00
1% 0.08 0.04 0.05

e (RIVAR LA R, HESER) ISR B 7= 0 A VL L OEEERNEES (7
N=F b LT 2.0 mglkg (KE) HOEWBIE T A—F —[3F 11 O LB Th-

7=, (ZHR47)

£ 11 HTBIT D 7 =% CHEEIRN G OB T A — 5 —

EF% ’51 % Cmax Tmax T1/2 AUCO-48
(ug/mL) (hr) (hr) (ug*hr/mL)
2.0 mg/kg (K 6.94 0.5 4.4 24.2
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(8) EWEnaesER (HL) (BHE 8, 9)

PIIZEIT D UWCHEGR 7 V=% ATV OREIFRANE S (Zr=% &L
T 5.0mg/kg (KHE) TiE. ME Thax (£ 24 55T o7, HEIIFFETIZ 33~37%. KTIC
63~68%TdH -7,

(9) Z0DFsRE (BHE6)
TN=F TSRS R B EBEICEAT O ENHLNTEY, £o, BtE
U THEE IR S & ST 5, HRIZOW TS OFSUBAFEL TV D
2N, T 1 TFCHITIED S E RO BN TV D, ZAUTTEEISHN S FIREOR D J5
%ib@\W<O@®I%@%%LTV5&%K%M5@\%@*Okbf?»:%v
U BIRIERRRI IR SIS Z ER R ST D

2. TREBEAER
(1) ZBHER ED) (B 14, 15)

PR (AHERE, %92 2> A i, EBME 3 TAMER) IC7 NV =F T U AN KR 1 H 1
6] 3 AN EES [Zr=F%3 L LT0, 2 (AR K04 (27%E) mgkg (RE
/BT L, BB (B h 1. 7, 14, 21 XUV28 HER) (27 b=F v v KO ORGHT
¥ (5-OH {£, 4-OH &K} 2-MeOH &) Ok RRT SNz, 728, Mkt o
TN=F T RO ORBIEE L, HPLC 12 X 0 HlE Sz (RHERA : 0.01 nglg) .

4-OH &1X, Wiz T e S nehoiz,

FEHHRRT O 7 L= U ORI (5-OH 4K 1 2-MeOH 14) DR B %
F121TR LT,

TN=F T O 5-0H (KT, mRGEHICRV T, RS 21 BRIZITER B
PR & 7e o7z,

2-MeOH Ri%, 4 mg/kg {KE/HEGREORMEHS 1 HZIZ 3 FIH 1 Bl T
HENzOHRTH-oT,

£ 12 IR D 7= ATV REIR RN % 0O
TN =3 ORI ORI (ugle)

BhE* . o G4 85 (H)
(mg/kg {KE/H) Mk | SRR 1 7 14 21 28
TN=F 0.03 — —
A 5-OH & — — —
2-MeOH 14 — — —
INn=F 0.11 0.04 — —
2 JiT i 5-OH & 0.02 — — —
2-MeOH f& — — — —
TN=F Ly 0.10 0.02 0.01 - —
R ik 50H{& |0.01(2), — — 0.03, —(2) — —
2-MeOH f& — — — — —
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Pe b - 5% B3 (B)
T A 1 7 14 21 28
TN=F 0.02 0.01, —(2) — —
aN 5-OH & — — — —
2-MeOH {4 — — — —
Tn=xv — —
NENh 5-OH 1k — —
2-MeOH {4 — —
®h | =% 11.14 — —
2 A 5-OH & — — —
i | 2-MeOH fA — — —
BEE | =% 0.05 — —
frfE0 | 5-OH A — — —
i | 2-MeOH fA — — —
A | Z=Fy — —
(8 | 5OH{E — —
) | 2-MeOH & — —
TN=FL 0.04 — —
m4E | 5OH /K — — —
2-MeOH 14| 0.01, —(2) — —
Th=F 0.17 0.03 — —
il | 5-OH {k 0.02 — — —
2-MeOH 14 — — — —
Th=F 0.15 0.02 0.02 — —
Rl 50H & [0.01(2), — — — — -
2-MeOH {& — — — — —
TN=FL 0.03 0.01, —(2) — —
aN 5-OH & — — — —
2-MeOH {4 — — — —
4 Th=%v | 0.01, —(2) — —
Bl 5-OH 1k — — —
2-MeOH {4 — — —
i&% Th=%vr | 30.02 0%2?‘ B — -
;g% 5OH{& |0.01(2), — — — —
2-MeOH {4 — — — —
BB | =% 0.02 — —
frfE0 | 5-OH A — — —
il | 2-MeOH f& — — —
A | Ta=Fvy 0.02 — —
(5 | 5-OH K — — —
) | 2-MeOH & — — —
— RRHIFRA (0.01 pglg) A, * @ 7v=F L LTCoREE n=3

1) BHIRFRN 23 S Z RO b b oL, HIEMEAT () PICEE A i
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[FERIZ, K (LWD %, £ 2 2>Hiin, E20E3BIFR) IZ7=F T A7 3l
#% 1 H 113 HEBRNES (7L=%2 & LTO0.2GE &) K4 (2 55) mgkg
(RE/H) L, B s 10 7, 14, 21 XUV 28 HR) IT7=F T KOZED
R (5-OH &, 4-OH KK 2-MeOH 1K) ORISR STz, 7238, Mk
FOT7 =% v RO ORBWEEIL, HPLC (X vl sz (BHERA : 0.01

ng/g) .
£-OH (RI1Z. WTFHUZBWTH e S h o7,

FEHHRRP O 7 V=2 0 R OE (5-OH 18K U 2-MeOH 1) DOFR /34T R %

#F13 1T R LT,

TN=F v 5-OH KK TN 2-MeOH K1%, Wik GHECIW T, Riédx G 14 BRI

(T BB R FAT & 7o 72,

# 13 RKICBI D7 r=% 0 A 70 URAIHRNE %O
TN=F 2 R ORI ORI (uglg)

b st G A% (H)

FHAE SHTIE
(mgke /K A) Mk | otTRE 1 7 14 21

28

T=F L 0.10 0.01, —(2 — —

Mi& 5-OH & |0.03. —(2) — — —

2-MeOH 14 0.01 0.01 — —
TN=FL v 0.22 0.01(2), — — —
" 0.07,

JiieR 5-OH {£ 0.03 0.01. — - -
2-MeOH 14 — — - —
TN=F 0.25 — —

Rk 5-OH & 0.19 — -

2-MeOH 1£ | 0.01, —(2) — —

IN=F v 0.08 — —

. ] 0.15. B B
/NI | 5-OH 1k 0.03. —
2 2-MeOH & — — —
Tn=%vr | @), — —
- 0.03
" 5-OH A& — — —

2-MeOH {& 0.01 — —

IIN=F 1.12 — —

Eg;ﬂ“ 5-OH (F - - -
2-MeOH & — — —

BHE | Iv=F v 0.04 — —

N | 5-OH A — — -

MR | 2-MeOH f£ — — -

A | 7r=%2 v | 0.02. —(©2) — —

(e | 5-OH 1k — — -

Rl | 2-MeOH f& - - -
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e 5 i Ko G% A% (H)
— e B 1 7 14 21 28
TN=F 0.07 — — —
13 5-OH {£& — — — —
2-MeOH {4 0.02 0.01 — —
TN=FL 0.23 0.01, —(2) — —
- 0.02,
S ek 5-OH & 0.01. — — - -
2-MeOH {4 — — — —
TN=F 0.25 — —
R ik 5-OH {£& 0.04 - —
2-MeOH 4| 0.01, —(2) — —
TN=F 0.01 — —
/Mg 50H & | 0.04, —(2) — —
4 2-MeOH 14 0.01 — —
Tr=%r [0.01(2), — — —
B 5-OH {£& — — —
2-MeOH 14 |0.01 (2), — — —
| =R 1.53 0.05, —(2) — —
ﬁgg 5-OH (& - - - -
2-MeOH & — — — —
BrEE | =%y 0.20 — —
frJEhd | 5-OH AR — — —
A | 2-MeOH 4 — — —
il | 7=%vr | 0.01, —(2) — —
(I | 50H K — — —
Efh) | 2-MeOH 14| 0.02, —(2) — —
— RRHBRA (0.01nglg) A ¥ TA=FT b LTOREE n=3

1) BHIRFRN 23 2 RO G b oL, HIEMEAT () PICEE i

(2) BREBHER BO)

MR (MR, K92 oAk, EEME4BRFR) [T V=F T U A U8 1 H 1
[ 3 HEf NS (=% & LT 2 mekg (KE/H) L, B Gkb 1,
3. 5. 7. 9 KUN15 HE) 127 /V=F% v U OMBTFRE B STz, i, kT o

(2HH 16)

TN=F U RN, HPLCIZ X W JE Sz (RHRSE @ 0.010 uglg) .
MERAER 14 1R LT,

BHETEED 7 V=% UV LW DI G R Th - 7208, ek s 9

H & LA IR R FUA & 7 o 72,
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F 14 KRBT 7v=% 0 A 70 URAIGHRNES% O
7 =2 L R (uglg)
B G AR (H)

ik 1 3 5 7 9 15
B HERAL —. 0.010
0.640 0.032 0.024 — —
A (2). 0.587
(A —. 0.012,
— . . 2 _ _
GERER) | 0014, 0019 - 0025
Jrfise 0.136 0.020 0.017 — —
R fik 0.141 0.018 0.016 —(3). 0.013 — —
—(2).,
/NG 0.030 0.031 0.032. 0.033
—. 0.023
b Y Y _ o
Al 0.027. 0.069
—  FRHERSE (0.010 pglg) Aii n=4

) BRI 2 & Pz kD G b o, EERTY () RIS AR

(3) #%BHER GELHD) (ZH1T)

WA (RVAZ A FE, WELBLG 1 202A %, A& 27kg/H, 3EH/HE) (7=
ATV CRFIE 1 B 1IR3 BIEERIRNER G (Zv=F%T & LT 2 KU 4mgkg
RKE/H) L. BREY (Bh&i G- 12, 24 KON 36 Kiftlig) (27 v =% 0 OV DOREY)

(5-OH &, 4-OH &KL 2-MeOH 1K) O FIEE D ET s iz, ek, FitHho~
=% RO ORBEIOREE T, HPLC 2 X 0 IE L7 (BRI : 0.03 pg/g).

2 mg/kg IKE/HHEGRETIL, &G 12 BEEH%IZ 7 =52 0 KOV ORI
HHRRFAASH & 72 0 | 4 mg/kg (AT B 5-8E T, B G- 12 R 3 9 2 il 5-OH
& (0.04 XTr0.07 uglg) P ENTZDOHRTH -T2, Bi&EE 24 Bfi%IZIE, 7=
F 2 RO DORETNT VB AR AR & 7o 7,

[FERIZ, WL RV A A R, WELBARA 9~10 7 H 1%, L& 156kg/H ., 3 SE/EE)
(27 N=F% T ATV URIFNE 1 H 1R 3 ARERIRNE& S (7 =% b LT 2 &
W4 mgkg KE/H) L, #REFY &S 12, 24, 36, 48 LN 60 ) ([c7/r=
F U ROZEOREW (5-OH K, 4-OH K& U 2-MeOH 1K) OFITHFREIZOW TR
L7z, 7B, It o7 =% 2 U KOO OREIX, HPLCIZ XY JlE LT

(BRHIBRA : 0.03 pg/g) .

FERAE R 15 1R Lz, 2 mglkg IR/ H BEGEETIE, Bk 5 12 REfEI T 3 Bl 2
(2 5-OH (R SHUT2A3, Jefede G 24 FERRIZIZIZ 7 v =% o 0 ROV OREIE W
THORHRAR Cho72, 4 mglkg R/ HEGETIEL, Rfdie s 12 Fkic 7 v
=X U KON 5-OH (K2R HE S d, Bef&de 5 24 KON 36 FEf#I# C 8 5l 1 iz 5-OH &
DR ST, Bk 48 W& IZIE, 7 =F 2 ROZFOREWTN TSR
HERAARR T o7z,
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# 15 WHATBIT D 7N =% T 0 A TN RN 5% O
TN =2 L 2 RO ORI PR (uglg)

Pe b . - e 54 (hr)
(mghg fiym) | A 21 36 18 60
TN=F — — — N.T N.T
0 5OH{& | —. 0.05, 0.03 — — N.T N.T
4-OH {£ — — — N.T N.T
2-Me OH f& — — — N.T N.T
T=F%T | —, 0.03(2) — — — NT@|—. NT®
. 5-OH & 0.09%* — (2), 0.06| — (2), 0.03| —. NT(@)|—. NT(2)
4-OH 1K — — — —. NT(©@)|—. NT(©)
2-Me OH 1 — — — NT@|—. NT(©)
—  FRHBRAE (0.03 pglg) A, N.T @ HIEET n=3

LN =X Tl LTORERE (mghkg) | *f o 3B EIRT,
V) BRI A S A T AR DR b O, IR () PICHilA ol

(4) %BHER FTO) (B 18)

WA GRAVAZ A A, 8 51 @ R PEVEFLATI L QMR AR EVERL A 1A% 4 BH) 1T 14C
T T V=% ATV v 3 HIEIERIRNE G (7 =% & LT 2.2 mglkg AHE
I8) U, HBEHEMEOREE R ORI S e S i, Lt &2 #5002 S #lE 5 8
(X 12 HEET1 H 2 BEEELL, JREOFEIZOW T, PlRHERSRTH RS- 8 H
H“ET24 M LI 2D OERIL LT, F7-, PG 9 XX 13 HEIZITHERA
Z LR UC R A B LT,

FLH R OFRRH I TN C, Ik G4 DORAID 3 [BOFEFLITFT D it idE
MHREEIL 3~142 ugeq/kg TH ¥ |1 [BIH OPEFLIZISIT HF1 Tl 1 1128 142 pg eq/kg,
D O THNELT1 pg eqkg LT Th o7z, & 54% 4 [B1H O#EFLRF £ TR O 1 41
%f[ﬁéﬁ‘b V2 TN 5 ugeglkg LR &l oo, BHEFLRE RIS D3R ORE EORE -

(2R 5 EIE1% 0.01~0.02% Tdh - 7,

W%&5&®W@@3E@%ﬁ B DEHLTFO T =% FORFHI N T
HPLC MWt Lz, HiHHORERICRT 2 5-0H ROVEEIEIL, FhEh
46%. 17%K% N 22%. 7= 3 L OSEHJEIAIIFEI 18%. 20% % TN 22% Cdro
7=

F7z, YS9 LN 13 A#%ICIT DMk OGNEMIREIX, I 0.043~0.224
ug eq/g. Bk 0.033~0.126 pg eq/g. AHA 0.001~0.003 pg eq/g. fEHT 0~0.012 pg eql/g
ThoT,

24 W] & &2 2 BHO 0 R U 72 IR OFGHES R, 0.077~138 ug eq/g T,
PR R ORI G- B kT A EIA T 22.22% K T 69.09% Tdh o 7=, FH O TE R
FEIX, 0.062~43 ng eq/g T, FEHPEEOREG-EIZRTT HHIG 13 58.58% K& 1Y 50.94%
ThoTz,
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(5) %BHER EL1O) (&M 19)

WEHA (RVAZ A Fd, 25 B0 ¢ A EPERLRIT ) O A e 145 8 B, RAE
PEVEAAI 9FE) (C 7 =% 0 A 7L AN 3 AREERIRINIR S (ZL=F% &
LT22mgkg (AH/H) L., b6 H#EE T 1 H 2 EHEAM TN, SRR
2B B3 5-OH 1A% LC/MS/MS (2 LV HIE L., FREEICHOW TR Sz,

B ERMCPERL LT=301 2> 513 5-OH (i3 & e o 7=,

Beief 5% 2 B H OPERL (24 Bifi%) Tl W oBREm s VT h 5-0H K1
40 ppb Kiiii & 72 o7z, Fofkieb54% 4 [0 H O%EFL (48 IffHITR) TIid. 25 #ilH 24 B3k
MRS (0.5 ppb) Rii & 720, F7o, Ffkfe 5% 6 a1 H O (72 Rfil:) Tl
25T 5-OH 141 3dx HBRFUA N & 72 o 72,

(6) %BHER (BD) (& 45)

B (77 Ly REOT v ra7 778, 5~20 ik, M, FEHEROME, 3 Sa/MSU/#
HRE TEEIIRRE) (o7 =% 0 X 70 UBlEA 5 ARG D &S (=%
v & LT 1mglkg (RE/H, RTHEHIIALE) L, F&is 1,0 2, 3. &U'5 HEORHK
(AL BEIG, TR OVINGG) FREEDSR DT, Rk o 7 v =2 0 R OMRE
¥ (5-OH £, 4-OH &} 2-MeOH 1K) % LC/MS/MS % VW CHIE L7z (EERA
0.004 ng/g)

TN=F T ATOWTE, FEREE 16 IR LT, 7= U U RIRE I, Rikis
5 H1% F Tk OREID E&IRAANmW & 2o Te, 7v=F 2 ORIz ONTIL,
5-OH R G- 2 H % & CERgH 2> 5 FRH (<0.004(1)~0.010 pglg) SO T,
4-OH KK Y 2-MeOH {RITAMAREDO VT HLORERIZIW T H 26 CE ERAAN & 72

77,
# 16 EBlIBUIAT7A=% A 73 URIFR OB 544D
TIV= T OFERPIRE (uglg)
e iS5 85 (H)
Ty 2 N 9 3 -
" 0.011. 0.013, | <0.004. 0.007.
< <

Frifie 0.067 0.009 0.004(2), 0.005 0.004(3)
0.022. 0.029 0.014. 0.018

ﬁxi—!—‘ AY AY AY AY

= 0.095 0.005 <0.004(2), 0.009 <0.004(3)

<0.004(2).
G @ <0.004(3) <0.004(3) <0.004(3)
0.008

<0.004. 0.007.

i1} 0.013 <0.004(3) <0.004(3) <0.004(3)
0.005. 0.007 <0.004. 0.004

N E] AY Y AY AY < . < .

N 0.023 0.005 0.004(3) 0.004(3)

() NIChEZRE &R : 0.004 ng/g n=3
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(7) %BHER (FOQ) (&M 46)

B (77 Ly FHE, 2~8 ik, K, EEREROME, 3 BURER/BRGHE, 1 B/XTREEE)
(27 N=F% T ATV CRIFZ 5 AR ARG (7 v=FT & LT 1 mgkg (&
H/H, STERHIELE) L, RS 1, 2 KO3 BEOMBRT (. TR, B,
g OV NG FRE DTGz, SRR O 7 =% 2 0 RO (5-OH &, 4
OH A& (X 2-MeOH {£) % LC/S/MS =RV CHIE L= (EERA : 0.004 nglg).,

TN=H L ATONWTIL, FEREZE 1T IR LT, V=%V U PR T, Rk s
3 HAE CITHERICafIn, RN T 3 Bl 2 B EERBARMN & /e o7, K. Bl
OWIME TR G 3 HRIZBW T H 26t Sz, TEHESREFREE O
B M OWT ) Rk 12 45 3 A 31 BT 12-33 EMUKEER S it bk R s
H) OF 401 [EWRAERGLOT-OOEMRBREETA FT714) O (5) FHEEICH
T HRBRIZHE, FARE OBRAHEIE T L & L TR BT D SRR HifR ) & & E
FUTEVT DIRRIRE 2 B SR B T 28 U T BT AT e Cldieiédx 5- 4 BT, iR
TPRIRE (95%BFIRA D LIR) TldEfc 5 9 HAITITW T IRk b E EPRAA
LD EHEE SN,

TN=F T ORBHONTIE, 5-OH RIFAHTA (/8 1) KOVIME (313 fiil) Th
P 1 AR £ T, e (1/3 #1) KOVEE (1/3 fil) Thofkixs-2 B £ TRt S
M, ik h 3 Bt TIXef CERRAARNM & 7eo7z, 4-OH RITITF (3/3 ) KW
gk (2/8 B) ThAKEEG 1 B E TR NN, BEEh 2 B TlixaplcEER
RAR & 7o 77, 2-MeOH RIT AR OB T ORERIZEB O T E BRI
ThoT,

BIZBIT A 7 =% 0 X 70 IR O 5% O
TN=F T OFIRTIRE (uglg)

#* 17

" sk 0¥ (H)

vl 1 9 3

i 0.030, 0.048, 0.111 <0.004(2), 0.004 <0.004(3)
JHER 0.547, 1.169. 0.376 | 0.011, 0.025. 0.096 | 0.006, 0.016, 0.030
R ik 0.318, 0.575, 0.673 | 0.017, 0.035, 0.093 | 0.009, 0.023. 0.049
NN 0.028, 0.038, 0.153 | <0.004, 0.010. 0.015 <0.004(2), 0.004
/Mg 0.092, 0.142, 0.211 | 0.004, 0.008, 0.022 | 0.004, 0.007, 0.011

() PICThEAaReHE. &R : 0.004 pg/g

n=3

3. 2aEHHER =R 20~24)
2T ARKNT v FOF{BERIBICBITA T V=% L XTIV o OAMEEEREBRO
ERAFRI18ITR LT,

F 18 ~UAKOT v MIBIFDHIN=F T AN D LDs (mg/kg (KH)

Bt e PR e e
~ O ~
~ A CFL w0 327 (197) 170 21?1141 ) (102
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ICR B 379 (229) | 256 (154)
CF No.1 HHRIY 111 (67)
CF No.1 AN 306 (184)
CD e 113 (68) 130 (78)
Syt SD N 230 (139) 171 (103)
CD ERIRPY 90 (54) 92 (55)
CD I 180 (109)
() F7r=x  HEHE * o [N B TR 12728 p<0.10 FiPHE 2 508

ek & U CRMess, 78, IEMIIANSE A BlEs S AL, Bl CIEAER, S8
MBI & b IHLERIROIRSE, sds ORIE 25380 AT,

4. BRMHMHRAER
(1) 4 ERMEREEEEER (Sy ) (&P 25)

Z v b (CD %, 7, HERER 20 DL/EE) 2V 7 v =% A 7L U OfAN
L5 (Zr=%2 L1 7TO0, 1. 2 X104 mgkg KE/H) 12X 5 4 BEH MR
BRICEBW RO LN EAT RIILL F O L0 Th o 70, SREMERES 10 PU3# 5 14 H
Bl ERBRIc it =7,

B ISR TR IR -T2,

—BeIREE, RE M ORI EIC, FGITRK LRI BTz,

MEFHIRED G- 2 KOV 4 BT MR 2B U TS S 77203, 4 mglkg (RE/ HEED
MECHe - 2 @RI BT DA Ht KUY Hb OIEAZED STz,

MR LR, RIEE, lEeEE, IRRE (PRI LU TR, &5
R U8R 3G8 0 b ivieno Tz,

FRERRARR AR A CI, BEGBOLICARZENE, i, SRMEESA & O\ ARRRAE 703378
DAL, FEABEE K OGP IR G CL W BEE Ch o 1o,

AGRBRIZE1T 5 NOAEL 137 /v =% > & LT 2mgkeg (KE/H & &z b,

(2) BEEEZHEMEER (Sy ) (1 26)

7 v & (CD %, HE - 8 Fn, M - 78is, MERES 20 IL/BE) 27 /b=F T A
TR U OFHANEE (Z7v=%2 L L TO0, 1.5, 3.0 X(*6.0mgkg AHE/H) 12X
% 13 B S BRICB W CGRO DB AT AIZL T LB TH -7z,

ARBRIIRT, eFRREEO[E 1 1K O 6.0 mglkg A/ H I GREOME 2 BIAFELE L, Bl 2
BRIy SHT=, 6.0 mglkg REE/ H & GHED 4 Bl TIIWT IS IBEIEESZED 5
iz,

—fREETIE, 3.0 mg/kg (RH/H UL FEGHETHATA RO bive, £72, 1.5 mg/kg (&
H/HEGEET 261, 3.0 mg/kg (A5 H #5547 20 1, 6.0 mg/kg (KH/ H 58T 7 41
DS K ORI IEIRZE I S IEDF80 BTz,

RETIX, 6.0 mg/kg (KH/H 5B OMERECTIEN TR BT,

BAFE T, 6.0 mg/kg R/ H & EHEORME TR G T, HEThpIo 5 TR
DR BT,
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IR (MPRIRED) CIXEFEIERO bR -T,

MEFHIRA T, 8.0 mg/kg R/ A UL E#GREOMER O 6.0 mg/kg AR/ A % 5-ED
KT Hb ORAEDFE BTz, 6.0 mglkg (NE/ H 5 GAEOMERETLFHEROHEIN, T He
DIEAE., SEES 7 e ko v B OFHEN TR BT,

MR AR L OYRIRAS Tl B5HTER L2238 v o7,

g B ClX. 6.0 mg/kg A/ H &GREOIE TN OO e EEOBRIED R
DI, ZHHITKREFDIZL DD EBE X B,

HIFTlX, 3.0 mg/kg RE/ H EGHEOME 2 61, 6.0 mg/kg KT/ H & 5HEOKE 2 ] LT
HE 7 NI TR Y Lok, BIFEREDIE I ORE | BFERAE. HEE DR
1 OVZEFLASERD BTz, BRI IS A0 SUTWESE & 72 > 72 6.0 mglkg (AH/ H £ 5-4%
DZ > NTIHME DAL OGS & BRI, B, RIROTAIE, RS MR E R,
A RED FLEE N KR DNRD iz, £7= 1.5 KO 3.0 mg/kg K/ H &ZGRED D]
(ZFEENE DO LR BTz,

AR R AT ClE, B GBI RHEREE & O ARSI N R G REZ )RR
57z, 3.0 mglkg K/ H & 5HED 1 61} O 6.0 mg/kg IR/ HE5RED 6 T, Z4LIME
DEEDIGE TE OIS TS ADRD Hiv7z, 6.0 mg/kg IKE/H&Z5HED 6 45T
PG U > _EOTRIED TR H ATz,

AGRBRIZI1T 5 NOAEL 127 /v =% & LT 1.5 mgkg (AE/H L& X bz,

o\

(3) 13 AMEESFERER (1 X) ()

A X (B—F)VHE, 5~T7 M A, MR 5 IO/l 2RV =% v A7 I v
OFEHRE A& L (7r=% > L L0, 0.01, 0.05, 0.15, 0.40 }2T*0.60 mg/kg A
/H) 2L 13 EMsAMERMEBRICB O GRO BB IS TO L B0 Th-o
7=

AR RIECITRO HivT, R, RE, BEE, MRy, ket
TR, RIRAR, FEP O, IRRE (MRS | OB, lEasE e, SRR O
FAARE AR, S OICEGRNEONCES- 5 KON 12 BICHIE SRR, PR, O
L, MEEONCHEREE (G7) NS GATER L7 BEITRED b h o7z,

NOAEL /%, KREBricB T o EmHETHD 7= & LT 0.60 mgkg (AEH/H
EEZ BN,

(4) 13 EEEIHEMEER (L) (ZHE 27)

T ATY (MERER 4 BEURE, S HEISMERES 2 9F) AW 7L =% 0 A 713
COFRANEE (7r=%1 0L LTO0, 5. 15, 45 & (¥ 60 mg/kg {KiE/H) (X5 13
TR AMERMERBR IC B W TR LI E T UIILL FO L B0 Th -7,

—fARFE IR E OB 5N T 2 E B2 5D W < ODOFTADFERD S iz,
BT OERGHETE GO RPTEISH HEFEBEIRIZFED b2, 5 mg/kg R/ H 5
FECIE 1 BICAIRACEEFE DSFRD BT DA T, Ziuddes 3 ELARRIZITEA LTz, 15
mg/kg A/ H LA R ERETIE UL UISIER 25880 Bz, 45 KON 60 mglkg (AH/ H#%
HEED% 3NG40 HED DR EIK T HFE R N V— X o 7 O IEDGRO BT,
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TIAF )N 5 mglkg NE/ B GRED 141, 15 mglkg R/ A UL EFGRETE 3 FliEE0
iz, F£7-. 45 mglkg (KE/HEGHEO 1 FIAKIEE(LD 7= nﬁ%ﬁ@qﬂfﬁ%ﬁm/\é
iz, Ok, Mg, IR, IR K OV SR G-I R 2 BB 3R H e )
o7,

REEIEINE K OMBETR TR, 45 mg/kg (AH/ H UL B GEETRUDDSE880 BT,

MEFHIRRA ClX. 45 mg/kg (RE/H UL BB GHED Ht O Hb OIREDZED BT,
F7-. EFFRICAE TIE22V ) RBC OIRfEN TR STz,

MR LSRR T, 156 mg/kg K5/ H UL B GREOMER O 45 mg/kg {K5E/HLL L
B HREOMETT VT I O, 45 mglkg (RE/ A LA R GREOMEE TR X R B D
WD KON ALP DIRAED TR BTz,

PRAGAS B OV BB, BRI E O 5K L 75280358 B e hr o 12,

TR OV BSOS ClE, 2 COBRGEE TR GO RTS8 Hit, 60
mg/kg M@/H&ﬁﬁ@ 1 B CIHLE OIEIETRD BT LM IR e o 512
B U 7= B 13580 B o 7=,

AR _i»ob\f RICHETHD 5 mgkg KRE/H THEMENTED L2 b,
NOAEL (3§ b 7z2inoiz,

BHEMEHEBRR UL A MR
( 1) 1 FEIEMSEHAER (v M) (1 28)

Z v~ (CD(SD) . 6 i, MEHER 30 I/ ZHW=7 =% A7 NI D
IREE G (7 =% > & 1LTO0, 1, 2 XU 6ppm : I ; 0, 0.98, 1.98 }115.98, I ;
0. 0.98, 1.99 & 1*6.05 mg/kg AH/H 2) (215 1FEMIEMEFEMRBRICBWLTERD B
T=EATRIILA T LB Y THHo 7=,

AR ZAE T U 2By S - B U S =R 13, 7, 8 LT 22 5] 3T, 6 ppm
FeGRED 16/22 61 (1 10 B O 6 1) (ZIFM B OIEERFED Hiviz,

—fIRRETIX, 6 ppm i&%iﬁuzri””@?ﬁh HEERGHH, RER, AR b, R,
TEEME R, B, MEPREE X E NGO B L, MR E AT HROEINAZRD b,

{KETI%.6 ppm &“Eﬁi@ﬁ&“ﬁéﬁﬂﬂﬂﬁ%’ DNFRED DAL, RIIREE & bl U IR A R LT,
HECIIAE TIIZRWODIRERO (LD iz,

EEHETIL, 6 ppm HGHEOLETIL T35 %ﬂﬁo 6ppm BeHRECIIAEOIAEDS

RO LILTWD D BEFEARE Y72 ) CHIE L7358 oRE & OZ TR H LT,
leE“C IZTe LABEIML Tz,

P OPMAS, 5 28 KO 40 HEEC 6 ppm &GREOLE TR B2 m
ECHE S, £, 85 52 I 2 ppm BSREOMEN O 6 ppm &GEEOMERETH
B A TR Sz,

IR CIE, RGN L7 BEIER0 b e o7z,

2 P BB IAE ORE R OEETRIC L0 itk
3 RIRREED T4, 1 ppm #HHED 4 451, 6 ppm $GHED 2 FliTBRIMFFO S TIEL
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MRFHIRE CTlX, 6 ppm #& 58 C Hb, Ht X O'MCH O FiIFONZ PLT & OVA L
Bk (FHER) oHhnaiisd b,

MR AR CIE, 6 ppm BEHEDOHEECT V7 I a7 ) U RRAZ L)
WD L, HEOE- 39 W TII AN T LMK TR BTz,

PRIGACIE, FRCBEITER LI B3GR LT,

JEFREE & CIE, MBIZ DUV T 2 ppm G5 HEORETHEXTE R, 6 ppm B 5HEOMERET
et M OV BB ORININANTRD ST,

FIRTIL, 6 ppm #HEGHETIEEONE., A, IEK, BHE L ONERRDZRD Hi,
HILE (B, + 2460, 290, BERKOER) s, 5. R, KRR
BELRO LN, £, MHROBAECIERER, MIROGAEERD GO B, U
g (G, B, B, A SUIE 1) OFRER, K OMEAOE Bk
OB, 2 ppm HGHEOMET & 22088 . RO & OWGFIE Y iR
DR BT,

SR ERRLRRFAORRA ClE, 2 ppm BGREOHEK TN 6 ppm £ 5REDMEMECR i FLEREE
FEDSFRWD B AL, HLE I EEBEDIIEZ P O IRGELVD AR bz, Ziubidl
W NERESR M OMHIER 2 = L Q2 F7o, EE0 U BN ROSHEETRR, &
OVEBEOEIM T, OO EIMARAFRD BT,

ZIHDOFTRD 9 HEDOW DT, BERWE OIELE DEEIC O IR EZ R L
TebOEHER S T, REEIENHIL, BEEEOK T X0 HIHEOEEIC L DR
O, BIZEO MiEFARE O BE I OV gL OV > _ElioERITHIMIZ L 5
mitEic ks b0 EEZ Hni-,

AGRBRIZE1T 5 NOAEL 137 /=% > & LT 1ppm (0.98 mg/kg (E/HFAY) &
Bz b,

(2) 2 EMHENAMESEE (TDR) (ZHR 29)

~ U A (CD-15%. 6in, HMELES 60 PL/EE) MW7 =% A7V OIREE
#5. (0. 0.6, 2.0 X1*6.0 ppm : #£; 0. 0.5, 1.8 Xx*5.4, Mt ;0. 0.6, 2.2 K(16.7
mg/kg RE/H 4) T8 5 2 FRPED AMRBRIZIB W TRRO G- BT ISLL T o & 8
N CoH-oT=,

—REIRRE N OMBEH Tl B GICER L7 BE IO bie o7,

{RETIX, 6 ppm BGHEOMECT—RFITIREDZED BTz, BB TIRECIIe e &
FE# U C 4~9% DI A R LA B ZEITRD b e o7,

MAEFHIRAE ClX, 6 ppm B5HEOMET RBC, Hb KON Ht DI FA3RH BTz,

M LIRS I X G SR o T2,

TR CIE, 6 ppm & GHET, MlEOMA, M UI BN TR (Mg
. MBS IR SURE) ORAERD EANEO bz, £o, BOIEED 2 ppm LA
Lo ER (2/120 T 4/120 f5l) T, [BIGOZEFLY 6 ppm BGREORED 1 3] TFRH 6
iz,

¢ B GBI IASE OMARE N OEE RS & 0 FiE
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JREFARR AR A T, MREEEZE O E KOV EE Ofix O (FTE. IRE. +2
FElG. FERG. B, B OZER) CIEERIHED B, 6 ppm BEGEEOREOGFHETAR.
MEDRRE K OVEFHEEANIMORE & i U CHEIZE -T2, 2 ppm & 5HEOHFIRT 2
BNTTEIESTED AT 3 IR AR I SR W I B2 A 8D 7R o 1o, Ol
fEREge . HPlE. A OB U _EC 30T A XS MU E8 ST,

Kﬁ%_kwfﬁ SXNZHEHEIZEIT A NOAEL (Z7 /=% U A 72 LT 2
ppm (1.8 mg/kg RE/HARY) THY ., 7l=F L M+ 25 L 1.08 mgkg (KFE/H
EEZ BN, Fl2. EBRAMTERD STz,

(3) 2 FMENAMRER (Svb) (/1 30)

7w kb (CD(SD)%., #J 6, MEHER 60 PO/ GHE, MERER 100 PL/RERE) 2 v
TIN=F D ATNAIVOFHRAN (5 1~4 1 7r=%> L 1L TO0, 1, 2 KW
4m%g¢%ﬂ)&@ﬁ@&5(&55~m4ﬁ-7w:%yykbfo2 4 KN 8
mg/kg KE/H) 12X 2 2 FFRPED ARV TRO LB EFTLIILL T O & 8
@T%okoﬁk>%&Hﬁw~24Hﬁ%ﬁﬁ%TﬁiTmmiﬁfﬂ%ﬁkwﬁbf
EUWIETEENFRD BT,

—ERAETIX, R GHTHRE 1~5 HFHCHILICES, RIELEREN RO Hil
7o AIROPT RITHERME OG- O /PTSOSIZEET 5 D LB X Hiv, 13 HIRIZ
iﬁ%bﬁ@it|q%gﬁfi&51&L%uVCWRWEI@W%w%MﬁﬁML
&54%%3L%_y<ﬁ LIS, FORBD LTz, £ OMIZITIRGIZER L7z

WITERD Lo T,

RE T, BHEROBETR G 15l 5, MECEEH 38 #H BB TREE TK
ENFRD BTz,

BEEETIX, ®HAERORET R 378D 203, eGSR L7221k

GO NSV WAV

MR AR A QNI AR LR A X e S V7R o T2,

IR Tl BEITER L7 BEIIRD b o7,

FIR T, TR OIRE 2 5- 3 CHERFICRD b, HEORAEITE LN
+ T FERGCEEE T, I 2SR R ORI TR BTz, R EREGRECIERIEY L)
HIONER SUTENED TR BTz, £, i ERE CHARONER & OWIAK ORI 3780 &
iz,

T B RO Tk, 58 T LB IZFEEGRME O CRIIEDESE X OB,
EREMEAE (R LM S . THLERE R OEIRDOIE, U BB ak, MR DN R
55 D HivTo, MEIRRIZ K2 ZIRHIEEEE L & 2 B D RIESLEESEI LMD NEIFERN Dl
FRIZHRBD BTz, IBHEEY S i Tl Y o BRI EDTED BTz,

ARBRIZ BT D NOAEL 1345 /e ho iz,

A BRIZB VDTN ANMEITERD b o T,

6. ERREBIHR
2 HHREEAERIR DD D 12 FDA 0 8 ik Shie,
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(1) HEREIR ERIEAIRGHER - F 18 (v b) (%M 31)

Z v~ (CD %, 5 ilHln, MERER 25 DT/ G54, MERER 30 PL/fRRE) 2 MW7 r=
FUURAT NI OFBANES (=% L LTO0, 1, 2 K4 mg/kg {KE/H)
(2 & DIHIRERT R QYRI5 BRI B W CRRO s UL Fo L B0 Th -
7o HESRE ORI, BEZIIAECAT 63 H S AR 218 UC, MECI3AALAT 14
H722 DI 14 B X 355% 21 HE TITo 7,

FRERHAR BB AT B ERRD B o T2,

BlEW)CIL, —WRRBICER BRI L= BEIIRD e o1z, iiEs%., miLE
WOMIE, TRZ OB DIEIEZED ST G D55 <, FHEFEEINEIL ) >
7o RETIE, BHITERTDEITRD -t Fio, REWOMEEIC RS
IF588 BRI o, IHRHIFOIER S 2 mglkg AH/ H UL B GHE TR b,

IREMTIE, HPED DEEFL E TORIOFEIRL TR LA 2 megkeg KEH/HLL &K
HRECRD b, T O, #aERE, AR, SRR L, =R ESAE,
PRI, WEIM O RRE R OWEIC R 5 ORBITRO bine ootz -, H
AR DOAFEREFEDORBIRITRGIFEN T 2B TRO B - T,

ARERIZI51T 5 NOAEL 1%, BlEW) O—Bagthiokt L Tt 5 & ThHH 7 v =F
e LT 4amghkg (RE/H, AR AERMEICR L TIE 1 mgkg (AE/H ThH o7z,

(2) EFHHEEHR-EIE (v k) (17 32)

7 >~ & (CD %, 13~15 i, 25 VU GHE, 35 DU/RHREREE) AW 7r=F
VAT UOBRINEE (=% LT0, 2, 4 XTU'6 mgkg (AE/H) (2K
DLIERTTEMERBR I IV TR GBI RIILL T D L B0 Th o7, #HHRE O
%, EHE 6 A5 15 B E TITVWEEE 21 BISHHR LT,

BEicix, HBHIEHIC 6 mg/kg (KE/BRGEED 1 IS L, Z OMEARIIIERE
REOBIEBGEZEZ LT\, KE, SEEREIREUL OSEIRRIN AU Z 35 G-I A L 7o 22
FITERO LI o7,

IREMW T, PREREREL. FENORRE AN, YRR, (RE LD 24 RFRAEERICKR S
DEENTFRD LI > 7c, 6 mglkg (KE/HEGEED 1 Il —/33HE R OSSR R4 2
TLEEDOREIRD Bz, TOM, WRIE. (biEEER O SRR RO b
23, ZAO OFARICHEHBMIIERD v o T,

AFBRIZH 1T 5 NOAEL 1, HEW L OMRIRICR L T7v=F & LT 4mglkg (&
#H/HEEBZ BN,

(3) BEMARWMRIIAEHER - F 1 EH (v k) (ZH 33)

R > & (CD Sk, 18 #flin, 25 VL GHE, 35 DU/xlE) 27 r=FT A
TN U OFANES (=% LTO0, 2, 4 K06 mgkg (KE/H) 12X 5/E
PERI M O LI 53 BR I RV TR BT EFT UL F D L B0 Th o7, iRy
BOREIT, TR 14 B2 DoWt4 21 B £ T, IBEMW oMt 21 BISHIK LT,
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R CiE, BB 4 mg/kg R/ B B5HED 9 6 TN 6 mglkg (RE/H &G54
D 20 BINFELE LTz, T b DR FELFIRETRIINGO UL A, i, BIBOFRIMN I
HILCH o7, —fRIREETIX, MR OREOE Ak, S OE R OREE O Mm%, #%
FEHAI &N T T LS B i@iﬁfif‘ 2 mg/kg IR/ H & GREOLHIZ, 4 mg/kg (K&
B EFGHEDOIZ L A EDOREIRIZERD v, KETIL, 6 mgkg RE/ H 58 THIN
IR0 B, IR EIMEAEZ R LT, PR REI I I G- OB I B 7205
7o

4 mglkg KEH/H UL ERGHEOAELET v MU 2 EI YRR IR HRAE & bl L C
AEIERE Lo, $£72. 6 mgkg RE/HEGETIIN V4 BHERTH -T2, ZoE:
FHIHEEPEDIREZ R L, 5 BT & B U8 B R IR 25547 LT IRIECHE T
L,f:o

REW T, 6 mg/kg IR/ H & GHEO R EToe IR & Hulig LT 7Zed o 7z,
u”:'né?ﬁ 21 HE CTOILCHEIL 4 mglkg K5/ H UL ERGRECTRED -T2, FEEROEEIT 2
KON 6 mglkg (RE/ HEGRETEDST205, 4 mg/kg R/ H B GHE CIIoeERE & 21370
olz, £z, 6 mgkg W/ H i GHOEREIFKEZ R LTz, 4 mgkg (KF/HFGHET
I XHAEREDREIZ TR > T3, At 4 BURBRIIREZ R L7, PEEICI3 G- o2

EEAY) (‘ohiﬁ#o 7oo P& OVEHSBIERIC W CTHRIEXA RO RBRIT R 5 TRK 5
HRNIRD e o Tz,

Zliui%ﬁf ITREMIZ T 5 NOAEL 1356 iv/e > 70, WEMIZR L Tl =%

& LT 2mghkg (KE/H L& X BV,

(4) EFRMEHAR (DF) (R 34)

e B (NZW fE, 14~15 DU/ 5-0E, 16 DL lElE) 2 vz =% X7
R U OFAENES (Zv=F%T L LTO0, 3.0, 6.0 X0012.0 mgkg {KHE/H) 2k
DLIERTTEMERBR IV TRO GBI RIILL T D L B0 Th o7, HHRE O
%, R 6 AD 18 HIZATVY, AEHE 30 BICHRIE DM 2 32kt L7,

REMWICIX, RE, R, EREK. I8 %ﬁﬂ%ﬁc&@ﬁf W ASFRD BT REEM) DES
IZHEFE IO HRo Tz,

IREM T, PARIRE R A HH’EL%%%%%@\ FEANORRR A, ML O 24 FFH]
ALFRICP G THEIA 2 I TR B o 7=, 6.0 mg/kg K/ H5HE0 1 HilicE
DZEH. 3.0 mg/kg (AH/H &ﬁﬁi@ﬁéﬂ;ﬁwyﬁf@ 1 B CEImOFEIGRO Lz, i
HORAERIL, RO 77 —F OFIFHN Th - 72, Z O, @RIPrE. (LEEE
Je OV FEIRASFED HAVIZA, TS OFAERICHEMBINEITRD biviho T,

AFRBRIZF1T 5 NOAEL 1%, HE &k ORIk L TARBROREHETH L7 /1=
F ol LT 120 mgkg (RE/H & &2 BT,

7. BioEEHER B 35~37)
BAREIEC BT 2450 1n vitro O in vivoilBROAE R 22 19 KR 2012 F LT,
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% 19 In vitroix
ik K5 HE? i
IR 9esR 72 | Salmonella typhimurium 78~5,000 pg/plate (+S9) 2
FEER TA1535, TA1537, TA98, TA100, Fep:
FEscherichia coli WP2 uvrA
ROk B | T v A =— A KA Z —filith k| 31.25, 625, 125, 250, 500 .
RBR (CHL) #ii pg/mL (-89 ; 24h) B
31.25, 62,5, 125, 250, 500 b
ug/mL (-S9 ; 48hr) # -
62.5. 125, 250, 500, 1,000 B
ug/mL (£S9 ; 6hr+18hr) » =500 pg/mL
(-89)
=250 pg/mL
(+S9)
1) FV=FT AN LTOHE,
2) E. coli #Fr% 5,000 ug/plate Tld EOABIHENTED Hivl,
3)%0%mm@%£fimh PED T2 DR UG D ZRD Do Tz,
4) 250 ug/mL LA O HECIIMIa st D 72D AR R T8 e -7,
5) 1,000 pg/mL O & CIEIRaIED 72 D432 MG A58 S /e s> 7=,
% 20 in vivoilBR
ik SOES HE? i
N ~ 7 A E RN 18.75, 37.5, 75, 150, 300 mg/kg i
R, HEIERENES- 2 -
1) TN=% AN E LTORE,
2) 300 mg/kg AE CIZETD~ T AN Lz,
in vitro RBRIZ WO TR RN el Clatk, CHL Mifaz V- Yuta i B 5in

TlIGtEcH -7,
In vivo D~ 7 A FREAEIZ IS 1 5 /MZaiR Clifz

‘if;uer%E’J CHETIE WA YR IMERR DK T 235588 3 TUVZ03,
2BV T H/IMED MBI WITFRD Bz -7z,

in vitro CYORILE RN 2 RETHMENH D H DD, in vivol
TRatETh v, ERICE > CRIE L 72 58t

8. —HREIEHER (M 38)
(1) —fREERU1TEN
—FREE N O TENZ M I

EAEOBIENT, Irwin OZIRITTBIEE (w7 &)

MECo o7, 150 mg/kg NE D &

WIHOH

T % /MR

i&w%®k%z%m50

IZHEL T

i Sz, 30 mglkg REOHRIR MG TEEEOTTED, S, Ml M OV T O] 23

RO BT,

(2) HEERER~DER

PIXARERA~OIER & LCiE, BI8EE) (w02 BRESHEERE), TUeE (w7
A EEERLRE, ~NT R T Y —usE) | RE (DY IEGIR) . SR (T o b
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E%%ﬁﬂm)W&ﬁéﬂhﬂ%m%@@%&f@@@ﬁ?ﬂi@ﬂW&ﬁ BT,
v \Tﬂ%%ﬁ.“ mu &) %ﬂfﬁﬁlo 77:—0

(3) BEMER~NDIEA
HEEMRER~OER & LT, ftERG (BEAvEy b, 7EFLraly eXZ I

K BHE~DE, v ; BEREENE) 2 H\VW T in vitro TR OUUE RET S
Nz, E/Ey MEHET 1X104 gimL T7 v FLal v e 24 2 L HEOH)
HWER 2R LTz, ZOFERIL 5X 106 g/mL OFEEETIIFRD b eho7z, 7 H-FHHE
5Tl B FEF OIRIE)Y 1X 106 g/mL T 10~20%., 2X10% g/mL CTEEFITHD Lz,
ZNHDORDITIANC L VEHE LTz, E£70, HEERRICOW I E IR (w7
A IRAGE)) HFEM S, 30 mglkg ﬁ@@&ﬂ&“ﬁf?ﬁ AL O ER AR L
72 10 mg/kg KEF TOEL TG TIIEGIZ X 2B b Tz,

(4) MRERZFR~DIER
R FEER R ~OFERIX, R, M, Ooagk, OEXR (Wb UHhE) BREE
T FERIZ UV T 10 &U“ 30 mg/kg REDO# G- CT—iIED U X AOFLIL O EL
DOIDHFED HITZA, 3 5 IIHENE Lz, fEIZ OV TIE 5 mglkg KR GRE T
JF\ 10 0¥ 30 mglkg %E&@ﬁﬂi%ﬁ%ﬁﬂ‘ﬁ%ﬁiﬁ@ PEICRRO BTz, Thubid 2~
0/ LIPIZIENE L7z, O VB Tl 30 mglkg IREEH GHE T OO K O}
'L‘E@.@ PR MROIEENBIEE S Tz, ZAUH ORI, 08U 30 77, LEXIT 15

53 ClHIE L7,

(5) REMHZER~DER
RIEHRERA~OIER & LT, OIS 2 RIS K 2 JRAT i & OJR AR 23
Blgis iz, 102 g/mL O RUR TR L OIS OBRIED TR0 ST,

(6) Zmitt
MRIER (7> b JRE, Nat, Kt ClE) (ZOWTRET Sy, &REICE 5%
BITRBO b7,

9. MEYFHMZEICRET SR
— AL NSAIDs ([CHIETENEITERD LTV, ZL=F 2 2O T, &
OEEIZd 2D MIC 1% 32~256 pg/mL TH-o72 & T HENH D | 1T A EHiEEN:
ERIINEEBZ LD,

10. ERZEITSHRE [E FZEHITSNSAIDs DEMFE] (B 39~42)

NSAIDs (ZDWTIFHEE~ OHEF A EH < b e MEKRICBWTHOWBER TV D
NSAIDs |27 7 % RV HER~VL AR B (PGG K O'PGH) O& RIS+ 5Y
saAx s —E (COX-1, COX-2 %) ZMFEL, mEMICTaRE 77 2 F k
b RS HOASREILET S Z LI XV RREROSERIER 27, —4.
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b —MAZREWER & UTHE UINGE OIRGIEA M b TWD, ZiUET v 2277
VDN KD BEEWARZ . FIRORERSIE D53 WD Mo OFEW)E D D D JRypifi]
BMIZEDHDEBZ LTS IEEERITHINC X 2 EfE S AR H 5, Z DO,
b MR EORIWER & LT, v MRERE S, IR OIER. B SRR ORI & OV
FEREDEA LS STV D,

Z OIMEE OIEBTR 2 #2720, TCOX-1 734 < D& CIEFANIEE L T
HDIZxF L, COX-2 IFRIENIEAE LTZBEIZY A B A VRORIEAT 4 ==X =LV
XD, COX-2 OERIBHEI CIIIIEIHIIRIZZ O F £ COX-1 DFEEIC
K OHEE ORIWER ORI SN D, ) Lnd | Wibwwd TCOX-2 iG] ITRAIX,
Rz 72 COX-2 PHESRNBHSE - FERb S NT=, L LA s, FEEICIE COX & ME gl
& FRER ) I T AREBUTEME L ETh Y, MEFR) LI/ COX-1 IFRIE
L ChdOREREINDS Z &, [FHER] L Iz COX-2 IXRIETNL CRE SIS
T, i, N, ITIBEORE DTN CILEFRICHEI L TNH 2 &, e, A&
PRI OZIUIZ K> TIAENE THFEIND Z E RGNS TN D,

FalllZ 78> T, BEOBIEA(LILEGRERC, HoOFD COX-2 MHEAIZRA LI-8E
THITNTIEH D H DD UDAHEIEINZEF D U R 7 BN 5 Z & 34 <. FDA &
EMEA [T <2720t M COX-2 BIRFHEEKDARZ IV HEL T D, dr<inbH
535 NSAIDs THHY 7 17 =7 71F COX-1 KT COX-2 Z s HicPHET 5 &
212, 1HeHY NSAIDs & COX-2 ERPHESKICHfE/R X370 0 5 0l Tldze <, EHuil
1% COX-1 & b L C COX-2 DFLEDRENE L | fE-ANIZF O S UTIEERg & )
B H DT ER, £, COX-2 IS TH LTV D L 5 72+ I IEVEA bbb
RERDEN N2 2D NSAIDSIZ L5 U 27 BRIZHOW T TRV E STV 5,
— . DERFRZEORNZETT O U A 7 BN 2 JFERNZ DU T, BURER Tl BRIk
ZHRWE OO, COX-2 BRHEI N Z OBRIMED 7= DI MAE RIZHIT 5 COX-2 12 X
HITOARY A7) v (TaARBE 7T T, PGL) 5OER AT 5 —J5T, v
WD COX-1IZED hrrARFH Ay (TXA2) SOBRINHIOFRREITTHTN =D, i/ Mk
BEEER DR T U AREAL, FERE LTV A7 2 ERAIED LN A= X LB S
NTEY DM T O Y 27 L COX-2 DR & ORJEMENER ST\ 5,

TN=F T ATEMEEH O NSAIDs TH Y, b MERICBT2HAEE LTV
W, HERN DL = AL T 508, R e e ~T eREALTND, V7
1 4% 27— LTI COX-1 KON COX-2 A IEBRANICIHE T % 7 T LA COX-
1 IZERTH D & ESNTERY, fix OEW IR CIHLE OIEENRD LI TN, Z &
MH, B MIBWTHREEBEOIERZ R T 0 LHEI SN D,

5 7 ZZYA 7Y ATMAE B T Ak S ALl MROEEE 240§ 2 A ER 9%,
6w ARFH ATV IMR TER S L, BT MREEETERI 2 8 5.,
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1. BRI e
1. BREHERICONT

FIT ORI T, REMETH S 7 v =F 2 L0 LG 5-OH (50
FEERERE < KRB S -Z L, T ok ~—7—L LT 5-0H
BaeBET HMENDHD BRI,

2. EMPHEECONT
(1) 4FESEEENHER

HFRFEAE BRI SO TR, SR ETEEMERBRI L S TRV, IR
2k 55 v F& I FDA 0 3 SiskB O 428 2 FlU - AT R S S T
Wb, T RN ORI G (B THD) oo\ TR R Fy Rom
LETITPRTEY . 1 HEGERBR L ASETH D L EX N5, B L TORE
TR OERE Ch D2, ZIULT B RS T L Dr OMEARIE &\ 5 KB
BT 2 b0 L B2 B, ZOEEIZSL T 1 mgke KE/H O NOAEL 748 5T
VB, E7m. Ty MROWHR & BICHRATAEEERD TR,

(2) EEEERUFENAMER

BRFMEIZOWTI, invitro ik & UG 2 W T8 IRoek s ek, CHL B52%
A2 W72 YR ELE R ER O 1n vivo i8R & LT~ U A EBERIIR 2 O T MR ER
PSR STV D, CHL B5asfiia 2 7o Yeta R B RBR I 2 L i AR ORI
{EDFEEZ 35D S TIEEOFER G S NTZM3, in vivo BR T TH 722 L0 b,
ERIZE > TR E 2 D BEEMET RN D LB X b,

Flo, BOBAMECONWTIE, v T AKRDT v & W 2 RN AMHREROWT
IZBWTHRNBAMITERD -T2,

(3) NSAIDs DEIERAICEET o5&

NSAIDs |2 DWW TCIERED B T A OFEFINE L b e FERICBWTHW SR
TWbH—F5T, BWEA & UTHXUINGE OIS, € OMIZ i MAERER S, TR
FDIER.,  HARMYR DOIFIE K OFHRREDZ LN ST D, S BITHRITIZZR - T,
—ED COX-2 BRFAFEAI T UAIEMAEF D U A 7 BN 2 Z & A el S,
NSAIDs B%IZDWTOLHFFIZEINZEHF O U 2 7 (T TRV E STV DR, U A
7 HINDJRRNZ DN T, B A Tl BIEOERE 720 b D0, COX-2 SR ESE
M DIERIMED 7= DI IME RIZBIT D COX-2 12 L5 PGL DA ZHd 25— 5T, I
/RO COX-1 12X D TXAs DA FAMNHIORREE XTI, M/ IMIEEIER DT 2 2
DEAAL, FERE LT A7 % EREED L0 AD=XLPEBEEINTEY, LFHF%E
Sz D Y 27 & COX-2 OFRME L OBHEMEN R ST D,

TN=F% D COX-1 TN COX-2 [Tk DEIWEITONTIE, FEEIRAYD COX-1
ICEIRAY & STV D, Fiix OB IR CIHLE OIBIEFRD O TEY . B MIBW
THREROIERZ T D LHEI S D,
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728, B CHR SN O REZECINZETh 0 ) A7 ERIE. WG R A E A
MIRA L7zRA SR FRINCERD DDA TH 5, [EHE T 5 NOAEL |ZiEb) 72 22 21%
BEHNTRE SN ADI [ZESWTEHSNARY BT, 20X ) REfAED
EHIOEMNRBIIRE - VG2 EEZLND,

3. —HERFAE ADD) DEFEIZDOLNT
(1) SHEFHEEDIT Y KRA 2 RZDWT
i SN AHEO BRI W T, RE R G- OFENRO LNTZbDD H B

R HIEV NOAEL (X, 7 v &AW 1 AERNEM R ER O, l:é%ﬁ’i“’( 0.98 mg/kg
M@/ HTH-o7z, [ UHEERET~ 7 AR OT v F &AW 2 FEMREN AR T
LN TEY, FiEIE 1.08 mgkg AH/HO NOAEL, #%#&1% 2 mg/kg {RE/H D
LOAEL V56N T4, A XZ M= 13 ﬁﬁaﬁﬁ-ﬁ%r FM5A6R © NOAEL 0.60 mg/kg
RE/HPELNTWDN, 2T Z ORBRIZE! G E THEMEEN 2RO b
NTNRNZ D, ADI FREDT=HD NOAEL k L CEAT2015EY v e &
Z iz, BOE OIEEIRIL, b MK T NSAIDs O EEZRFWER & LIS
NTEH, v TAKNT v N TROLNHIEEREITE MBI 7v=% D
BEHMOEIE L L TGS Th DL EE X LD,

(2) ADI MEEFEIZDULVT

TN=F T AZOWTE, BIn@mERN M E RSN EEZ LD Z Eh, ADI

ERETDHIENAHETH D,

BHEBEMERBRICBW T, R ERGOEENRBDOLNTZHLOD ) B HIKW
NOAEL (%, 7 v h&HAW- 1 4RI nit%@(m LE RS < 0.98 mg/kg IR
FH/HCThHoTz, T v MWD 2 FERPEN AMERER Clas i 520 2 mg/kg (KHE/A
B GRE I ETRIE RO HIVTN DAY, _@(;%T DOPRIE 1 AFREMERMERER T 6
1.98 mg/kg (AH/HE G THRO LN TED, TQE%%F’EE@EE HED IR E <2
LOLHEESND, DT, v AZ W 2 FE IR AR TR CIE BRSO~
> KA MIZkE LTI 1.08 mg/kg {KE/ H > NOAEL MG 5N T\ 5, I EETEEE
NSAIDs OEWERA & L THFZ2 a0 TL< AL TEYD , FEOEWIZ L HEDOZETR
LN EEZOND L EMEZH L, T=F 0D ADI ZRETHICHST--T
137 v hO 1 ERNIEM RO LE 20 NOAEL 0.98 mg/kg K5/ H 222 2%4K
& LT 100 Z@A 3 Aud+or & Hlr <4, ADI X 0.0098 mg/kg AE/H &8 E Ji7-,

UEXY, Zh=F% 2 ORMERFZESHIIZ OV TIEL, ADI & L TROEZHMT
DT EDNEE EE X DIND,

Z)=%  0.0098 mg/kg {KE/H
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<HIHE 1 . KBRS, LFRRUEENL>

W b4 R O

5t Refdxi7ir==%T

HaG CF3
N N/
OH i Hoﬂ<zé? HN —
\ 7/

COOH

4-v Fadi 7=

HaC CFs3
\ NI
4-OH & —
— HN — OH
Uanva
COOH

2-t FaF v AF TN =F v

HOH,C CFs

2-MeOH {k —N
HN
\ 7/
COOH
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<HHE 2 - IREIEZFRENF>

WEFR Eayin
ADI — AEIEFA &
ALP TNV RAT 7 54—
AUC SEWR B T TR
CHL T A = RN AKX — i Sk
Crnax R
COX vragxo s —+8
EMEA RPN [ T
FDA KE R ERNT
Hb AT/ vy () &
HPLC ERIR 7 v~ N T T 4 —
Ht ~~< 7 Vv ME
LC/MS/MS |iRIKY v~ NTT 7 4 —I% T NEREDHT
LDso PSR
LOAEL oV
MCH SRR I ER I €435
MIC /NI BRHEREE
NOAEL Bl
NSAIDs FEART A RHEFIRIESL
PGI; TORREY ATV TRRETZT V0],
PLT IIVANY 7~
RBC PRIMEREL
Rf & Relative to Front Value
T2 VH R
TLC eI/~ NI 7 40—
Timax sermilin. () HRdR RS ]
TXAs ra o AREt s Ay
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<ZHE>

1.

10.

11.

12.

13.

14.

15.

16.

17.

R AARREER A S, B HEESMAAGE PGS L OITER NI
R 5% 1 TV =F T s ATV L OWERNEFRIMEEIC BT 2k GRA
#)

The Merck Index. Fourteenth edition, 2006

R AARSER S, B S ARG E L ONRATERE N N3
VERR 5% (FEATR)

R AR S, B ERSAAGEHGEE L OMTER NI A~
RS 5% : 14C-Sch14714NMG %z 7 v IS L7-1% D 14C-Sch14714 @
rAko A, . PRt GEAZR)

R AARREERR A S, B AEIESM ARG PGS L OIMTER NI
VERE 5% : UC-flunixinNMG % 7~ MRS L7214 O 14C-flunixin D%
I, PR O GEAFR)

FDA: Freedom of Information Summary, NADA 101-479, 1998

R AARRIER S, PR AR & B IERE B M B o e Bk 2 Ul
il : SCH14714NMG (Flunixin meglumine) :A 90-day oral (gavage) toxicity
study in dogs (FEAF)

EMEA: Committee for Veterinary Medicinal Products, FLUNIXIN, Summary
Report (1), 1999.

EMEA: Committee for Veterinary Medicinal Products, FLUNIXIN, Summary
Report (2), 2000.

R AARREER A S, B AEEM ARG PGS L OITER NI A~
VSRR 5% 1 U~ ICBIT DIEAT v A RRIRIEFOFH FEAFK)

R AARREERR A S, B AEESM ARG PGS OIMTER NI S
VTERHR 5% : A-81 DRI 25 ER (D GEAK)

R AARREER A S, B AEEM ARG PGS L OIMTER NI
VTR 5% : A-81 DIBICER T 25 RER (D) GEAR)

MASHA & —~> . Metabolism and pharmacokinetics of 14C SCH 14714
NMG in lactating cow and male steer following intravenous administration of
2.2mg/kg/day for two consective days (Study No.A20176) (FEAFE)

RSt A 72—y b FRRE RIS RS D T SR E O RiE USRI 588 Ak
s Tv=% vy ERRRG R MR -1 GEAR)

MRSt A 2 — oy b R EEICET T D HHI S E O JiE UICBT 288 Ak
S TN=%vr EERRS R 2 REMERER—2 GEAR)

At A 2 — oy b R EEICET T D HHI S E O JE UICBET 288 Ak
3 T=F v ROBEREIEMIR OUIEIC T 2 HEEOEE GEAR)
MRSt A 2 — oy b R EEICET T D HHI S E O JiE UICBT 288 Ak
Sk TN=F vy EAKGERGES  IMTERMEE  HHERERRR GEAR)
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18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

RSt A v #—~ F.SCH14714 (Flunixin NMG) : A milk total residue

depletion study in dairy cattle following IVadministration of #C-Flunixin

meglumin (Study No.98493) (FEAFR)

A St A v #—~<» . SCH14714 : Afinal residue depletion study of

SCH14714 (Flunixin)-NMG in bovine milk following IV administration. (Study

No0.99093) (FEAZ)

R HAARBLERA S, B 3K N AGEFEEE L OUMTER I 3

CHEHHE 5% 1 TIV=F vy AT DTy M E AW TG & B AN

AR GER%)

K H AR S, B SR A KGR R ORTE R I 2

VHEEHE 5% 1 Tv=F% vy s ATV D~ A W TR G X S AR

AR GERZ)

K H AR, B SR ARG R R OV &R N 3

VERSHE 5% : SCH14714NMG @7 » I (B H M OEHIRNIRE) BLUO~T 2 (#%

A5 2k batmEtali GEAR)

R HAARBSERA S, B 3K N A AGEFEEE L OUMTER I 2

VR 5% 0 T v N (ARNERE) BEUOw TR (AN GRS X ORI 5

Z V- SCH14714NMG O& kR ERER GEAR)

KA AR, B 3K N AGEFEEE L OUMTER I 3

EFHE 5% @ /3T L AEFHR 5% D T v b & W RIRNR G- L 2 Stk aet kR
GEAF)

K H AR, B SR ARG R R OVRTE R N 3

LS 5% : SCH14714NMG @ 7 v b & vz 4 @ ofarEEER GEA

#)

K H AR, B SR A KGR R VR &R N 3

VHENE 5% c TV=% v s AT DTy EAWERRNEGIC L S 138

MooEEER GEAR)

R ARSI , BEAICAR D BN R 2R gk T 3

Jall : Subacute intramuscular toxicity in monkeys (P4454) (JE/AFR)

R AR, BEAICAR D BN R 2R gk T )

Jil] : Twelve-month oral (diet) toxicity study of SCH14714 NMG (flunixin

meglumine) in rats (P-5760) (FEAFK)

PNJER:N 3 o e R o N AR oo =35 35 7 T X TR E S Y VL v & S b g

Jll : 24-month oncogenicity study of SCH14714 NMG in mice (P-5403) (FEAFR)

PNJER:N U3 SRS R o N R ool =35 35 7 T TR E S Y VL v & S b G

Jill : Two-year oncogenicity study of sch 14714 NMG in rats (P-4787) (FEAFR)

K H AR, B SR A KGR G R OVRTE R N 3

TSN 5% : SCH14714NMG O 7 v k& HWfeaiiEili (FDA A K74

% 1 EiRE) GFAFK)
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32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

R AARREERR A S, SRS AAGE PGS L OIMTER NI
LS 5% : SCH14714NMG D7 v k& HWfeai il (FDA A K74
v, B IEEE) GEAR)

R AR, B ERSAAGE S L OMTER NI A2
RS 5% : SCH14714NMG D7 v bz W feaioitilih (FDA 7A R 7 A
v, B ILERER) GEAR)

R ARG, B ERSAAGEHGEE L OMTER NI A~
ESHE 5% : SCH14714ANMG D U4 ¥ % FHW g aiortiix (FDA 7 A R4
. I ERER) GEAR)

R AARREERR A S, B HEESM ARG PGS L &R NI A~
VERHE 5% 1 Tv=F vy s ATV OMIEEAWEEIRE R GEAR)

R AARREERR A S, B HEEM ARG PGS L OITER NI S
VSRR 5% 1 Tv=F T« ATV OWFLEMEE I A O T QL R B R
Br GERZ)

R AR S, B EES A AT E L OMTER NI A2
YR 5% 1 V=X s ATV D AR AW MEERER GEAR)

R AR, B ERS A GG E L OMTER NI A
SVEFHE 5% @ TV =F Ty - ATV v O—SRIERER GEAR)

Susanne Fries and Tilo Grosser: The Cardiovascular Pharmacology of COX-2
Inhibition. Hematology (AM Soc Hematol Educ Program), 2005; 445-51.

Tilo Grosser, et al: Biological basis for the cardiovascular consequences of COX-2
inhibition: therapeutic challenges and opportunities. J Clin Invest, 2006; 116 (1):
4-15.

Brideau C, et al : In vitro effects of cyclooxygenase inhibitors in whole blood of
horses, dogs, and cats. Am J Vet Res, 2001; 62 (11): 1755-60.

Riendeau D, et al : Comparison of the cyclooxygenase-1 inhibitory properties of
nonsteroidal anti-inflammatory drugs (NSAIDs) and selective COX-2 inhibitors,
using sensitive microsomal and platelet assays. Can J Physiol Pharmacol, 1997;
75 (9): 1088-95.

RSt A 72—y b B HERGN LSRG AGRHREE NI —X | GE
INFR)

MRSt A 72—y b B ERGEOENGEAGRIGE S IMITER NI
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