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C

iﬁﬁ%ﬁﬂ’(“fﬁ)é (%37 ) (CAS No. 7361-61-7) 122\, HFEEL JECFA #Hifl
. EMEA 55 % IV CR AR R BSR4 50 L 72,

Jﬁ_%wtﬁﬁmﬁ%i SEEhie (7> b, RO R (F > b ARRONE) .
R (B 5. BiaEtE, A (U R, Ty MR faMENE (T v b, BE
=t (T v b)) ZORBRERETH D,

T v FEAWEEYERERBR O R, 7 V03, BRARGHITEH)NARPIC RN
i, FBRH K OEIRNEE G- OV HUZIB N T HERG-BEORITO%INRFIZ, 30%23FH Ik
ﬁéﬂto#WW&@ﬁ@TmiT%ﬁmT%Oﬁo#u@@%ﬁﬁ&@bkﬁ%ﬂ%%
TH, FUT U UATHESCITE R ORI S 7z,

e W RBR OFE T, PG48 ORI M Ok DX o 7 ¥ 1T IR AR
It & 72 o7,

Ty M FROEBICR VT VR LTS EiERERO—5H T, IR OREm E L
T2,6-F U (CASNo.87-62-7) NSz W oHENH Tz, 2,6-F VT
ITBEEE AT D Z EDVRBREN TS Z %035, JECFA TIXADI 2% &4 & T
T2V EFHMli ST D, —J5, JECFA O%IZEHEiZ1T>72 EMEA i%, JECFA O
12 el S U7 KB RE N ORRERBRIC BN T, 2,6-F 2 U D UFRd bR oT- s L
TW5, B eZERIE. EMEA OFHIZICHE LA S & O THRET L, (RICAITE
WTHF TP DOEEIZ L > TREBHEFET—mMEIC 2,6-F 2 ) PUitElians & LT
by, FDOHONH K OHEEHC/N T e = & A& UL, BRI A3k T 5 =
CIZEY, UEFHROBNZ2,6-F V) VUNERET A LiFnEE Rz T,

SR AR ERBROFER, $3 7 VUNIAEMRIC L - TRBRIBE & 72 ST s
EEZT,

DN ANERBRIFSEN G S AL TR, AERIZ & > TREERE & 72 DB nitE 2 m S 720
Z L&, HAMEEREBRICB WO THINAMEDIRENRD N2 ho T2 EEND, T TV
> DFED ANE B AR ATREMEI AR &) L7,

KRR D 5 BADIORE I flRe7 2w BRI L. 7 v b2 AV Am ik
2T A REMW K OBEIRIC T HDNOAEL 4 mglkg (KH/H DA Th 71—, Fl-, ¥
Ao TiE, OFAEELE L TORVEREERH D Z &, O TOREILOBE
AN & O SR T2 IR BN T D Z &, @IJECFAIZ X 2R
B R 2B E 2 TITHhIIZEMEADOFEHMIZI W T, 327 ¥V OADIK OMRLAGEE
SNTWRNWT EERANICEE L., B EZERESIT., BHAESRN & LTt
ENDIRIZEWTIL, ADIZRFET 2 LB T2 &l L7,

T<HBERIZOWTIE, SRR R 2 F 2 BE AEEO RIE L 21T O BRCRT o2 L
T 5,



[. MO REMAEEROBE
1. A%
PHERH

2. AR O—HA
4 vV
g4, : Xylazine

3. t%4
IUPAC : N-(2,6-dimethylphenyl)-5,6-dihydro-4 A-1,3-thiazin-2-amine
CAS No. : 7361-61-7

4. 3FRK
Ci12H16N2S

5. #F=E
220.334

6. #EEX
CHs

H
S N
O/
N
HsC

7. FEREMREMERKRSE

XTIV, a7 R U AEEEE S U CHRRARRICERIICIER L. $Ef,. 8
KOtEER 2R d, ZOPTHRLBODIIEFERN TH 5, b MHERLOREA]
Thodra=Ur L{EFEENIITERY . 7 a=Ur ERBEOIERARY MvErd
EEZLNTWD, B MHERLE LTUMER ST, (B3, 4)

HARTIEEWAERL & L TKGREN TS, ZOMELOHEIZ, 4 Ukt L Tx
0.05~0.3 mgkg REOHRNE L%, BIZX L TIE 0.5~1.0 mgkg REOFRNE
2979, BMEG 21T 55681, ENEhoREHEAELEA WL )T 203
NHbHEENTWS, (B3, 5)

AT, ERIR IR G 2% 135 A1 M ONA iR e iz s A3 i & 4 C
W5, BRI ONEIEIZ L A5, HERER &I, 42k L TlE 0.016~0.3 mgkg &
H, B LT3 0.6~1 mgkeg (KETHD, (6, 7)

(S 2)

U ARFHIEIC IV T, FRE UCTEBREMWRKR O NIE 2 05, BHIERS O RS & 72 585
T SUTO B 2372 TREd 2.



F T VUL RN, BFIRNSUIR T ORGREIZE 0 . LIXLIZ S v ey —ug,
k77— ~asr ry I UEOERIEE G OETREISND, (B 8)
kB, WPT 47 A MREEEAIIHE D R BAEE 250E STV 5,

2 SRS 17 ARBTG5 499 B2 Lo TED LA AR HYEE (B 1)



I. REHICRIMEOHME
AFHETIX, 3EEER, JECFA fHliE, EMEA fHMliESELHIC, BT+
RARA AR LT, (B2, 5~15)
R L O EEERZ IR 1 KOV 2 1R LT,
BFERENRE, G O RBR CHO B 140 v 7 U SERRIE 2 3% 1
IR LT,

F1 UCHERX v T 2 OWERR S O &
EFR (AR
[thiazine-35S/UClEFk > T v | F7 VU BROME % 35S T, KkkFEL 14C TEH
[thiazine UCIIE#F > 7 Vv | FT VURORE S 1UC Tk
[phenyl-UCliEiF 72 | 7 == /)VERDRFEE 14C Tk
UC I 7 S AN

1. FEYENREAER
(1) EyEeEsiR (v k)
Z v~ (SD %, #t, VEHCREH) 1C[thiazine-35S/UCIH=RE o T <0 L M HAEIERIRAN %
5. (0.02~10 mg/kg 1K) XIFHEFRRO#&E (0.02~100 mgkg KE) iz,
ROBEG-TIE, BEGED 95%LL EXWI S, Tieldf 5 0 Chotz, kNS
Tl 5% 2~3 5 LINITIZ & A L ORRRIC A0 LT, I B M ORI 4y
HINFHAV, Z DIEDNZ LAV VGHENEDS, B, e, sk Ovasts (IR
AR THR) (A BTz, SR GEED Tipld 2~3 Bl Th 7=, 2mglkg 1K
ORI GEEFE% TIENREE (0.3 pgl/g Kiil) 2SFHAHICHFEE LT, Wi
OFEEIFFEIZBN T, BHEORK T0%HRHFIZ, 30% 83 FH IS -, &0
I LHEARNBE 5-1% O FE PP EH TP PR & L AR CTH 0 | B BITEERI I T
PNEEZ BTz, (B3, 6~9)

(2) FEyEhResig &)
© EmEhResiR (4)
TF (fKE 200~250kg, I, 38H) KMOWFLA (IKE 450kg, 18H) (Z[thiazine-
UG- 7 A AN S (0.33 mglkg AE) iz,
MR, 5% 1.5 FFfETE Tl mEIRE (0.46 pg/mL) (2L, #&54% 10
RERICANITHY 0.05 pg/mL £ TIK F L7z, (B3, 4, 6~8)
Be54% 10, 24, 48 KON 72 B OJR L OFE R A~ORRHEIRIZ, £ 68, 86,
83 KX 100% Th-7-, (B3, 4. 8)

3 SEEhRERER . AR E. KRR CHO LN EWEICOWTIE., 2T DU BIEID
BN TWAEAL., AHMBETIE F2700 ] Ld#E L5,

10



Q@ EYEREAER (4)
T4 (2 A, 2 BEFD) (TRAHEREFE T 2 f(FREOX VT U & HElH A N
5 (0.3 X% 0.6 mg/kg 1KEH) L. &5 20 7575 48 Ff# £ CTOMIKDTI~H AL
7
AR, BS 20 SRICHREIREISE L, 2 ORET 0.3 L1V 0.6 mgkg 1K
FHOBETENEN 0.04 K10.06 pg/mL Th-o7-, 5 8 Bk LI TITMHIR
ARG & 772 (BRHIFRA 0.02 pglg), (M3, 8)

Q@ EyIEHR (4)
WA (5 80) (2% T P A HREIFHRANES (3 81 0.2 mgkg (AH, 2 HHIC 0.4
mg/kg KEH) L., ¥ 72 ORI R S 7,
55 KO 21 BRI DA 2T LT & 2A, WTINOR R A UOHEICBN TS
T VURHEIRAR Th o7z (RHHFRA 0.06 pg/mL), (M3, 8)

@ ZEYBREAER (4)
A (MEREARRE, 38H) 12T 7 Y 2 ARG (2 BAIZ 0.2 mg/kg A, 1
JHIZ 0.5 mg/kg REE) L. JRPPEIEDSRG S,
Beh54% 6 FFH &£ Tlo, BEGED 1% AR\ OF 7 VU BIRPICHEF Sz, 37
VAT 6 KFZIC, REMWIT G- 10 Rtz 2, IR & e o 72 (R
A 1~5ng/ml), (B3, 8, 9)

©® EyEREAER (4)
T4 (4~T D H i, MRS 1 88) (Z[phenyl-HCIHER o T 20 % HRIfH A N 5-
(0.3 mg/kg AHE) L., TLCIZX VY £5% 24 K OJRFFRFIRE DT DTz,
AN G514, HEHEMEI RSN &, &5 24 B E TORFIC 85.3%
DR ST, (BIR3)

©® EwEResER (4)
WL (4~9 R, EbFUARRE R OMIELARRE, 4 85/8F) (2 [phenyl-14CIAE o
7 Vv BEARNES (0.3 mgkg (KE) L. MAEHERYERE N KRGS,
FERAER 2R LT,
IRIAFLARE D A - PARFR IR IR, LA R LT o T, HERE MR
(ZEENT P S, 514 24 FERIDAINIC B G- 0D 54.7~82.4% 1 Rt ST, (&
% 3)

K2 WHATET L [phenyl- UCHTR,F + 7 ¥ HIRIFFANE G (0.3 mg/kg AH)
B OMBEPHEY IR T A —F

#t Crnax T max T AUCo-72 AUCominf
(ug eq/mL) (hr) (hr) (ugeq-hr/ml) | (ugeq-hr/ml)
R AFLAHE 0.343 0.75 48.6 2.39 2.67
ARIFLARRE 0.517 0.625 34.1 3.31 3.61

11




(3) BIEEMWICH TS LB YENRE

A4 X, E FROEICHEREAE 10% 7 20 & BEEIRN AT HE BRI NS L
770

FERAERIITRLTZ, (BHR8)

X7 VAR T o TREITHA LTz, Tiea 1% 1~6 43T, WNT D55 AR
AFEIT 1.9~2.7 Lkg KETH 7=, £ 7 P OHRIHTESCH T, Tiep 1% 22~58
D ThoTe (BR6, 7)., VT2 OERR PRI RRENZ LA D TH Y |
MR HEINZ L2 O TR (B 6~8), 544 10 4ykE CEREL L 7= E DR
HNGDEDOF T VU ESNT (B8, BEREZAZE L=V Ficx TV
CEaREEG LT, EYEREICA T A LR ol (BRB),

FIZBIT DXV T VU OIYENRE T A — & L ERREE - ORICAHBIBIRA 2 B
IeoTe Z D, FITBIT AL, fuklZAERK SNz EAWERMERBIC &
HHDTHY, T2 T VAT DREMENERK L2720 TN EAVRIB S U7z,

(M3, 4, 8)
IR A2 DIEENE T A —2 D H b, BF 7 VT T 0 ATRAEDRR LI,

K3 KRR 5527 U HERIRNSUIH NG O FDENRE T A —4

HWENRE T A — X A X F 4 i35
E (kg) 14~24 42~65 240~440 | 415~550
#5HE (mgkg (AHE) 2 1.4 1.0 0.2 0.6
B 4 6 4 4
FHRIA P
Tiea (43) 2.57 1.89 1.21 5.97
AR (Lkg) 2.52 2.74 1.94 2.46
Tz (43) 30.1 23.1 36.5 49.5
2H 7 VT 7oA (ml/5yTke) 81 83 42 21
PPN b
Tieka (43) 3.44 5.45 <LOQ 2.72
Tief (453) 34.7 22.4 <LOQ 57.7
Cmax (mg/mL) 0.43 0.13 <LOQ 0.17
Tmax (57) 12.7 14.7 <LOQ 13.0
AERNFI R
W) HAFYE R A (%) 73.9117.9 | 40.8+23.8 <LOQ 44.6+4.2
P (%) 52~90 17~73 40~48

a: &EEIZ, FvTIVELTER
b : BHHOEIMEFRIL, 1. 2. 4. 8. 16, 30 K11 120 H#
LOQ : EERSF 0.01 pg/mL

4 KEWOHERHEIY, 4 0.3 mgkg, & 0.6 mgkg, E1.0mgkg, F7-. A XOHERHAEITZ LD
FalvbE, (BR4)

12



(4) KEHER (S )
@ KRHEEBR (SvbH)
7w & (SD &, K, VCECARH) (Z[thiazine-35S/MCIF# o 7 o L & HilEIF RN
&G 2 mgkg (KE) L, REOIET TP AE G Sz,
79 20 FAEAORE R S (RHIRFURI) . #5144 24 K] TREGEDK
8% MNFx TV b LTRSSz, EEAEHMITHRGED 35% % 5T, X
AHOBRAPEEMIL, BERERRIL N O L E Th o7z, (B3, 6~8)

@ HKBEER (v )

7 v b (SD ., M-S 4 U5) (2 [phenyl HCHTFF o 7 > & HInlR (¥ G- (i
fre LT 5mg/kg ) L. $354% 168 B E TOMR, ik & Ok -h ot
Y73 TLC 12 & 0 [AE Shi,

BEHEE T R CECEIERAE) 1, BRI S U (24 BEHLL
NIZ 68.3~78.4%), 7=, BUFTEMEZ /NIl & BT R 2 WERILE 5 L ity
fbEh, 5 RO FERHY (G E~D MREIN Gk D, Znsidid>
= VB ORI R ONFE D% D TN a AR, F7 VU ROk OB
HeROREWNEEN TV, (B3, 6. 7)

@ HRHEHER (v M)

Z v b (Wistar &, H, VCEARBH) 2% 7 V02 HEEEHRO&RS (1 30T 15
mg/kg KE5) L, TQ’%L % 24 Wil £ CORFREHN GSMS KON LC/MS 2k b
AT ST,

PRSI, 2,6-F 1 U 65 Te 20 FEADORBWINIFIE S iz, FE2GHM
E. KEMUIROALE BRI (3 A KOV B) SNZENLSL D7 VT v U EErEik

KW L K OM) KO VRAARGH (K@ N) Tho7 G 1), &5sh
TeX T 7 VA% Kb, MR vk, SBLT v, Gk, ST LA TN
NHOMAETIZ L > ULRFITRF SND Z EDVRENTZT,

Ty MZBIT XTIV ORERBSREZX 11TR L, (B/#10)

5 T S 7=Di 156 mglkg (KEHR G- 727 v ROJRTH- Tz,

6 CAS No. 87-62-7

TAMFETCIE, B b O(RREEEIR, 14 mEin. AN OREZBEIE LT (RGWE. BE5HE &RE5EK
O G RHIAH) . GSIMS K ONLC/MS (2 X W AR DRIED T T\ D, [RIE S Emit >
v hERBRTH T, (B 10)

13



/ T 2 6- :\'—k
HiC o e e, ‘ .
I O S

1 Ty MIBILFT T TV OHEEGTEE 8

(5) In vitro X BtER
@ RBEER (v MNFHREXIIOY—L)
Ty ROHHEI I Y=L X TV 0B FaX—hTH2LICLD, F
TV DRI DR LT,
M En-REL. (N3 A~D Tho7= Bk 1), 3% D 2 in vitro T4
ST FEREI CTh o7 (BT . AREIHRIKIE. 7 = =/VERO/KE L,
TN a G, FTYVEROBELURE TH o7z, (B3, 8)

8 JECFA iHli (2 8) % %LiZ, Mayer and Maurer (2013) (28 10) @ Fig. 3 & —#BkZs L=,

14



@ R#EHEER (v MFHREXIIOY—L)

T FOFHFRKI /0 =L X VTV, U FaX— T D in vitro D
RN FEhE S vz,

HPLC-MS/MS IZX V., N-(2,6-F AF /N7 ==)L)-FARE R@EHD)., F7
VB EARE ((RE J) KOS O 7 x = VBRI bR (3 B, K &
W0O) @b FFEOHW I R Sz BREERS 0.01 pmol/L) (B 1), F7 ¥
BRGNS, In vitro THER SN EE G CTh-o7=, (B 11)

(6) HHEER (4)
@ KRHEEHBR P

A (MEMERPA, 38R) 123F T Vv 2 HEFHANERS (2813 0.2 mgkg (AH, 1
BHIT 0.5 mg/kg AE) L. RIPMEWIRE ShI,

JRINCIZF TV DR TH 2 2,6-F U v (X 2) HEEER & Ao
W7 DL TR L, IRPRE & L TRIE SNz, F3 T VATl AR
BRI L VPRt S D L B2 BTz, 2,6-F 2 ) DU a AT 5F 7
U UBRD RN EE RN Th D LIRB S, (B3, 8)

CHj
NH,

CHa

2 2,6-%1 T (2,6-Xylidine)

@ HRBEAR (&)

T (A~T A, MERE, 4 58/ 12 [phenyl-UCHE# S+ T v & HEIFHTAN
#eh- (0.3mgkg RE) L. BG4 RREZIFONCHR G 1, 2 X6 HiZDORF O
WX TLC 2LV, fEi%k OHiE, B, A, BB R O G500 R oREHIE TLC
KOYHPLC 2LV, ZRENER SN, &5 24 B ORPRE B2 7 v
=PI OSRAE) 23, TLCIZ X ViR bTz, F7o, 514 4 B ORFIE,
AL OVE il N2 B 5% 1 O 2 H OFligH o 2,6-F% VU 223, TLC, HPLC
KOLCMS (2 X filE Sz (REHFRA 5 nglg, &R 10 nglg),

PRI OHEHEEIZOWT, fERER 41TR LT,

5 24 Wit F TGO 85% D RHICHRIE S 7z, R BIXER 10 FEEOR
DR SH. TRABEHEMED 90%LA A E6T-, Z OIRFEEHEMEDRK 80% %
KR4 % £ 5 O HPLC/MS 12 X W /5Bt S ., MEERFRESh-, =
oL, 7o VBRKB LIS T o007 N7 a U BA RN TF T
VEROBMY N OBHER 25 A TR AR OV IR A RHER (G E~1) Th-o
7= G 1D), bEL< ALNTALEDIL, BERBILERM THLRHEM F Th-

15



7=o TLC ;ONHPLC ZHHAE D ET-oMTC LD, TV KN 2,6-F Y V%
RINVCAFAE LR W Z EAVRENTZ, (BIR3. 6. 7)

BARARE O EMIRE 2 £ 6 (TR LTZ 9,

FRRT P ORI R Z — 1%, RP ERRETH -T2, IV T VL, &5 4 W% T
IZEERR I Tho7oh, 2URICIER L, #8851 BRSNS BERTEED 4% & 72
ST,

TLC X T LC/MS OWFNOBHETEIZB T S, 2,6-F U DUt Engno
77

R OIRICBET 2 2N DT —2 b, FTOF VTV OAERNELIZIE,
2,6-F ) U DERICHESECTHAEhER (F TV E T 2=V BROBOT
L UVBBOBENIIT T UV UBRD R INEENWZ EAaVvREnT, (B 3. 6,
7)

* 4 BT Slthiazine-UCHE#F o 7 VU HHRAEYS (0.3 mgkg AH) %O
IRAHOEPERIE (%)

B2 (5D %
0~24 85.2~85.4
24~48 1.6~2.3

@ HKBEER (&)

WL (4~9 nlih, EWFLATE N OMRIAFLASRE, 4 BH/EE) (2 [phenyl-14ClHER% S~
7 VLA HEGANES (0.3 mgkg AE) L, #56 A%ET1 A 2 MEHEALL,
TLC-A A — > 75312 & 0 Hat s et S e (RS 0.5 ng/mL (B
L4, 0.6 ng/mL (KAL), £72. LCMSIZ X Do 2,6-F3 U AN
HESHE (HBRER 1 ng/mL, EERA 5 ng/mL),

5 BHOF OIS, @mWHARE K MEWFL A ETENnE 9.5 KON 18.3
ng/mL OX 7 VU NERR S A, ZAUTHITFHEHEREOZNZ1H 21 KT 29%
ZhoTe, D O HFHEEHEEGEH E, G XO'H Th-o72 Gi#k 1),

B A OFREOESE 1 ARBROFIHO 2,6-F 2 U OV REIE R CERRAARIN
Tholz, (ZH3)

(7) K#EER (B
® HKRHEHBR B
fG (e, 180) (Cx v 7 Vv Bhlkh (g, RGEEAI) L, 5% 24 K
(COTe> TRZRIL T, RIPEW R sz, (]R3, 8)
TR & T AT OSEBI G L S iz, Sz a TR
T -7 n =L =R TNKRGHERZAT 7o & 2 A, R A~D ZEl s
Zenb, RPICHE S - FEREHIT L v UEERAIRE L TIFEL TV D

O AR, . 2. (2) QO4DEEAREF—DORBRTH D,
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EEZ b RHBERA) G 1), REFRKIL. 7> hTaRbRELO (1.
1. (5) Q) EEMMIZFEIC T, 7= BOKE(L. V7 tigisd, F770
VEROEBLMK OB TH -7, (B3, 6~8)

@ ARHEHAR B

B 280 1% 7 VU REIEIRNER S (212741 0.98 X0 1.01 mgkg K
H) L, &5% 1, 3, 5, 9, 13, 25, 37, 49, 61, 73 L85 IKfE]DJRHFDFT 7
P R OMREI S GCMS 12 &0 JIE S 7= RS 0.035 pg/mL, E&RA 0.105
ng/mL),

XU T VAT SN KRGS I~3 R TR OF VT VBT 1.0
pg/mL £ T L7z, RS 7THEAOGEHY (A~D, J, K XU 26-F2 U PY)
NEIESNT G 1), W K 2345 25 BiE#% £ CIBU ¢ & 2 BB OREY
LEZ LN, £, BICRBITAXUTUUOREE LT, 2,6-F 2 U0
TG Shiz, (B 13)

2. FREHER
(1) ZBHER (ERUH)
FE (MERERB, 88H) (IX v T v oHEE, 4 (MERERE, 280) X% T
v EHEFHANKS (21 1.0 X100.2 mgkg {KE) L, UVBRHEIC XL D &5
RO O GERAL D DEENL - AR R D% T D VRN O - (FRHIRRAREA)
ETIHE, BEED 375D 1 03510 DB OEGIALIZ A LM, #4520 Ktk
(I B E TIK T U7e, &G0 DR -/ (AR 261, B85 20~40 43
BT HNME 0.2 nglg A3 Sz,
Gl BN OB G B BN 7= A T, B85 24 BRMZ ISR S e <
Rolz, (ZH3)

(2) HBHER ()
© BEHER (4
A (g, 3EH) MO (198) (Z[thiazine-UClHE 3 T 20 A HEIH AN
Beh- (0.33 mgrkg fAE) L., $&5-10, 24, 48 KT8 74 B§fii% OFAARE A I ONZ 8 5-
12, 24, 36, 48, 60 MUY 72 W& DI H ORFRRRIREE 003 IE Sivlz, Fiz.
BARR IR BT 550 T VU BNEICHER S T,
FHA S OSFLH R ORIRRRIREE 2K 5 IR LT,
5. 10 BRI O O g H1xF > 7 Vi S o=, HithoF
VI VUREIRZ ORI RoTe, (BHE. 6. 7)

10 RFRB A EZ BRI LT, Fo T U UREICHR L7z, BITR T,
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WEHL 1T % [thiazine- UCHE#F > 7 ¥ U AN EES- (0.33 mg/kg {AH)
% DR S OFLH HRFREIRE  (nglg)

Akt B GAARE (KF)

(n=3) 10 24 48 74

Jilik 240 120 120 <1.0Q

ik 410 110 <LOQ <L0Q
B 5507 190 140 <LOQ <L0Q

Akt B4R (KF)

(n=1) 12 24 36 48 60 72

FLit 60 50 30 20 10 <L0OQ

LOQ : EEES 100 ng/lg GRHHR) . 10 ng/mL (FLit)

@ BKEHER (4)

T4 (A~T DA lln, MERE, 4 58/ (2 [phenyl-MCIHT& o 7 & 0 & BiEIfh AN
Beh (0.3mgkg fAHE) L. &5 4 FHRZITNCER G 1, 2 XOV6 BEOFMRE (F
figh, BNk, AR, HERH MR O GERAL)  FHOORFRBRIRE DS, TLC X OYHPLC I X Vi
~HT,

fEREF 6 IR LT,

T ILORERE RS © . B G- 4 REfR DRI CB0RIIK T LTe, JENE R OV A
WNTIIEE 1 B £ Tl &G T3 b 6 B £ TITHHRALLT & 72 o7 (R
HIBRS 8 nglg, EEIRS 8 XX 9nglg) , gt OFREIREIIHS- 1 H#A TiX 93 nglg
Thol=nd, 6 BIZIZIL 29 nglg FTREE L, AT LD Tipld 76 K Th - 7=,
R ORI 6 HIZIZ 10 nglg L7320 . ZAUTKRHRSYEIZIVME CTH -~ 72,
Z OfE R [thiazine- UCIHERE 2 T 2 2 W FEERER (. 2. (2) @) O
RLFEETH-T, (B3, 6, 7)

#6 2T D phenyl- UCIHEFF o 7 ¥ U iiANE L (0.3 mgkg (KE) %0
ik ORIEEIRE (nglg)

e P 5% ]

i 4 1A 2 H 6 [

JHlER 500 93 61 29

R ik 872 41 20 10

i 57 <LOQ <LOQ <LOQ

5] 56 <L.0Q LOQ <LOQ
FEGERAT 8,320 15 17 <LOQ

LOQ : E&EFRSF 8 X% 9 nglg

@ HEEAER (&)

T (MEREAREA, 2 2R, 5 80) (ZHRAHEEARE T 2 58DOX T ¥ % Al
AN ES- (0.3 X% 0.6 mglkg REE) L., B5 48 IF#& DR K ORGSR (1.
R, Dok, B, RRFE, BN, AN, FRRARKCOVERE) ROF LT U O RS
iz,
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R M O AR ClE, %5 48 Bk ClImHHIRACR CTh - 7= (B 0.02
nglg. MHFER OIS 0.05 pglg), (BHE 3)

@ WHEEBHER (&)
A (MEREAREA, 8 8H) 2% T VU AN E S (0.3mgkg (K#E) L, &5
1. 3, 5 N7 HEZEOME, Bl&. A, IR O GEN R DX > F 0 OFRE N
BT,
WFHOREHFIZBWT Y, VT VU S o7z B 0.05 pglg
(T O iR, 0.01 pglg (A, IERG KR O G5RM0)) . (PR 3)

® HEHER ()
T (M, 4 BR/FER) I2F 27 VU R HEEIRANE G (0.3 mgkg (AE) L, &5
24, 48, 96 K192 il Ofig. Bhg. . BB OGN ox 7V
DIERE DA BT,
WTHOREHFIZRBNTH, VT VUi S eo7z (EERR 0.01 pglg
(P, BENE M OB 5407, 0.05 pnglg (Tl OV i), (B 3)

® BKEHAR (4)

WELAE (4~9 mklfin, EIFLRER OMEIWELARE, 4 BE/RE) (1 [phenyl-“CIEEk S —
UL BEBANES (0.3 mgkg (KH) L, #5%6 HET1H2EHAL, 4
HH O NIIRFR IR e OV o T O U RENTR BT, BT FRNAT o7,

MERAERTITR LT,

AP OX T VU PRET, 1 [BIH OFEAR R TREIZ 2~21 ng/mL O &K<
7po TN, EHRGTRREIRE L, S 3 HAIITETORECRIBIRACRN & 22 o7

(BB 0.5 ng/mL EWELA). 0.6 ng/mL (RIELA), (BHE3. 7)

KT WHAAHTET 2 [phenyl- UCHTRRF + 7 ¥ HIRIFFANE G (0.3 mg/kg AH)
BROFLITHIERIRE (ng eq/mL)

MR R A
- Be5-H 51 B0% 5.2 A% 53 Hig
T4 aRill T4 aRill T4 Rl
1[=H 2 [HH 3 AlH 4 [7H 5[AH 6 [A1H
EAFLAERE 46.2 11.7 4.7 0.8 <L.LOD <L.LOD
ARIAFLARE 63.4 18.7 8.1 2.1 1.1 <L.OD

LOD : f=HHRS 5 X% 6 ng eq/mL

@ PEBBAER (&)
WL (e, 2 FERE) (CHROCHEEHE T 2 (FROX T T V0 & HEB RS-
(0.3 Xi% 0.6 mg/kg 1K) L. #5% 6~126 i E COHAHTOXT TV BE
yiat NSV Wy
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e b 6 Wit OFLH 4 51 3 41T 0.02~0.03 pg/mL, #4520 Fifiit o 4 it 2
$17C 0.02 pg/mL 23R H S =03, BG4 30 BEILARE CIIMHIIR AR & 72 > 72 (K
HFRA 0.02ug/mL), (B 3)

REAER (4)
WELA (68 IR HEEHED X T A HEFHRANRS (0.3 mgkg )
L. LC/UV ZfWTHEE% 10 HET1 H 2EHEAL, At oXs T 00 D5k
VAN NSV Vel
1 E O (&5 7T~8 Kifiltk) OFt 6 5+ 3 41T 0.012~0.019 pg/mL 23
HEneh, ENLRITETEERTANN & 2> (EEER 0.01 pg/mL), (&M
3. 7)

© RKEHR (4)
WHAE (2 8) ITERKRHERAEO X 7 U 2 BRI S (0.3 mgkg (KE)
. 1 H 2\ FRIMOVTE) AL, B5#% 6 HETOANFOF TP D5k
DR BT,
5% 6 HETOINTOXRT TV 0L, MHRBA R CTH o= (B RAR
0.01pg/mL), (B 3)

(3) REHER (B

FE (M 2 5B) ICROHEEEREDOX o7 VU A HEERIRNE G (i 0.98 LY
1.01 mg/kg A8EH) L, #&54% 1. 3, 5. 9. 13, 25, 37, 49, 61, 73 X(*85 IKffH]D
JRPDFT T2 0 O GCMS 12 X0 JlE S 7z (REBEA 0.035ug/mL, &
R 0.105 pg/mL) .

PRING TREOMRGHY (A~D, J. K X1 2,6-F >V P0) BRESZ GBI 1D,
PR D 2,6-% 3 U VR, 5% 3~5 Bl £ Cloikmig I E L%, 2K
T L. 18 KH&ICITEMR R L~ & e oo, (i K 2385 25 It £ TiBEfC X
LEMBOREM EE 2 bz, (B 13)

FUITVUERE LT v b, AR EORNS 2,6-F U Uit SN En
IEENE LN (B3, 10, 13), F£o. T v MIF U TP U HEREOEE (150
mg/kg) L7ciBRIZIWNT, #5 3~6 Rz OifEfis 2,6-%U 2008 0.03~
0.04 pg/mL H Sz LW o wENELNnT- (B 3), —J. GLP THEfE Szt
B 1 ClE, v TV ERELIEADRTIE 2,6-F 2 U U3 TEERAAR M XX
MRHEEAAS CTHY (B 3), 7 v b, FROEOHA, BBV 2,6-F
DOV SN E WIS N2t £i2 T FO/NBNIZ 2,6-F
Voo h Ul Z GERIARET) (28T, HAEEINT 144 5 CTh o7& H
LERELNT (BR14),

. 1. (6) QKOUOBDFOIFMENERBITNC 2. (2) @©DFDFEERAER,
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BMEEEERT., RIFCBOTHF LT V0 0REIC X 0 AFhERE T i@tk
2,6-F U VUNERESND E LTH, OB L OPEIE D E- e ETe = & %
EES UL, WU AR D Z LIk, YR koM 2,6-F ) Y
VNI A LT EE 2T,

(4) BE<T—H—IZDL\T
K FEERAENRERRER L OFREERBROAERIND | T U AT AR RN W% 52 ),
ARG & L ORI SN D L EZ b, BREERERIL, Z0k)
RS BULEM THDLX T TV EET HZ LR, RN EHET D2
EMAREE B X T,

3. Ef=EMEHER
X7V OBEEMRBROMSRER 8 1T, 2,6-.% U VI OBEEEERROMS L
FIIRLIZ, (M3, 6. 8, 12, 15)

#£8 XTI VUL DOEEEIMER SR

AR VST H&E IES
in )7 228828 B | Salmonella typhimurium 0~10,000 pg/plate n
vitro | 3B TA98, TA100 (£S892) B
S. typhimurium TA98, TA100, |400~12,000 ug/plate M b
TA1535, TA1537. TA1538 (+89) )
S. typhimurium 'TA98, TA100, |0~5,000 pg/plate Kk
TA102. TA1535, TA1537 (=89) -
s o i ~
Eﬁ; IR 5o f =m0 4 2‘25 5f(1) gi/OmL / (ISSD e
W, Hprt (i 0T LU e =
(—89) ¢
in IR - 50 mg/kg AE, N
vivo A R At

a: 7 v FORFHNE S9
b : TA1535 (-S9) MTNTA1538 (-S9) ThatsetiRod 2 2Ll OB oo =— A b=,
¢ : 1,500 pg/mL Gt gz <z,

#£9 26-F2) OB R<SEEE >

iR Y ISIES & i
m |1 Im2E5R 7| S typhimurium 100~9,900 pg/plate n
vitro| R TA98, TA100, TA1535, TA1537 | (+S92) -
S. typhimurium
—+ S b
TA98. TA100, TA1537 360 g/plate (-£59) It
S. typhimurium N
—+ M b
TA1535 3 umol/plate (£=S9) Fe
S. typhimurium 0.1~10 mg/plate (= T
TA98., TA100, TA1535, TA1537 |S9) )
S. typhimurium 480~4,000 pg/plate o
TA100 (+89) -
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AR EaSIES & A

|17 IW RS typhimurium

vitro| ikt | TA98. TA100, TA1535, TA1537 N(iosoé)d;‘ Ziplate pat o
Eischerichia coli WP2 uvrA o
S. typhimurium ~5,000 pg/plate oy

TA98, TA100. YG1024, YG1029f| (+S92)
BAiE T 229K~ AU 74—~ L5178Y Hlfa, o

s E.E 7?- i =]
5 Ha Tk FEf7 HEFCHEHZe L (£S9) ot

hifi ik G £8, 5y 30~1,500 pg/mL
NN CHO i ’ o
IS e (+59) it
n | E AR . AhamiLH
N \ 350 %O 375 mglkg A
=y ] . 727
vivo | :RER ICR v~ A5 RO ’H_“;ii)ho
in vivo - In
_ _ " 40~850 mg/k '
vitro DNA| 7 v MU AT " mg/kg (K, i (=X
15
DNA Ak 87.2 uCi 1C 3% 2,6-%
BB Z vk VU TUT b ERE Bk
e 5. i

a: 7w FORTHK S9

b : AR FRERD A

¢ : TA100 (22T, BFZEED 9 5, 2 HFFERITEBVTHS9 TIWEE, 1 AFE=RICBWTRERMETH
-7,

d: 7 v MOt FOFH¥K S9

e: 7 v MOt FOIFHN 30% S9 17/E FC. IEIRE CattnA bz,

f: YG1024 #£ & TN YG1029 #Rid, TA9S #£ M TN TA100 #£D Oracetyltransferase JLEKTH 5,

g 7 v MOFFHE 10% S9 774E T Tl 5,000 pg/plate T, 30% S9 174E T Tl 2,500 pglplate TR
DAHHITZ, TAI8 BED 30% S FAE FTIX, —IREE TR BRI LA B 22N A b
2, MO an =—HO 1.5 ERmTH Y . BICHERINIR o722 Ehn, AWy iicE
BT W EEZ LN,

h : WD ERRARR (BB (CERE Lo 72 2 L AR SRR

i ATALE S LT, R 2,6-F 1 0 262.5 mglkg (AE%Z 9 HELEHHES-

EIRFBREBABR OV s B HE S T b, 20 H H—o0iR BT, S9 I
1FE F D S typhimurium TA1535 & X TA1538 (ZaMet B D 2 5 LA E O IRZ2sRIE e
an =—ERALNTEN, T OEIMTHERGYERA DR -T2, £, 12,000
ug/plate £ TOHETIE, W72 DAEEMA~OFELTO b -Tz (B3, 6. 8),
O D 23ERTIL, ¥ T VU OEBRFMEIL, S9 DIFE T LK OFEIFE FDOWT FUZ I8
THRDHENI2->T2 (B 3), SHIZ, T A =—ANLAX—VT9 il HV - in
vitro OBILFERIEFGAER N N~ 7 2% U= 1n vivo O/MERBRClIfatCth - 7=

(&M 3, 6, 8),

BINEZERERIL, VT VATEMRITE o THERE L 72 2B sl T n 5 2

77
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2,6-% VTR in vitro DIEIFFERE TR TG, Bis T-98RE R
B N OVt e /AR AZHER BRI ONT. 1n vivo @ DNA A FEAHBR Tt Th o722 &
Mo, 2,6-% VY D UATEREEE AT D PRI

2,6-% U DU DFEMANMETONT, TARC 1L, B MIBT DRI+ TH D3,
EEREMW)CTIE 2,602 U DU DOBNAMZIT B B 5 L LT, 2,600 T
% Group 2B (b MIFENAMEOFHEM A9 2 (possibly carcinogenic to humans))
LTV 5, (BH12)

4. AMEMRER
(1) AttEtRR
T UL DAMEMRROMEA R 10 1R L, (B3, 6, 8)

#10 F T VoM EMEERER (LDs (mgkg (AH))

B
it _ iy _
SRR AN e qn| AN
121+13.0 240-+24.0
<A 43125 : 101, : 105
7 HE - 150, HE - 179 | 7 - 386, Mt - 340| v
130+12.0
5 . e 212, M : 225 . 185. I : 164
7k K i T - 520, I - 490 | bt
1= 22 47
*= 100~110
e 15~28 2 60~170¢
A 0.9°

a : Bt E

5. FRMEEHER
(1) 4 EMEIHSEER (Sy b)) <SFBEH 2>

7w b (F344 %, 6@, I, &58E 14 VYRELOSIBRE6 VL) 2 AW =F v 7Y
> OIREIFE- (0 XUE 1,000ppm) 12 &2 4 @AM MR A i S 72, JRFLE
R I E e K O T es S T~ BT,

B & DR ERARIER I BIZE S o e, (REIZ OV TR, BEGRE L XTIREE & OfiIC
A EVANIR Y

FIR T, BERHCRRIMER A BIER SN, Z O RO CIL, Bk
JRE R R AR 2SAER U JERE ) 3 < 72 > TN, B D = v o RINEIANRAD L.
T AN Y T,

FTVURKD2,6-F Y D UOMBERIREILE BITHRHRFLL T Th o7z (i
FRAL 0.02 pg/mL), (B3 3)

2 —HEORBRTH S5 Z & MHEFH R OMERAACFRIRA 520 S LTV 2 &IOS e
FIBAGRONTND Z &b, BEEEE LT,
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(2) 32 AMEAHEEAR (Sv M)

7 v & (Wistar &, MEHER 10 IU/RE) 2 W=7 D0 OREEES. (REERE E%
0. 50. 100, 250 X% 500ppm. AHE 1 kg 47- Y OMIAMEREILIE 11 B2,) 12
% 32 M MR ERER N i S e, iR (Hb, RBC &K1 WBC, Eum
ERE v L) | RIS QNG K QNP BEAH AR R 03 St S vz,

50ppm $=GREDHET 2 B, AL, 250ppm LA E&SEEORETE 1 FilF ONT 100 K
N 500ppm £ H-HEDOHETH 1 FIA BT LTz,

METlE. 250ppm LA FHEEGEECIATE I OBER 237 531, 500ppm - 5HET
X, BEREEEINIH NS bz (p<0.02),

BERE, MR, JRARE, SRET L OMdEs B B R & O Z=IT 2o T2,

PRAMNE R AR ORBRHZPEDS SRR ONT 50, 100, 250 M OF 500ppm $¢5-7E2%
NZI 1, 2, 3, 3 KNS AL, ZIDITEEDFIYEIZLS2HDEEZD
iz, (B3, 6, 8

JECFA 3. 19 mg/kg {K5/H UL EHGREOMEZ SRR 72 R EEIIPH1 23 2 5
ni=zZ e, A#RBRo NOEL % 6 mg/kg M@/ HERELTWAHN, 2GR TRk
GUENH L= Z Evh, NOEL OfEfEMICIIRTBRIHHE LTWVWD, (BE8)

EMEA [, 2 COEHEGYEIZRREE L,“Cb V2 Z B, AR NOEL 133E
TEXholzE LT3, (E6)

ﬁuuﬁ£§EK . ETOIINRYYEICHER LTz 2 & M OMREAIE -

1T TNz &t AR NOAEL 2% E CE o7,

#11 7 v baMWe 32 Wfd MR I S AR (mg/kg (AH/H)

R (ppm)
50 100 250 500
Jii3 3 6 21 41
i3 4 8 19 45

(3) 13 EMEERMSHRER (/1 X) <BEFBEH 13>

A X (BE—Z7)VFE, §98.5 ) Hilm, IKHE 7T~10kg, MEMES 2 VL) 2RV T
U OREERES GREFEEE - 0. 10, 30 XX 100ppm (0, 0.33. 0.94 (% 3.1 mg/kg
(REE/HICHEY)) (&2 13 Al d AR FEh S, —BeIRiE, IR, O
X, MR, IR LR R ORI, SR ON IR B AR AR 23 SEE S 4
77

WO ERHICB W T O G K DB IA LT, (B3, 6, 8)

JECFA %, 52X 58 Eﬁiﬁﬁﬂf Lo l=Z Enn, Ao NOEL % 3
mg/kg KE/H LFRELTND, (BIRS8)

18 HEEHE (B3 mgkg RH/H) 12B1T 2 3B E S S Va2 & ERER- 2 PCAH
W= CH 5 Z LI ONTAEI R DX v T DU ER R, YR OZEMICOWTHHER SN TED
T, EEROKREGEENRHTH L Z b, 2EEEE L,
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EMEA [, AR NOEL IR ETE o7& LTW5, (2 6)

(4) 14~16 BRB2HEEHRR (1 X) <SEEH 14>

A X (HEFE, e 5 VTR OME 3 PE 15) Z AW 7V OfkA#&E (25, 50 XX
100 mg/kg RE/H) (2L 5 14~16 H[H (56 HAH) diatkmtaBnFZisni, —
IRRE, MRy, MR LR M ORI, S5IRRAE ON I B AR AR A 3 kit =
iz,

100 mg/kg AREE/ H & G-REORE 1 52550k 8 M B ITIET L7z,

—ERIZ DUV TIE, 100 mg/kg (AKH/ H B G-8ETHRG% 7 SICEERUT R UL RS
DIHDIL, 1 R =, [REROFT LAY 25 mglkg ARE/ HBGREC S A BTz,
BRI, 25 mg/kg R/ H & GHEOME 1 I TR LS v, REZA(RIZDW
TlE, SECHNCE G ORI AR . RGN R 2R TIN50 b
D3, D DYRERENM I — E DM TZRD B2 o7z,

MR B OMIIRAEA LS00 T AR ONS R CIR R EITERO B> 72,

HIClE, SEEHIOE R OSKIGORMEIZ I RN A BT,

B RO CIL, 100 mg/kg R/ H B 5HE RO AR 21 K OV HRFREESE,
ORI EAE M ORI _ER2 OBSER A DTz, 25 KON 50 mg/kg (REE/ H &% 5RE
(B G U= RITRRD o T-, (BIE 3, 6. 8)

JECFA KON EMEA (3, A8 NOEL [IfZE CT& Zenol=& LT 5, (BIR 6,
8)

6. EMFMHRUENAMEAER

3T D DR K U AMERRBRI T 5 S AL TR,

EMEA Tld, ZRFMHZREBRN G TH 72 2 & RO EEAZ A L TWARNZ &b
FENAMERBRIIVE RN EEZ BN E LTS, (BR6, 8)

BWEZEEARIT. ¥ T VU OFN AMRERIIINE STV, BEEE A
LTWal e EMEA THW S TWD Z & ARICE - TR & 72 D18 nm it %
IRITPNT & KO AR ERER I B W TRID AMEDIRE RO N7 Z Em
B, FTT VUMD AMEE R T RIREMEIAR S &R L7,

7. HEERAEMERAER
X7 U0 2 HARES MR X5 STV Ru,

(1) RESHHAR (v M)
HEZ >~ b (CD &, M, 22 VURE) ZHAWVW=Fv 7 v omibilkois 0, 1. 4
XX 16 mgkg RHE) 1Z X DB TEREIR GRS T 7z, BRG] (R 6
~15 H) 1ZH5- L, HE 20 BICREWI O FERNEMRT LT,

U SHRIEDERE S QU2 Lnd . BEERIE LTz,
15 25 mglkg AE/H : MEER- 1 VS, 50 mg/kg (REE/H : HE2 DL, 100 mg/kg A=/H . HERES 2 PT
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FEMWClX, 16 mgkg KE/H B GHECIRROER D HIEAHE, TEEMK T, 1EEHLHH,
SPARGEES Ky O EBE NI 232 57,

JEIETIL. 16 mg/kg ﬁKEE]Ei%%ﬁ%ﬁiTTqifﬁﬁKEiODﬁ£7:ﬁ>¥%Ea%bf;o FRIBDIZE, N
B VB AR Z W TG L DB A bR oTz, (B3, 6, 8)

JECFA %, 16 mg/kg {ZIKE/EIﬁﬁﬁi@l@]%LZHEHﬁE@%Bﬁj\E‘JFﬁﬁé\ TEENME T R O
PR EHEANINHINE N RO EEIK FRA LN 2 En, Ao NOEL % 4
mg/kg RE/H EREL WD, (BRS)

EMEA (%, 16 mg/kg K5/ H & 5RO REMI ARG ORI IBASE, IRENK T, )
PRAREHE IR N IR R O EEIK T A b= Z Eonh, Ao NOEL % 4
mg/kg (KH/H EFREL TS, (B 6)

BN ZERERIL, 16 mgkg KE/H B GHECREMW K OMRIEA~DFEN L BTz
Z LD ARREBROREEN) ) ONERIZH % NOAEL % 4 mglkg (KE/H L€ LTz,
TR B B e o T,

8. —AREIEHER
(1) —RREEEAER
@ EFEMEA

XTIV OBEFERICE L T, SEEFCET A DOICHMERHEICHHE AN D
Do

KL E L SNDOHEEZFE 121K LTz, (B3, 6~8)

FATIE, FVT7VUBEMEFROREE LTBIENADIND, T OERE
XU T UUNCR BB T TR a0 FARDOIEMACIZ L I ORI A E R R iﬂ“é
HFAXPEDPIH T D, Fio, BEGIZ Lo TRIBFREIHIE G FEE S5, $EEHRE K O%E
FREE% T, SIWESOMEMANEIENSE Uo7 2,

FRETIX, ¥ 7 YUk URIR TR 27T,

ik, MRS RIIEER TH D, (R 8)

#£12 HHEEINMOFEFHME L INDHF VT VUG E (mgkg KE)

i) FHIRN IS PN G-
15 0.5~1.1 1~2
4 0.03~0.12 0.1~0.22
F 0.05~0.12 0.1~0.32
HES 0.01~0.52 0.05~0.52
& 2~3
A X 0.5~1 1~2
x= 0.5~1 1~2
5 5~10

a : I ERIHD FIRIIRERNCE b7 W DN B E N D B IS H D E T 5,
Q2 MRBIRBVBRANDEE

X TV D0 - MAERMERIL, DB L ORI %3 B ffx DB TH D,
X T VUBEMAEIRIL, BlicdhE L AL, HELAVEETa v 7250
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ThD, NENRIL, A X THHE SN TNDN, ETIEZ LRV E SN TN D, L
MEREROFFEIL, FBITHEAME G- L TH ARV, IR Ui TG
L L DI M OIAREDR TR E 2 2 L0 b, HERKIC L 2823 % e
HERBEZ NS, (B 8)

@ MFIRIFRNDEE
X T O BRI S ONMILR T A RSk AERIE, i K Ok
OGO Lo TR D, T VAT TIE, WDKK T Z5 S L,
pH EFLOREMET > R—=3 225 A X THMERENIE T 9% 25, Bk pH,
pO2 3T pCOUT T NFE EFHELEZ TR, T V0 DFOMEI KT H1EHIZD
WTOHEIT L TWRV, [LEETIE, PP A RISOFETH Y . =TI, &5
IZE D FHE SN DR MIENBIE L 725, (B 8)

@ MEELFEE~DEE

DT OREEFEORKELTIX, 7 V10X BIEENFHES NS, FD S
a—ZREOHEINE, A AV AREOK T 2L, BREE Tk, B IUHHE IR R
BREDIRWREHINEZE D, BOFAERIZF VT VU 2HE L THEMEEIZ L7
SRl ¥ T VU OEMBHERI, FERE L TA AU VWl EE5 &2
TR B AAED a2 7 RLF U U RIR~OBEEERIC L Db D EFE X BND,

0.2 mgkg KEDOX T VL DOFHRANEGIZ LY | sEVLEEEIZ BT, figAAb
SRV Y M OB REIR DAL MBI S 7z, i BUN, TP } O} Chol DA E 72
ERABRHRLNT, WERRD 7V a— AR OIRFERITAEICER L (p<0.01), &
FA T VBENEEIET L (p<0.05),

FROA XTlE, RBC, Ht XO'HDb 1%, ¥ 7 VU BEICXVAERIKTEZRL
77 TOVERNIIAIWIRICTH -T2, (B 8)

B HILBRR~NDOEE

SABEM IS DI LA ~DO BT, IFOZEEEDIL T, HLE EiRR i OIER K&
O E DU CH 5, 37 VL, ML ONEBOFERREAZ K T S HEb?
ERHCT D, LL, I 70k BIEREITEREZG ISR L, VTV
¥ CHEE ST BB T DEDRR & 72 D, Bz, KAEEMWTIL, 7V
THEINDEHED ) A7 AR 5720, SEEFORNTHER L, $EEF T80 2 (%
D, VT VUATHE FEE L EE I 90, VT U CHEER SN REEY
1%, RO B IR DOWRER AT D72 DR NE 2L &85, IV UV (7 KL
U D 1, T T VAT K BFOREN, B AR OYE RBRYE IR B 5
118 S D3 RE R,

A X RO BT I EE~OIERIX, {ELE EmE R OFEHE & g THh 5,
EH-FHE O/ERAEI, RO REE (EHHCT 2 N U U —ig) (27
15125 a7 LT UZRRITH TR T DERICLE 2D THSL EEZD
N5, (M8
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(2) PAMHE X, £RUE)

XTIV COHTEHE () UIRKHEEHED 2~3 F& (1 XAXUNE) % 1~6
FFFRE (XX 2 FFET) ORIEFIRNSUIABRNE G2 X 2 AR MR Sk S
iz, —HHRES N OB A TRE . XU TV RO E I U DREHREIZL DA X
DO—IRFH 7R E DT A AR, OB E N OSAEEI O NI NS O ik
B OIER A LTS, 2 b ORBRIL, RBRGHE, Bt B5E, o
A—F L OHERNFICE L T2 b O TldZenotz, (B 6)

A RZBT DARMEN, 2TV 2mglkg KEZIEET 2 RN G 53R
BRI X0 S, AR RO —R & L TEBESNTZ DO THY . 7
&3 (5.5 mghkg RE) bOFHINT,

BG-ORER. 17 Bl 4 BNt K OMREE DFRABERFEVED TR DT DR TH -
Too LIL72DN5, ABRITHERMAIIZED —BR & L TEBINT-HDOTHY, 7¥
2V (5.5 mglkg AHE) NHFHINTWDTZD, AR CTA LN HEN T TV
(ZLDHETHDINIRHTH- =, (B 3)

9. EMZHBITBHR
XTI E FAEEKLE U GRAI S TWRWA, b MBI B H-F50 His
ShTnwb (#13), (BHE3. 6. 8)

#£13 b MIBUITAFT TV KEEY|
AR - PRI Bh& SR L

TRV VR, ERER, SOFEICIREE, T
100 mg/mL &%  |120/70 mmHg, 0>A%% 60 bpm, LDH
10mL (feE& 15 | BH. CPK bR (5~7 AiEFHE) . Mk AT
mg/kg K5) . AN | FEE ER, U R4 CEIRNEGICE | (R 3, 8)
&5 0 28 E MM ORI T AN E S
HEIRMSIR, ABE 17 HEIZEPL,
R, AL (R) . CHAE O, Hxah

20 Bkt | 400 m I OWPIL SR ORI, — oD EAF
” & . DERMAEIR, DM IR & (BIE 3. 8)
5
100 mg/mL % 40 | i, . Bk, FFE. A, ASHS R O%R
a6 mpEp | Mk TR LT, 0.2, 0.4, 0.6, 0.9, A
s saP— Rl E |11 0.05 %0 Tppm OIEETHF LT | (BHE3. 8)
HIHR A VR ST,
40 mg (*&/’fﬁ’% 07 e LN <GS ZIN Yariy
i KU, DARENRITA SR o T, (&M 3, 8)
N 2,400 mg (HEEE: 22 [T, 4R, FENEL, DRk HEIEe A
. mg/kg {KE) INZgmoiz, (&M 3, 8)
WY, ¥ 5 24 FERGICIRIT, BRIk A

29 i B, FRA G-

B2 18 Il BRI A D R L=, | (BB 3, 8)
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Al - PRI b JEIK )
100 mg/mL % 2mL |, .. . , -

TG

OHHXARER O], A

W5, Wi, BOREE, Rk REOM

39 kit NG HENSXL TV NENEN 1,674 K& (B Q)
030 pg/L Bt & 47, —
e 10~20 mg/ A (0.17 B
ﬁj’;igﬁgzﬁ ~0.3 mglkg (KM | MUER ORI T e
- X)) . H[ERRO#ES o
0.27 X% 0.68 mg/kg e
e BEES . AR M OB S X T,
fERAR T T | IRE A HEERRN A - —
i b 1% 0.64 mafke ;ﬁ}E&U:L?ﬁiﬁm ORISR | e o
KEAHERROES |

10. ZOMOHME
(1) RESHHR (1 XRUVE)

X TV OGRS B B R RBR I I T TV, A X BV

M A GABR T, 43 mglkg RE £ TORGETREFIERBRO I Hfro U >
INFERRE) BRI N0 Tz, FETIEL 1.1 mglkg (REOFIRNKZ G TG y-7 &

T Y L LU BT Ao Toe LSLEEAS G, A XTIt 0.1~0.3 mghkg KEE TO
ARG Tl TR L 720 o 72 B2 T ORI O R A ML STz,

T VU ORMEREICE L CdRM S hginote, (Bie)
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. EEHEBEZECd 1+ 55T
1. JECFA &
JECFA 1%, %5 47 [M&4 (1998 4E) 1I2BW T, B RENAME THDH 2,6-F3
VOUBRXT TR THD LitamfhiT, 70O ADI [TRRETE R0 e
L7z, (B8, 9)

2. EMEA O

EMEA TiZ, 1999 4 (Z5HliZ, 2002 HCFHRHEZ1T-> TRV . FIHATRE/ S L N
FEMERRER DRSO TR BTNz T2, FREER) I FEM) ADL I3 E TE o7z
ELTWD, FT TV OFEMFRIENT, i bR ED R\ WEMFE CTh 542380\ T,
16 uglkg REOIEFROBEGETHA LN LG STz, b R TlE, BHIOZBRF A
23 170 pglkg REORR OE5-ETHIE S, RO MERERE 700 pg/kg KEORE
A5 TECE, (BR6, 7)

EMEA %, ZREEEEICRE L T, LFOHEEAZZE L, MRL Z3%E LTV,

(&)

XTI VUL, NEIITOEOME 2 OEIER D,

- B HEME, B OTEZIC LSBT DD ATREM IR,

AR O OX o T U uE, FEFITESCTAFI A Sh, FIERICES
DZHE S D,

« X UT UL, AR OFLH O SIUTIERNESOTIER L, RO
O EIL, B5%P A ORI CRBRICIHEE RS T 2 RettoH 52 m2 712 T
[EIRS

+2,6-F U DV UATFDOR, ML FIZALNT, FTIUURE T = = LERORM]
DT L IREDRRZ Xi??//%@ﬂm ZHIST DA AE OFERR M OIS

FAEL7RV,
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V. BAfERs2E5HMh

PEHITH DX T2 NN TR R B2 2 320 L 7=,

Z v b E AW EREERER OFE R, 1T VU, BN REZITEC)NENIT
N EN, A JZROFIRNEGOWTIICEB W T HIREREOKIT0% D RIS, 30%H33#
IR STz, FRIRINR GO T 10l32~3 T o 72, #% I SUTFIRINER G- 0 #E
PEE SR P PR & FIFLE CThH o722 LD, B RGITERITZ T RN EE XS
Nz, FICHEFHRNES L7ZRBRICBWO T, F3 7 V3o A & O &
iz,

HZe AT R R BR OfE . e HASHFE 1 DO A M OBAHAR D 3 7 2 T IR AR
i & 7p o Tz,

T v b, FROEIZX VT VU a5 Uiz Eyshesii o5 C, SR LG &
LT26-FUPrPmHaSnict nomENnH oz, 2,6-F 2V DU NTEEEELY A
THZEDTRBENTND Z &% 5 JECFA TliX ADI A RET X Tl & 2l
SN TW5, ). JECFA O#IZFHiZ1T>7- EMEA 1%, JECFA Otk 2 Fii <
VT BN RE N OFRRERBR I BN T, 2,6-F VU DI D Lo T=E LTS,
B EERERIL, EMEA OFHMEZ IR b ED TRET L, RICHIZBWT
BT O OEIT Lo TREHERE T —EMIC 2,6-F ) DUntEEns & LT
ty . FOHONH L ORI HCH N T e = & 2 Z[ET UL, EYIRARERIMN 25T 5
ZEizky, é SRR OBINT 2,6-F ) PUDERRT A Z LT EE X T,

BFEEERBROFE R, 3T U UATTAEIRIC L - TR RIE & 72 D8 m e E 37
WeEE 2T,

TN AMERRBRI T TN S AL TRV, ARIC & > TR RIRE & 72 DB m 2 R S 72
W b AR BV TR AMEDIRZE NG BN T- 2 LG, T
T U DR AMEZ RS RTREME AR & L 72,

KR MRER D 5 HADIORKEIZHI A THe 7 s BR X, ?/b%%wtﬁéﬁﬁ%
BRICET 2 R K OB IR IC %4 A NOAEL 4 mg/kg K&/ H DA TH -7, £7-.
TV OWTE, OEHESMG & L TORWERIEE R H D Z k\®¢Wf@ﬁ
AL ORI N Z & OSSR 722 IR BT\ 5 2 & @JECFAIZ
X BEHMmLARE DA R 2B E 2 T TN ZEMEAOFHIIC W T, T 2. ([Zic# L= &
BOXT7 U DADIE OMRLWEE SAVTWRNWT L AREFINZEE L., B sE
ZERIT. BAEEN E U CEUNCHER SNDR BV TIE, ADIZRES 205
TZ7pu &Il L7,

< FRRITOUNT I, MRS A 3 A B A0 LI L 24T 9 BT HERR S % =
& ET D,
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F14 BEFHRICETEF VIV UDESIEEFOLR

) - MR (mg/kg (AH/H)
m| @ 5
i (mg/kg (&E/H) JECFA EMEA BTy ee o 3= Exy
4 (NOEL)
) 0.1 4 16 |8 IO |4 (NOEL) 4
5 b | SRR E | BB - RO | BEW - IOy
v | RrEEE Tl 615 |PIE T R | MOPASL TEBMET. | OPSL TEBIE T,
k ™ CREEBINIE] | RED R AR TR | AR TR
BalE  EEET |JAV EmEET | IRV EEET
WA L
0. 10. 30.
¢ |13 n pa 0. 15 voED) (NOEL) I
X (WA | L L |BETEP i
TRAE -

M) ADI

BT ADI BERRPLE R

ADI

2,6-F Vv
VIR DTZW)
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<A1 KHY—E>

AR i ISR
3-[(5,6-dihydro-4 A-1,3-thiazin-2-y)amino]-2,4-dimethylphenol
CHj
N
G A 236 I
S
H
CHs
4-[(5,6-dihydro-4 H-1,3-thiazin-2-yl)amino]-3,5-dimethylphenol
HO CHs
N
i B 236 |
L
H
CHs
2-(2,6-dimethylphenylamino)-5,6-dihydro-4 /4 1,3-thiazin-4-one
0
) CH,
k3t C 234 Q: )NI\
NS
H
CHs
MN(2,6-dimethylphenyl)thiourea
CHy
KawD | 180 Q: I
A
H
CH,
K E — —
K F — —
& G — —
R H — —
R 1 — —
2-(2,6-dimethylphenylamino)-4 4-1,3-thiazin-4-one
0
- CH3
Rt I 232 @: )Nl\ |
N7 s
H
CHj
2-(2,6-dimethylphenylamino)-5,6-dihydro-4 A-1,3-thiazin-4-ol
& K 236

OH
CHy
N
X
N 8
H
CH,
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A TR PaR A Mg
3-[(5,6-dihydro-4 A-1,3-thiazin-2-y)amino]-2,4-dimethylphenyl-p-D-
glucopyranosiduronic acid
L | a2 ]i‘;l n
4-[(5,6-dihydro-4 A-1,3-thiazin-2-yl)amino]-3,5-dimethylphenyl-B-D-
glucopyranosiduronic acid
& M 412 I j/““

U CHy
2-(2,6-dimethylphenylamino)-5,6-dihydro-4 A-1,3-thiazine 1,1-
dioxide

RawN | 252 ;:Ji
;H:;/,\a =y
N(5,6-dihydro-4 H-1,3-thiazin-2-y1)- N(2,6-
dimethylphenyl)hydroxylamine
Rt o | 236 e
gHI L)j.q
2,6-dimethylaniline
CH,
2,6-% U | 253.25 @iNHz
CH,
— :

(MR 2, 5~8, 10, 11)
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<Kl 2 REEFHEH>

W AR
ADI PR — H G
BUN MHpRFEE TR
Chol I LA a—/b
CHO i F A =— RN B AKX —IREAR R
Cmax AR
CPK J LT F = RARYF—E
RN EESLSL)T « European Medicines Agency (2004 412 EMA 76
EMA
BgiD)
EMEA PR = 3 5L 38 & )T European Agency for the Evaluation of
Medicinal Products (2004 (2 EMA (Z24F5)
GC/MS TR a~ NJTZ 7 4 —EEHTE
Hb ~NEZ B EURE
HPLC EEIR s v~ N5 T 4 —
HPLC/MS EIREIR 7 v~ N7 T 7 ¢ —IEESTE
Ht ~~< h7 Vv ME
IARC [EIEA AAFZERERE - International Agency for Research on Cancer
FAO/WHO &[RRI Z 45  Joint FAO/WHO Expert
JECFA ) ..
Committee on Food Additives
LC/MS Wik o~ N7 F 7 ¢ —/EEHTE
LC/UV WK v~ K757 ¢ —I5EIN L hTis
LDso FHEBEE
LDH FLIRN K RIS
MRL B RFE R EL YR
NOAEL pilize2 ey
NOEL RANHEEH &
pCO2 TR FE S E
pO2 e ayas
RBC PRIMEREL
T TH IS
T1ea T (O3 AmAH)
TP THHR (THIAR)
Tieka FEM I -]
TLC wEsa~ N7 7 40—
TP Y A/ Ay
WBC H I Ek %k
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