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BB R ERNLE L THD [T A%V | (CAS No. 50-02-2) (2>, JECFA
KON EMEA DA % AV C R AL R B Al 2 ShE L 7=,

FHmZ AW 7R EGES T, e (T > b, UYER A X B K BAEOE ),
R (R, BEONS), B, Bt (vU R, Ty F&U%/wa > ), diRMERE
Pt (F > %&(M X)), AFERATEME (U A, Ty NEOUHEY) FE0REBRGE Ch D,

BFEREEMERBROMERNS, TX A X AFERIC E ofFﬁE &7 HEnEEE R
ShpnbEZ %zmlo L7=RoT, THFIAXY v O—HEIGTAEE (ADD) ZRET D
ZLIXFHETH D Ll Lz,

BFEFMERBIER NS, TX YA X U OREIC L 58I, WBC O, Fflg kR
g BME, BIREEOBVETHY, T AZ Y O7 v aanrFas RMERICHES
<HLDOThHhoT,

TR A DTN AMERBR I T IENE STV 0D, B s ERER D 2 E DR
BTHDHZERDPE MIBWTT XY A X Y U ZEEEK & T 25RO EITRE SN
TWRNWZ EDD T XY A AZBEROR D ANMEE & FUEEDR 72 &y 9 EMEA
DT 2SR L, B AEE RS AR R ST L7, T v AR W TR A EREAER
IZBWTERTEMEDFRD BTz, rIicxr7 o et & (NOAEL) 13 10 pg/kg (AH/H
ThoTz,

T XY ALY OFFEERMERBROERN S, ROEWHETALNEIT, 7y N
FWN= N WEEIC B 2R BRI BT 5 WBC Ol ¢ W . NOAEL I 1 pg/kg IAH/H
Th-oTz,

JECFA ¥, O EMEA 1%, 7 v MG L7BROSEER & U COlT TAT 1HEoH
MEFRIT XY A XD ADI #3RE L TWDHN, BN ZEEES L LTL, TAT i&k
IZZ v aanFa, N LT ESTAABWERTHY ., BT L @BSL PMEASHREC
RN EnG . TAT IEMENS ADI 23RO 25 Z L3I Clrizaun S L7,

UEDZ et Ty MW EIC BT 55k NOAEL 1 pg/kg (AH/HIZ
LARRE 100 &3 L. ADI % 0.01 pg/kg (RE/H &35 E LT,



[, M RSYEAEELOBE
1. A%
BRI R R LT

2. EMEHD—HRE
& T RAH
#4, : Dexamethasone

3. {EF4
IUPAC
#4, ¢ (8S,9R,108,118,13S,14S,16R,17R)-9-fluoro-11,17-dihydroxy-17-(2-
hydroxyacetyl)-10,13,16-trimethyl-6,7,8,11,12,14,15,16-
octahydrocyclopenta[alphenanthren-3-one
CAS (No. 50-02-2)
B4 1 (118, 160)-9-Fluoro-11,17,21-trihydroxy-16-methylpregna-1,4-diene-3,20-

dione

4. ¥R
Co2H29FO5

5. #nFE
392.461

6. BER

v (ZM 2)

7. FHRBMRUVERIKR

THRA AL L, 1958 FFEIZEHIE SN G RKEIBREARNVES T, ZvaanFad,
RThore FrarFyy (arFy—iL) OFGEERETHL, (B3, 4, 5, 6)

JvazpFad REEIK (GR) 12V Ty FE LTRSS L. RIERUG, TR, BEr
AIZBA ST 5 2 L EOBETHRBLAZTET 5 2 LIk 0, BUIEMER. s
EM. b EAERSEZ =T, (BH8)

FRY AL U DONAERMARE L TRE A R DD, WEOEEEEIAT oA
RERD 16 (LA T NVEDOSIEEEN R HOHTHY . TXFAZ Y VRATaA R
EALONAE O FIZ 16 L A FIVEEMIET 5 160 T~ —THDHDITK L, _XFZ AL



AATHED FIZ 16 (LA FNAHEDMIET S 163- '~ —Th 5, (R T)

WAL CiE, B L O FAERSE LTHER STV D, B HERR E LTX
KT 28O b — v AEOREEB K O < OEMFEO SIEREDOIRIFIZ AN B,
WE. B, FROIKIC 20~60 pglkg REO AR CTHRINXUTEIRNE G S b, (BR
3. 4, 5)

AARTIE, BWAER E LT, 407 b— A RO R ON I OBIEI & & O 2%
LOWRFEEZ B L UToiEAl (2 FEGSUIFIRNES) BERRIN W5, (B 9)
b MHEE E U, BHER ORI R EER RN, U v~ TR, BRRE A
WS & AR O BEGAI R OVESA, W2 - REREE, WRFEEOIREZ i & L2 BARAl
EDNARINTWD, (B 10, 11, 12)

B, RUT 4TV A MR S R EEE IR EI N TS 2, (B

1SR 17 B RS E SRS 499 ST Ko TED B FRE LN (11D
2 —EOEMCBWTIE TR L EhTng,



II. ZEHITRIMEOME
AFHlETIX, JECFA, EMEA fHiliEE42EEIC, 7XF A Z Y v OmtEcEd 53
IR AP LTz, (BPR 3~15)
A AR 2 BRI LTz,

HAERENRE, RSN OFRAABR TV O T 3 2 2 o O EER L &I
DWTIE, LUT OREFRE AV,

R PR 2
[1,2-3HIEsT S A & ' 1O 2L DKSE % 3H Tl L7= 6 D
[1,2,4-3HIE%T 0 A &> 107, 20O AL DKFE % 3H THER L= H D
[6,7-3 HIfS3% 7 9 2 & > 6 LN T DK% 3H TEGR L= H D

[1,2,43HIEE T X0 A X ) U |10, 2P KON ANLDKFESE SH THEEER L= D
AT )
BHUEST S A % > > b U A F /LR | SH TR L 7= b O CHEGRALE 2R 722 H 0
T AT )L
BHIE T 0 A & 2 -21- U A F V| 3H TR L7- b O CEERAES R 0
FEfl— X7 )L
WA T X A K N U AT IVERRE T | HERERI S K O AN
AT )L
a:3H (hUFUL) I THERAEC L - CTHPRPICEHRED BT 2 L v o Z 2B Tns,

1. EYEREEER
FXY RIS NL, THFIALZY UL 214 V= aF VR ATV, Y VBT AT
AT R TA, B AFAERTRAT )V, DAFVEFRT ATV, T 2= 7 a4
T AT NVEOTZAT VO TR SND, ZvazanFas NEEORETIZIL, =X
FIOINKSFRC L DT X AL ORI BAVLETH S, (B3, 4. 13)

(1) EMEREAER (Sv M)
O ®OKS

7 v N (Wistar 27 /L E /| [ 4 D0) (Z[1,2-3HIE#T 9 A 2V U ARk n &5 [1.44
nmol/kg AT (0.527 pgrkg REICAHY) ] U, 3EMEhRERER FE 7,

PR K OFEF DGR 232 1 1R LTz, BGHEHEED 31%23 4 B LINIZRH
(CIEAA ARG & U CHRES L, REITEMO 24 ReEIDINICHRME Sz, JRAICHE
H ST BEHEMETIFEET (90%) b <. REEAKD 18.6%., 6-E ReXxi 7
XY AL N 7.4%, 20008 KT XA X URN 1.1%% HHic, HGHBEHEED
25% N FEHICHRE S AL, RV I & L CGRIFCE o T,

AREROB % 96 FFHILINIZERIT D IRPPEIEN S | T A &Y OO ER
IZBT DWIERIT D L 31% L EEE 2 BT,



£ 1 [L2-3HIESRT 4 2 &V R O G DR K OFE P REGREETREER (%)

Rk P4 (RR)

(n=4) 6 24 48 72 96
IR 10.1+2.0 | 27.8+1.8 | 30.0=1.5 | 30.9+1.4 | 31.4+1.3
£ 1.7+0.8 | 17.0£0.7 | 23.4+1.0 | 24.2+1.1 | 24.8%+1.1

F7o, &5 4 BEOMMT OB BENEES A 22 2 \OR LT, JEHEPEDOFRE 3R
DETHY ., ZORRIZEIT DAk OBEHEMENIEF I D720 2 & KOBENEY T
DIBIHEVEDIREDIRNZ L3, T v MIBT L7 XA 2y ot hditi s & —
B 5,

# 2 [1,2-3HIF#HT 0 A 2V kA5 4 B O PR RS

Xkl (n=4) ot (5E%)
JHHHE 0.19+0.008
HbE 0.05+0.003
BB 0.26+0.009
A 364+23*
Bk 278+ 47*

*DPM (BZ8f557) /g Mifk & L TakGC

B, Ty M, TXVRAEZYOE 16 BRI == " VARG L& 2
A, B5- 24 B O PR OFHEIEBRIER B L7223, 5 96 FREID IR K O D hik
SHEMEPEIRIIE B Lo 7-, (i 13, 14)

@ HmARNKRES

Z v b (Crl:SD(CD)BR 3%, /7 PC) (2[1,2,4-3HIE 7 204 X & > % H[EI B I %
5 (Qugkg KHE) L. HEYEiiesBnsehe Sz, miE GHRESZERI%) HRORT O
TBUREME A2 P2 G- 96 FEEI#S £ CHlE L=,

MAEFHSTEMEREE L, 15 6 &R &E (8.7 uged/s) ZanL, ZOHAHIT
Wb L, #6596 BEREIF 121 0.15 g eqlg & 727, HEEITH 7 R ChH 7=, &5
24 WL HEREMED 41% 038R FIZHERN S 70, #&51% 96 FF T 44%03 R HRIZ e
iz,

SH ASHU TIMAE K QPR DM T TH- B AV, WG Z 0 . Feh- 96 REHiR O BeHTE
OFFFRRIL, MR QIR TENZIN 8T% K DN 3T% TH -7z, (B 13, 14)

Z v b GRFE, MERIROVEECRE) (12[6,7T-3HIERT 3 2 & V' L &AL (5
BAW) Lice A, #&h 24 Wi Tl 5 2 Befiftk & bl U CAsikh 2> 5 95
75>{%5%L $e - 48 BRI IR OV i B < A5k TP TIRIETHR L 5 72 FfH]
BIZIT Rk HIHK LTz, (B 15)



® HEENERS

7w b (Wistar A7 /VE /| [ 4 D8) 12[1,2- SHIEGE T 4 2 2 > v & G5

[0.23 umol/kg fAH (114 pg/kg AREIZHEY) ] L, &5 4 B E TOIRHRTAR OGN
77

Fe54% 96 RFMLAINICE G- T4% 058RS 4, JRAIZ 30.411.6%, #EHIZ 43.6+
8% ThH -7z, 5 24 WKtk CHENEMEO R 0 ZBE Sz, BEHEED 10%13, 7
XY R ORI D 1 > THD 68 Ruxo TP 242 Thot-, (B
13, 14)

37F(ﬁ\%%&@EﬁK%)uT%#%?//J/&IXTW%@HW&Q(T
FH ALY L LT 10mgkg (KE) LizE 2 A, 5 30~60 p&icmifEto 17-v R
n¥xalFazxsTal N (17-0HCS) EBENEKL -7, (BR 15)

(2) EYEhREER (UH¥)
@ EFRARS
Y (M, SR OVCHEARR) ICT XY A XY ) VBT AT IVTT Y A XY
VIR AT VA EIRNE S (1 mg/kg (RE) L, miEF 17-OHCS VU VR A7 )L,
17-OHCS KUY 17-OHCS Wilg— A 7 VIR EE DS~ B a7z,
17-OHCS VU V= 27 )VIREITH G- 5 7772 Tld 3.394 pg/mL Th o723, Z D%
MNP L, BE5- 60 0%IZI3ER Lz, Tweld 11 3 CTh oz,
17-OHCS EI1I#H - 5 5% Tld 3.45 pg/mL T, ZTOHEER/NITHD Lz, Tiwe i
116 ;3 CTh o7,
17-OHCS Fiifg— A7 VT 17-OHCS OFENZFLI L, ZOREIT/ NS o7z, (B
15)

@ #IRNEUHARNZS

UYX (B, B 5IUEL [CT XY A XY U AL ANVKRERBERT AT V) R
U LROT XY ALY R AT VRN G (T A2 8 LT 2 mglkg (K
H) KOHANES (T3 A2 L LT 4amgkg (RE) L, kit 17-OHCS
FEZRIE L. NIEMED 17-OHCS IR % 72 L5 Wl 7 34 A 2 ARSI D
ni-,

HRNEE 5Tl TR A X AR ZVREEEFERT AT )V N v A ERECI
P55 53712 Cmax (1.56 pg/mL) (TEEL, 5 4 412 0.34 pg/mL L7257, 7%
YRR BT AT AR GRETIE, 5 5 %I Cmax (0.24 pg/mL) (ZEE LT, K
NIRG-TlE, TF VALY U AR ZVIREZRERT AT V) b U LEERECITRE 2
41T Cmax (0.81 pg/mlL) (ZFEL., #3254 BRI ON 6 BERIRZICZEH 0.45 O
0.26 pg/mL &78o7z, T FH A X URRBRT AT MRERETIE, #4530 /31T Cmax

(0.21 pg/ml) &7xo72h5, &5 1 RRIZIIRE S hpoT-, (Bl 15)

Bht4 24 R QR 17-O0HCS &L, THFY ALV v A X ZANVKRRRBERRT AT )V
TR U U AOEIRNE ST 822 pg. BIRANEG TIX 949 ug Tho7z, £z, TV

10



A X R AT IV OFIRNEE STl 879 ng. HAINES-TIL 54l pug THHoT-, (&
HE 15)

(3) EYFREHAR (v FRUDYF)

T v NEONTH X GRS OMERIARRA, 7 v b 3UL/EE, ¥ 2 PU/EE) 12[6,7-
SHIERRT VA 2 V' U RN S (> b 1 0.2 mL/JC, 74 : 1 mL/JC) L7=&
Z A, AN T ZEI TR 100 50 KN 95 7 Th -T2, FHANERE T, e L ¢
(e M IREE IR 120 DRI A B, (B 15)

(4) EWEhResiR (1 X)
@O F#IRARS
A X (e, WL OVCEARH) 27X A XY ) VR AT VLT XA XY
ViR AT VAT S (T ALY 8 LT 2 T 4mgkg (AFE) L7-RABR
TlE, MAEF D 17-OHCS IREDHERIT T X L IZEFERk CTh o7, £z, &5 T2 K
W £ TIZRPIZ 8.5%H 17-OHCS XiFZD 7/ vr a sk s LS hr-
23, 17-OHCS Fiifg— A 7 )V ORI BREE & 220372 0o 7, (BFR 15)

Q@ mARES
A X (HE, MERIROVEECARR) 17 % A XY U VBT AT )V TT A X
Y URBRT AT VA BHANES- (500 mg/FH) L7oaBR T, g 17-OHCS R
I35 10 /912 2.5 pg/mL T, &5 5 %I 15 (2 Lz, (BR15)

® ERAXIIFHERES

A X MR, PERIL OVEHAR) 1T A X U LT A X211 Y
=aF VR AT NVETRR E UCHIRNE L <3RS (1 mgkg (KF) . X7+
PAE 214 Y = aF U AT IVERRER & LTINS (0.1 XX 1 mgkg
RE) L., SEWEhiesiRms giin Sz, &5 120 Reifg £ iR E2s HPLC 1IC X
nHE ST,

FRIRN I 5% OEIERENE., EH L DEFERETE 120~140 53 Th o7, AN
FeG% ORI T, EHLOHRGHTEH 30~40 43 ChemiEHREICE LT,
RN BZDANA FT XA T8 T 1L, TX T AZ Y TiE 100% ThH o7, 7
XY AL 214V =aF UBET AT L TIE 40% Th o7, MBS L TT A X
V21 A Y = aF U AT NV EGRANE G, T A2 ATERI I S
T, WIER RN VRSN, (B 14)

(5) EYEREER (%)
@O F#IRARS

WELE (R, 658) ICF7 X A&V U AFIRAR S [24.8 mg/iE (40 pglkg 14
EICHY) ] L, 85 48 Wi & TIMSEF 7 0 A # R E DS e IC L 0
HIE Sz,

11



BRI, KB S ONEIARD -2 =R AV FNETAER L, Y
I ZofHT 5.8£0.41 FFf#], BT 1.620.4 KLUy #HT 9.721.9 Kl Th -7, 7%
A B ORI 2.720.3 Likkg, 7 V7 7 2 A1% 0.1960.022 L/Rfft/kg T
HoT,

e 5- 32 Wifil#4 £ TOEAID 3 [IOHPEIZI T 5 Fit h od@Ehier L, i+ (blood)
EREECH -T2 (F3), IHFOT A2 O (9.6+3.5 BFE) 1XImAEN S
DOEINPI L Rk CTh -T2, (BHR13)

£ 3 FA ALY RSB OISR O O
F R ALV LPEE (nglem?)

St Be 5% (R5fHD)

0a 8 24 32 48
I AE 0.22+0.16 | 6.23+0.34 | 2.39+0.71 | 1.29+0.31 | 0.48+0.18
it 0.01+0.006 | 3.96+1.29 | 0.82+0.50 | 0.58+0.65 | 1.02+0.37>

a: BHEHZOBEEEZ D,
b: FUF T LAOAHAUT L A AREMEHEER S LB,

Q@ mARES
o (RIVAZ A Fh, M4 88) (KT A XY U ATFAHHBRT AT V% 2 [H]
2 RIS [T A2 L LT 20mg/al (F) 40 pg/kg REIZFES) ] L7z
&2 A, BE 4 W% CRIME T EEHEMD 1.2% N AT NV TH -T2, THVAHX
VMY AT AFFRT AT VTE G4, RN SUIAEER R THERDNIIIK R S 7z,
(&M 13)

@ FIRARUVHRERNES

A (BFE N OMERIARI, 4 58) 12T Y A 2V 0 RN U ANE S (0.1 mg/kg
RE) L, &5 1, 2, 4. 8, 16 XU30 2% IFNT 1, 2, 4, 6, 8, 10, 12, 24, 48
Je O 72 B4 O Mg 28 E U, AR 204 2 & > Y HPLC 12 X 0 J|IE Sz,

IR 5% O MAEF T 4 A & > o 0d, TAREOEA Y — v 2R L, iliTa
FAC 8.06 43 L OBFAC 5.5 Bl T o 7=, AiRFEIL, 1.18 kg Th -7z,

AN 5% D MUFET TR E  (Cnax: 42.8 ng/lem?) [ Z13R5H 4 FFE%  (Tmax: 256
) WCEL, A AT ATV T 13 67% T, Lot T 94 43 X OBFHET 5.7
R Ch o7, FIRN K OWRANEG-OHR N7 A — 2 —3ESEL L T e, (B 13)

FIZBNWT, BIRNEGRICT IV AL A Y =aF U AT VRSO E 4
AR SN, FTo, RARNERGZROT XA X VR OT X AL 214 Y
=aAF PR AT IV OWINENEZ HRN R 512 L i L7c & 2 A, Cmax KT Tmax 235
LLL T, BLEDNS, ARG © 0 52 RIS RN Z 2 FTREMEA
ZEWRENTL, (B 13)

12



(6) FEWEResiR B

IR G, MR ONEECRE) 12[1,2-3HIE# T X A & 2 -21- b U A FLEERT A
TIVER TG (REEARH) L, SEWEhnesngs 3 < n-,

Be b 4 WIS BT DRI EHEIED 1% RIS R R O BHIEE T 5 A &
V21 B U AFUEHRT AT )V Th o T, TX ALY U OMmEHRE L, &5 4 B
1% Chemle e (9 3ng/mL) (2 L., 5 24 RFE#Z I TEeTE LK 0.5 ng/mL
L0 ZORITFESMITHD Uiz, WIERMGE/RT 0 A %Y (0.2 ng/mL LI E) 1%
P55 B THH LN, TXH ALY Ol AL 5 30 e 2T )L OHIKS R
L0, MFEFOT XY A 2021 U AT UEEEET AT VEREE 38D TR 2 & AVR
SNz, ZAUTE R OYZ W in vitroiRBRIZEB T AR S AE L T,

PG HEHEEDOR) 5%, g n~ 777 — (TLC) (2L RRED/N K&
LCREENZZN, BEMIZ6-E Fax T2 2y v LFESN, EhoXE
DI FTREZ HEHENEIX, & v/ 7 BITHE S L2 BU LAY XIS CTldle <. Mk
KA TH D Z EPRR I, 70, Kam L OfEmOim 3T, 3H AZHAD Al REE
IZOWVWTIEBEIN WMo, (B 13, 14)

(7) EHEReAER (&B)
@O EFIRARS
B (o vafR=—F, 6 8H) (27 XV A Y 2R S [3 mg/FE (0.06
ng/kg AREIZFEYS) ] L, 50, 5. 10, 20, 30 KUV 45 5#%IFONT 1, 1.5, 2, 3. 4.
6. 8. 11, 15, 24, 32 KUN48 K& DMk a+RE L, REhReaRER S Ehiti S iz,
THRA ALY ORI =AML R L, R ZodE T 0.33+0.13 FFf#, BT
3.02£0.71 K & O fHT 13.28£3.98 Kl CH -7z, 7 VT T A% 0.44£0.039 L/
Ffffl/kg ThH-o7-, (B 13)

@ BmARES
F5 (5MERE, 85k 2 58) 12[1,2-3HIE ST 3 2 2 ' U BN G- (55 A - 86 nglkg
{KE, & B:83 ug/kg (K5H) L. #5100 Kith £ CIREBREL . BdHEMEZRIE LT,
BEGHEHEMED 91.7% (B A) KOV 117% (5 B) 23% 5 96 REEILAPIZ /R Ikt <
nic (&4),

# 4 [L2-3HUFT 9 A 2V RPN G% ORGSR (%)

Be I () N
et > 2156 At
A 40.2 51.5 91.7
5B 56.0 61.0 117.0

$e 5 24 W% DR PGS TLC KO GC-MS 2 W THIE SNz (K 5),
TR RAZS DI, TXYHAZ TV T a U BEAEER, 68 Rafx T % 2
G NTAFRITHRY ALY 11T a7 X2y K 20-P 8 Fa 7 %4
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A B D5 ODREWINERE ST, BB 5 TEARERIRIT C6 [z (LT
HO ., C11 L C1T CMLDEREAFNT C20 MLDIZETTO BRI TH D Z &R E4
77. (R 13)

& 5 Bl 24 G ORGP OfEREI S

HEEE (%)
ez A =B
B S IEE 26.5 36.0
AR 7.8 13.3
FhEAS AT RE 4.2 5.0
ai 38.5 54.3

B (R ORI, 2 §8) ICBHIEEGSRT 0 A %V 0 b U AT ERRT AT V%
ANEYS- (50 pgkg IRE) L, #5451 FEEPER O30 4rpr, BGRAPONCEES 1, 2,
4, 8, 12, 24, 36, 48, 72, 86, 120, 168, 240, 312, 384 K (X504 HFHEI#4 Ik %
B LIZE ZA, TxP ALY R AFAFRRT 2T /WEILIE P CESe) NI o1
STz, $E5- 4 B TR mE PG EED 1.2% N AT NVCH -7, (B 13)

@ BIRNEUHRANZE

B (PR T7 Ly PR, JESEEMOMET BH, 7T~1567%) (27 W A &Y 2k &
ORI G: (EN T 50 nglkg (RHE) L. HWEIRERBRD I S 7z, BRI M O
PRI GRRERIZIZ, AT 6 BHOBAHWHIL, £ ZOREROMIZIL 10 HH DA
W oniz, #&5-1, 2, 4, 6, 8, 10, 12, 15, 20, 25, 30, 35, 45, 60 KO
75 53RN 2, 2.5, 3, 3.5, 4, 4.5, 5, 6, 7. 8, 10, 12 KU\ 24 K& DMk %
BRELL ., HYie ST A —Z =N bhiz, fREX6I1TRLTL, (B 13)

£ 6 T XY ALY U OFIRN ML ORI G% OFENRE T A —52 —

Tu2p s (Vo) 7 V7oA
53.3%14.0 5 0.96+0.193 L/kg 12.8 con?/ 43 /kg

(8) EMEhressc (B )
@ #OkE
b MEE (MR OASARR) (27 A % 2B DS (4mg/ BART) L
e ZA RPICT VA2 A SN e o723, 6B Raforxiixy
> (60%) MY 6Bt RuFi-20-Ut RaFxd 220 (5~10%) MEUL Sz,
(&M 14)

FRAA KT OIS (915 mg/ A ) . =A% SALRZ OBONAS
2B MOREEKC LD . ABICHNTZ Y a—Aa RS hiz, (B 14)
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RN (640) [T XV A v aikns (Img/N) L., HRYEHE T A —Hx—
TGN, WERARTIORLT-, (B 16)

Vi

7

KT THRY ALY ORABRGROIEMENRE T A —F—
Tomax (FFH) tue (A Cmax (ng/mL)
1.3+04 3.3%1.1 20.9+2.9

TR (BYE, 2048) (27 %92 2 VHIA] (4 mg $EX1E 0.5 mg $8) 4 HEHREN
B (FxIAZY L LT4amg) L, MIFROT F9 2 2 U REZNE LEYEITE
INT AL =N, FRERSITRLIL, (B 16)

£ 8 FXY AL L ORNETHOIIEE T A —5—D

i AUC Crnax Trmax tue
(ng-hr/mL) (ng/mL) (IKF[H) (IKF[H)
4mgHEX1 213.0£38.1 46.610.4 1.22+0.59 4.26+0.56
0.5mg HEX8 198.91+40.7 43.6+11.6 1.06+=0.58 4.06+0.44

A (BrE, 124) (7AYo 2kn#kh [T A%V L LT 12mg
(1.5 mg $EX8) ] UFFFIRMNIZS- (FFV- A&V L LT 12mg) L., M9y

MR FEfE (AUC) mORH LIS T A F U T 41d, 18% L HE STV 5D,
(B 16, 17)

Q@ RBRO/RERUHARERS
bk (&, 104) 1T %Y X Z Y U RAEE R OFHRNEE L, SEEiRe <o £
— =N NT, ERAERKIITRLE, (B 18)

£ 9 FXY AL L ORNETHOIIE T A —5—O

wh& # 5 AUC Crnax Tmax tuzal tuzp
(mg) PR (ng-hr/mL) (ng/mL) (IRFH]) (IRFH]) (RFfH])
0.5 & 58+t 11 79+1.0 1.6£0.5 1.0£0.6 5.2+3.0
0.75 | 69*11 9.0£0.9 1.7+1.2 0.8£0.2 4.8+39
1.5 & 113+38 13.91+6.8 2.0+1.2 0.8+0.3 6.61+0.3
3.0 RN 33150 34.6£6.0 2.0£0.5 1.1+0.6 42+12

@ kNS

Eh BA) TP A ) U AT VERRNES (T3 A2 L LT
100 mg) L7c& A, &G A8KIZORFTIX, Yk Fux 7k M ALAEY (434
mg), 37 MEEY (88.9mg) MNADLIVIZMN, 17-7 MbEMiTb7en o7z, &G
W CIEEERAS 67T~T1% L e b <. ZV7 v U AIRIE 18~23%. HifeiaA I
0.6~4.4%, RHEGEMIAERIL5~13%Th D, HH% 24 KFEILINIZIZ E A ED3 RS
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o, (B 15)

bt MZT XY AZ ) VBT AT VEFIRNEES- L2 & 2 A, 0% DT XA &Y
BB I, EONKFRERE X e M af A Wz in vitro BRI Y B 25 fFH)
STz, (P 15)

B h 94) T AZ Y U EERNES 24 :05mg, 74 :1.5mg) L7-&Z
7. RPHEIERIIR S 4 B TREED 16%. %5 24 B4 T 64% Th o7, K
Oy ) < FEREAMED b DT, &5 4 BRI T 7%, &5 24 B T 31% TdHh
o7z, (M 15)

@ BARNKRSRUKETERS

t MZ[1,2,43HIEGS T X A 2 ) R AT VERNES 4 mg/t b)) L
&2 A, MIEPT X9 A 2 U EEIECNC EF- L. 530 47121359 0.05 pg/mL
IR0 TORITRAIMET L, 8BS 48 Btk Lic, iz, &5 7 HEET
IR D 89.0% 1 Stu, FDIF & A EN G4 48 FFHILINIC A B 7=,

RPN G M O 5Tl i 17-OHCS 133%5- 5 %I B, EDIHKIC
B ERRIENT L D 21372 < IR UK i 3TN 2 5 2 e vfiE ST
W5, (ZH15)

(9) B
@ invivo
FXYV AL 1A V= aF VR AT ALONEMN, T b, UK OE hD
MiFH CHIE Z Tz, 7 v AT FOMEFTIL, &5 10 2RZICT A X2 -
211 Y =aF UFRT AT )L DZEINZEIL 90% K Y 99% D5 NMIMIK IR S, 0y
1L 3 R CTH-oT, B FOMIFEFRTIL, TFH ALY 21 VYV =aF Uo7 )L
DK FREEEE I IFEF IS | TR 90~100 53 TH o7, TFYP AKXV L -21-A4
YV = aF PR AT VO MUK RS LR A B D T E R ST, (BHR18, 14)

TRV RAE Y D ATF AT AT UL, O MSER THELNAK R S0, F45
T 1R CThH 72, (B 13, 14)

TR AL 2 DY AFAFEET AT UL, RO O M T TR T 4 4 4
ARG R S, TR 38U 2 T 10~30 /3 0&iH CTH - 7=, (B 14)

@ invitro

FXPRAEZS DTy b, A X, SR holsEFZ Lo L OFRE D, S
Wiz T In vitro TR S 377,

FXYAXY R, Ty b, A X, FEOE MIUERTERENR 85%. 73%. 74%
KON T1%0 5856 LTz, B M CIERICIEFTOT7 VT I VESICHEAE LT e, (B
i 14)
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TXY AL ) SR AT IARN TR GINK GRS IS, Ty MR
DR OFARE S K= MITT Y AZ 2 VT AT UIRGICT R A 5
ICEHLS TS, WRER 2T /W HIT & A EBHL S e -T2, (R 15)

2. PREEAER

T XY AL AT VAT In vitro O in vivo IZBW T AT 7 —BIT L D 3R
I DIERCNINIKR RSN D, Z DT, FrA R AT )VEORGIZL VAL LR
P OT X 2 2 OFRIFRRRE L, HIRICBWTRESEbbRnEEZD
NWTCWD, Fo, AIEHEET OT X X 2 OB E L., 55N HDEY
LRI T 5, UL, HBEEAL DO AT VOWNGEE S = A7 VEAIZ
Lo THRRDZ LD, ZTOWNGHEEMNT 9 A &2 ORI ARhER 2 g+ 5 ER & 72
Do

B H5%DH HEFSIZBNT, WG TOT TV A X2 Y AREITRE ST %0 A
B AT VEOTEEICERAT L, COREIL, = AT VHENERICIRINESNDETD
. A CRERIC IS DD Bk OIREE A 1350 BFlD, (R 13)

(1) ZEBHER (%)
@ F#IRARS

A (RNVAZA U, T~11 )R lin, MEESF A BRER) IZT7 XA Z S AZ AL
REREFHBTAT VT M) U A% 1 H 1R 7 HBIBESEIRNES [15.8 mg/id (7%
P A2 LT10.0mg/BITAHEY) ] L, fofdix G- 1, 2, 4 KOV 10 A ORI
2 LC-MS/MS |2 L 0 HlE ST~

B IRE AR 10 1R Uz, &G 1 BT, ST ho 739220
DR ST, Bi&EEE 4 BT, RE ORI OB CERRF A & 720 . ik
B 510 HETIE, Blisa bR < Sk CEERARN L e o7, (BHR19)

£ 10 BT LTHFHRAHZ Y AR Z)VREREBRT AT IVF R oL
7 H RN 5% O T 5 2 2 VR (nglg)

Akt s 5% A (H)

(n=4) 1 2 4 10
Jlek 37.6~51.4 3.28~12.8 0.618~2.65 LOQ

R hik 13.6~19.5 2.06~5.70 0.761~1.77 LOQ~0.246
/N 3.20~4.34 0.398~0.981 LOQ~0.361 ND
iG] 1.00~1.16 LOQ~0.313 ND~LOQ ND
e 0.602~0.842 LOQ~0.317 ND ND

LOQ : RS (0.0598 nglg) LA EEEFRS: (0.1994 nglg) A
ND : #HEES (0.0598 nglg) A

A (SFEARBH, EEEE 2 5H) ICT 0 A X Y & 7 B RETERIRINERS- (5 X1E 20 mg/H)
L. Jf&ie s 24 Kt O g O D585 (hindquater muscle) H{RE 2 HPLC
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IZ XV HIE ST,
J IR IR, 5 MUY 20 mg/ H e 5-RETENLEI 29.22.6 210 69.5+3.1 nglg THh
STz, BIPEEFHATIREL, MRS (4ng/g) KThoTz, (BHE13)

Q@ BmARES
A (RHEREUT MRY fE, 5.5~9 2 H i, MERER 2 SE/BER) I2T XA X U Uiig
T ATV N U LKERE AN (T A&V L LT 0.06 mgkg REIZHHE
Y) L. FERRHREEA HPLC-MS 12 XV lE Shvie, BHHRTPIREA R 11 IR LT,
(&4, 5, 13)

# 11 FCBTFAETIHAZ Y ) R ATV N U ARG O
R T X0 A X RE (nglg)
vl Feh%BE (H)
(n=4) 1 2 4
JHHlE 127.0 15.7 2.59
R ik 76.4 12.6 0.87
iG] 3.25 0.72 <0.5"
e 2 7.35 3.74 2.99
1] 1.2 <0.5P <0.5P
ERIRAZ TRIAEIIEERMEE L CGRIE L,

a : WEHENLITRH SNTZT YA X T AT )V ORRE:
b : EERA : Bl AL OWE 0.5 nglg, Tl 2.5 ng/g

A (CSHERES X MRY F, 5~9 7> H o, MERES 2 BRIRER) (27 % A2V ) UigT
ZFF U T LKEKICT R A Z Y T 2 =T a U VBT ATV AR TR
WA RN (T A XY L LT 0.06 mgkg REIHY) L, #AGRFHEN
HPLC-MS (2 L W JlE &z, AHfkHIREZR 121~ Le, (BH13)

#£ 12 BT BTV A &Y UHBIFGRNE 5% O
MR T X A X RE (nglg)

Akt Feh% A% (H)

(n=4) 8 16 32 48

lili 16.2 3.9 NA NA

ik 12.6 1.2 NA NA

A <0.5P <0.5P ND ND
e GHL = 114.1 19.2 NA NA

e <0.5P <0.5P ND ND

ND : #HHE9. NA : FIIFHCTXJ (not available)

FERFRA 2 TRl D e 3 e &

FRAMIE L L CRIR LT,

a: WEEAITRHE SN T A 4V = AT VO E
b : EERRS : B, AP OVEN 0.5 nglg, T 2.5 ngl/g
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A (RHEFE XX MRY f#, 5.5~9 2>Hilin, WEMES 2 BAMER) (27 P A XY AT
JUBERR T AT )L DBRE & NI G- (T3 % A & ' & LT 0.017 mg/kg (A TFEY)
L. #HHRAEAED HPLC-MS (2L W HIE Sz, SHkTRE2E£ 13 1R LT, (B
13)

# 13 FTBIT LT XA Z Y D AT IVREET AT VRN 5% D
R T Y A 2 PREE (nglg)

Vs HH%BE (H)
(n=4) 6 12 24 36
JHHHE 7.89 5.09 NA NA
T fik 6.31 2.67 NA NA
Al <0.5P <0.5b ND ND
B GHT 2 114.2 32.2 NA NA
5l <0.5P <0.5P ND ND

ND : #HEd, NA : FIHTZF (not available)
TERIRA % FEl A EIXERRIME S L CGGHR LT,

a : FEEACHIH ST XY A X Y VAT L Ok E:
b : EERRS : B, AP OVEN 0.5 nglg, T 2.5 ngl/g

B (SHERL, A9 T 20 A, MERESS 2 BIREA) [T X ALY 21 Y =aTF R
AT VORI Z BRI AN G (7% A 2> L LT 0.02 mghkg (REICHN) L,
MR )Y HPLC-MS (2 &0 JIE S 7z, AR 22 14 1R L7, (B 13)

#F 14 FlCBIFLZTIIRAE 214 VYV =aF BT AT )L
H[RH AN G5 O T 5 A 2V R (nglg)

Vs btk A% (H)

(n=4) 4 8 16 28

JlER 9.53 (4) 4.22 (4) 1.97 (2) NA

R ik 5.58 (4) 2.94 (4) 0.88 (3) NA

A <0.6 (2) <0.5P <0.5P ND
B G5B a 144.87 (4) 57.09 (4) 65.44 (4) 2.62 (3)

JIENA <0.5b <0.5b <0.5b ND

ND : fiHe3", NA : FIHTE T (not available)

EERAZ FRIAEIXEERMEE U CEHE Lz, () NOEEITEERR %2 _Enl- 7=,
a: WHIENITHRE SN T T A X AT VO E

b : RS Bk, AR ONERS 0.5 ng/g, JTiE& 2.5 nglg

® ET#S

2 (RVALA L, 6~10 0 A, MERESR 4 BURER) [T A2 v X 2 21
NLEEEWeT AT AT ) U L% 1 H 1R, 7 BREBEME TS [15.3 mg/if (T
A4 L LT 10.0mg/BITHIN) ] L, Sfé 5 1, 20 4 KO8 10 A O P 23
LC-MSMS 12 & 0 Bl Sz,
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FAIRTIRE 2 15 IOR LT, b 1 B TIE, ik Tr 2 2y o
M Sz, - 4 AR T, R L ONENT TERRAR & 720 | Kb 10 A

TRCIE, lEs OV g2 bk < sl CERIRAURm & 2o 7o, (B19)

F 15 BT LTHFHRAHZ Y AR 2R REFEBRT AT IV R oL
7 B TG OMARF T 2 2 RE (nglg)

Akt hafkie 55 B (H)
(n=4) 1 2 4 10
ili 31.9~64.8 7.93~27.8 1.21~2.54 LOQ~0.520
ik 15.9~33.7 6.11~15.1 0.739~2.61 ND~0.421
/Mg 3.28~6.08 0.767~2.13 LOQ~0.251 ND
A 1.01~1.74 0.263~0.716 ND~LOQ ND

B 5507 1.43~3.09 0.353~0.692 | LOQ~0.366 ND
ik 0.789~1.30 LOQ~0.290 ND~LOQ ND

LOQ : RS (0.0598 nglg) UL EEREBRS (0.1994 nglg) Alifi
ND : fHBRS (0.0598 nglg) A

(2) %BHER ELH
@O F#IRARS
4 (RNVAZA T, WME4TE) ICT XV AX Y ) VR AT NV EFOWEAZIZ 1 H
1[E], 7 HREIBEEEAIRNR S (T A2 Y& LT 10 mg/HEICFY) L. Hikik5- 120
% = COILT TR, LC-MS/MS 12 X 0 llE Sh-,
FLI IR 23 16 1R LTz, Bk G 48 FFEIHE £ TIIefITF 9 2 # V' U ki
SIS, Bk 72 R I E &R (0.05 ppb) Kiii & 72 o7, (B[ 19)

% 16 HICBITHFI Y ALY LY VT AT L 7 HIREHIRPE 55 0
FtFT 2 2 RE (ppb)

B 5 (D)

12 24 36 48 60 72

1.2 0.43 | 0.18 | 0.08 | LOQ~0.08 | LOQ
LOQ : E=EIRF (0.05 ppb) Al

84
LOQ

96
LOQ

108
LOQ

120
LOQ

Q@ BHANES

WELA (SRR, 8 §H) ([CF %Y A XY U VBT AT L E NG (5 A
&L LT 0.06 mghkg REICARY) Lizé 2 A, HithiEE L, &% OV
12 7.03 ng/lg THoT=DIZx L, 3 [BIEHEFLIFIZIE 1.25 ng/g (23 L, 5 [A] HH#EFLRRC
IXERERA (0.25nglg) K& 7eo7z, (B4, b)

WA G, 3~T7 7%, WAL R L OEIAL B4 2 B/ (27 %A 2 )
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VR AT VT Y T A IKIEIR & BRI RN G- (T A 2 0 & LT 0.06 mg/kg &
HEIZAY) L. ZiEeEsss HPLC-MS IC L v HlE S -, AHiEEE2E£ 17T IR L
77, (R 13)

# 17T WHMIBITLTHFHRAZ Y ) BT AT VT R UL
HRIFRANR GROFIT 17 9 A 2V RE (ng/mL)

PeGARINEH (LI - [A))

1

2

3

4

5

6

7

8

6.91 (8

1.7 (8)

1.13 (8)

0.31 (8

0.29 (1)

<0.25 (0)

<0.25 (0)

<0.25 (1)

() NOLdEITEERA (0.25nglg) % LA 7o kAE,

WAL [OHEE, K 8k, R ES (WALEH) MOWImLlE s WL 45 4
SHIE] (ST X ALY 0214 Y =3 F R AT VORKEIR 2 HEIFHRANER S (7%
Y ALY L LT 0.02mglkg (REIZHY) L, FRILOYFEO 1 H 2 [BIFTH 28R L
FUTHIRED HPLC-MS ([ X ilE Siviz, FtiREAZR 18 1R LT, (B 13)

18 WHFITH BT %Y A 5/ L RUHIHIIFAPE 540

FLH T A 2 YR (ng/mL)

el (RFfH))

1

8

24

32

48

56

72

80

96

104

<0.45
(5)

0.39
(8)

<0.45
(7)

<0.32
(5)

<0.26
(2)

<0.25
(0)

<0.25
(0)

<0.25
(0)

<0.25
(0)

<0.25
(0)

() NOEdEIERRA (0.25ng/g) % _Llal>7-kaAk,

@ KET#HE
A (RVAZA A, MEATE) ([ZT XY AZ ) VIR AT VA OHEHALIZ 1 A
1\, 3 HMFEEE TG (FxH A% & LT 10 me/BEICFY) L. ks 120
et = TR iEE LC-MS/MS 12 X 0 HlE Shi-,
FLIT IR A2 19 1R LT, ik G 48 % & TIZaITF % 2 2V U2k
SIS, Bkt 72 A I E &R (0.05 ppb) Kiii & 72 o7, (B 19)

#* 19

HBIZBITHT XY AZ ) LR A5 )L 3 A F 5% D
FLt TR A &2 R (ppb)

& GARINER] - (IRFHD)

12

24

36

48

60

72

84

96

108

120

1.6

0.46

0.19

0.09

LOQ~0.07

LOQ

LOQ

LOQ

LOQ

LOQ

LOQ : ‘EEFRFA (0.05 ppb) Al
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(3) %BHR &

ik (LW HE, %9 3.5 2>Hin, HEHER 2 SHER) (CT W A XV 0214 VY =aF g
T AT IVORRENR Z HIRIHANE G- (T A %' & LT 0.1 mgkg (KEICFY) L,
FAREPREE S HPLC-MS (2 X 0 IE &7, SRk iR 438 20 IR LTz, (B[R 13)

# 20 RICBITATXEYAZ Y 214 VY =aF LT AT )L
RN G4 OffR T 9 2 2V R (nglg)

v BeH% EE (H)
(n=4) 4 8 16 28
Jrie <2.5P <2 .5 <2.5P NA
Bk <0.5P <0.5b <0.5b NA
Al <0.5b <0.5b <0.5b ND
PG 247.1(4) 119.5 (4) 7.14 (4) 0.47 (2)
=il <0.5b <0.5b <0.5b ND
ND : #HE9. NA : FIFHF X3 (not available)
EERAZ FRAMEITEERMES L CHE L, () NOHEITEERAZ Bl 7=,

a : WHHNATRIL SN T A 2 Y AT L Df &
b : EERS : Bk, A& ONENS 0.5 nglg, 1T 2.5 ngl/g

R MR, %4 DoHiln, BN OMES 2 BFR) (ST YA 2 ) ViR 2T
VT R T LORRETR Z PG (0.06 mglkg (AH) L. ##HE2 HPLC-MS (2
LV WESHIZ,

P51 RRICIE, AT, BhEL AP, TR R OB GERALI I W TERIRY (BlE. 75
P RCONEN = 0.5 nglg, T : 2.5 nglg) AKiwiL/go7z, (B4, 5, 13)

(4) RBHER (B
B (SRR, MERIROSESCRE) 127 XY A XY v 7 =T a B h VBT AT )V E )
WEE (TP A2V & L C0.06 mgkg (REIZFY) L&A, #5656, 12, 24
KX 36 B O, B L ORI OREX, £ TCEERARM CTh-7-, 5 6 H
% OB (3/4 MR T¥E 0.85 ng/g) TIEMH 47z, HEHAICIBNTHRBFHEL T
R &2, BEITRE 6 HE D 900 ngl/g 7 H4&5-24 HED 6.1 nglg (2D L1z,
(&M 4)

B (Danya~vy 7 R =—FE, 14 5%, 1L 3 BRE) (27 x4y
21 A Y = aF R AT OVEREIR & BRI PN G- (0.02 mg/kg (AH) L, #5453
RN 21 AL OIS HPLC-MS 12 L 0 IE S, i3 21 107
L7z, (ZH20)
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# 21 BICBI LTIV ALZ Y 214 Y =aF Lfpx 27 VRN 5% O

FHAHAR T Y A 2 T (nglg)

v B 5 ()

(n=4) 3 21

Ji i <LOQ <LOQ

R hik 0.57 <L0Q

A <L.0Q <L0Q
B 55 1,698.2(4) 11.68(3)

ik <L.0Q <L0Q

ERREANZ FEIAEIZEREBRBMEE UCEE L=, () NOZfEIXEERR 2 Fal- 7=k,
LOQ : B, A& OWERG 0.5 nglg, il 2.5 nglg

B (CMERE, 12 3%, Mk 2 BEK OME 2 BE/RE) (2T P A XY 214 VY =aF URT A
T VRN & R NP S (0.06 mg/kg (AEE) L. %5 3 N 28 H & DOrHHR R
7N HPLC-MS I X W IE ST, BrHfkTEEA 2% 22 IR LTz, (B 20)

# 22 BICBUIATXYRAE Y -21-A V= aF U 2T )L EAIE N INFEE% DR
BTy A2 UEE (nglg)

v FeH B (H)

(n=4) 3 28
ik <L.0Q <L0OQ
Rk 1.34 <L0Q
A <0.70(3) <L0Q
B 55 6,722.0(4) 51.9(4)
il <L0Q <L0Q

EERAZ FRIAMITEERMELE U CEHE L7z, () NOEMEITEERA % _ERl - 7- A,
LOQ : i, AR OWENG 0.5 nglg, NI 2.5 nglg

(5) EZEHRBR UVERE~Y—H—IZDVT

FREABRIZ LD . AW AT AVRIRIOREIC L - T, T3V A XY OEKEE M
BipbZ EwvraEnt, FEAWERERTIX, T3V A X OB, AL
H O HERNICHRE SN D Z EAVRENT WA, BT oREwI, A ClIbH &
T, IR DIESEE IR bARIE CThH o722 LD, IFRAMERRI & 5 2 i
7=

TRV RAZ DT ad REHIEL, AT 8aA N 6 (ORI XA RO
IZE D REIKTTHZ D, JECFA XINEMEA Tl E~——%27 %A ¥
YoELTWS, (B3, 4, 5, 13)

3. EinHEIEHER

FERY AL R OIT YA L -21-4 V= aF R AT VOB R R
I+ 23ITFE LT,
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% 23 FRYALYUROTFY ALY 214 V= aF LUBRT AT LD

TBfn TR

AT A H Y PO & i

in WIRZHRE RS | Salmonella typhimurium 10~1,000 Feft
vitro | (Ames 7 5R) 2 TA98, TA100. TA1535, ug/plate (& 3, 4,

TA1537, 5. 14)

FEscherichia. coli WP2

Fluctuation testt |~ 7 AU /30 L5178Y #ifd | 12.5~400 pg/mL fEtE
(M3, 4.

5. 14)

n /IR NMRI ~ 7 A 5 mg/kg® (X
Vivo (FrRN$E5-) (& 3, 4,

5. 14)

a: TXT ALY 21 V= aF U AT L

b : REFEHLRH Y ROV L

c: A 1,27 L7 a—LO2MEEE GREMEE, ) Od, #IfikEGE
(107.5 mglkg) NOHAEE FIF 5% 27207,

in vitro ORI L OVEFIEHINEZ W27 5 2 2 0 OB R 1A SR IT 2 Th
ST, Flo. in vivo D~ 7 A HWTIMERBRIZEBW T2 Th -7, (B 38, 4,
5. 14)

BWRELZERIT, TR AZ Y NIRRT E > T E 2 DB REEL RIS 20 E
EZxT,

4. SRR

FXYPRAEZS | TRYRAZS Y VR AT IV T P AZ Y A ZJLRE R
FT AT S U U AR~ T A, Ty FROEAE Y bR NCTHR
ML B FROMEIEN B G LV S S e, #ERER 24 (TR LT, (B 14, 15)

* 24 TXY AKXV D LDso

U=zigs e PRI P A% LDs (mg/kg {AH)
TXHAH ~ A Y33 NEEN e G- 577
~ A e B RS- >4,0002
(dd ) § HEWEP R 5 4,000
>9,600"
<A e FFEES 4,400¢
(dd ) - 3,788
fEEN 5 5.185¢
- >700¢
ki3 B M- 6484
(CF1)
514¢
7w b >120¢
(Ty—~ I &5 254
H) 14e
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TRIRAZY U ELEY B 790"
U BT ATV (—hL— i3 FHIRPI$ - 800
#) 800°
TR AL >6,000°
A B AV R <17 A ” PUFES 3,119¢
BT 2T VT (dd %) " 1,225Y
MY e - 4730
1,798°
_ BT 5 :
F v b e 613.8¢
(Wistar %) o 1,127°
fElEN - 695.0°

a: BRI 2 A, b BEEHIF 3 A, o BRI 7 B, d: B 14 B, e BIEMIH 21 A

T v b (% 24 BEHLN) [T RA XY ) VR AT VAR TG (42 mglkg
(KEE) L7zt A, WEORERY. BEOIEEE O FRIZEDOFT R B, F5545)
D3 H-8~15 HIZIZAET Lz, ZubOfefRiE, Bk oMl BRI OFERICIELL L T
B, FAERIHT D7V aaF as ROBMIIAEE 25 60 L B DHE
o lLiz, (ZH15)

Y IAKROT y MW T R A Z Y A B ANVREREFBRTAT VT R DL
ORMEFMEARRIZI W T, R G (REEMOREIFIERR) TG4 12 R
VIPIZFEC I3 B, #5512 LA TIISECHIIFEF 1T 72 < 72 578, &5 48 IH]
% T A BIECHINTFOZL  BUiL SEC O ERJFRIIFRESEGE ThH 5 &5 2 b,
Fo, 55 BRIAM O L MHTZ F L 32 T EAREUYELS L 2 BUKIER 2 JFIA

ETBIHEHINI LI, T v hOBMENET~ 7 ALY bR FEICEN A DIV,
(&P 15)

RS EER
(1) 10 BREIERMSEERR (Sv b)) <SEEH >

v b (SD %, B 6 LR (074 A &2 v U U 27 L% 10 H IR S (0.
3.8, 11.3 XiZ 38 ug/lt/H) L. HiAkatiaBros s Shi-,

AR 3N Y AR = A N Y SR AN

REKOT—F LA b LRI 2 EOSME, 3.8 KT 11.3 pg/lt/ H i G-EECHEMC
B L. 38 pg/lL/ B GRECHEEITRD L=, (B8 15)

A (m@ﬂ” BH. HE 10 PWEE) 127XV A X v A2 A VR ERERT AT LF -
U L%E 18 HER TS (X A%V L LT 250 nglkg (K8 HIZHY) L. @i

SREYTZ Y ORGENPRATHD Z L 1ERET2 0 OBV D 7202 L RO DB DT —5 Th
DL, BEERE L,
4 ETERGICEVERSNTWD Z b, ZEERE LT,
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PEFEMERRBR NN ST,

1BIDFELE L, BRI T O NVRE IR FREE & bhiie U TR o 72 CRFRREE 188 g 1
*L., BEHE129g),

MEEAIRA T RBC, WBC K ONHb IZEFEEOFHNTH 7228, a/FaA R
OiEMIEPEZREE L C RBC & U Hb 23 IREE & s U CEEDNTH A A D vz,

Tl IR E A 72 1805 S OV O S5 FE D 3 A H ATz,

BEPRETARA ClIHIE L OVBII N ER P RR 1 T A b Lo 7o, (B3R 15)

(3) 30 HRIEAMEMEHR (S ) <BZEH>

7w b (SD %, M4 VLED) (27 %V A2V Y VR A7 1% 30 ARIfOKEL- (0,
38, 188 i 750 pg/N/H) L. diatkataliRg i s iz,

188 ng/Vt/ A H5-8ETid G- 30 BELINIZ, 750 pg/lt/ A & G5HETId# G- 10 AL
PIZEBIAFET Lz, 38 g/l A FEEGRETIIKRE 30 A& TRBINAEF LN, FHL
WRESEIIH 23 2 bz, (B 15)

(4) 1hAMBIMEMER (Sy b)) <SEEH >
Fv b CREEAR, K10 W) 127 XY A XY U A X ZVRZREBT AT VT K
ULz 10 HME TG (%A% & LT 100 ugkg RE/HIZHY) L, iR
PERMERRBR A G S iz,
(REIEINOEER X TE L3 BTz, F72, HRTIT & OB IR G 2 D AT,
(ZH 15)

(5) 5 BH~6 BRESMSHHR (v ) <SEBEH >
Z v b GRIE. MHERIR OVCECAR) (2783 A% % 1 H 218, 5 H~6 AN
5 (0.75 mg/kg fRE) L., dAMFEMEERA I S,
REJED, Mg LT oA RO B U 2 SEROJDIT ONT S O OZEHE 03 7
biviz, (M 15)

(6) 6 BEERMEFMEHER (v b)) <SBEH>
7w b GREEAOMERIARIA, 15 PL/RF) (27 %% A2 (50 pglkg AT/ H) I3
BE (0.5 mL/H) % 6 WRBAER TG L, diakemialiRg £t s h i,
THRA ALY R ERHTIBN T, AEREEEIIH A O, B EE LD L,
BT, WERERI 2R DR ITH B e o Tz, (B 14)

5 REMT- 0 OREENRATH D Z & 1 RS-0 oWV D72 & RO OO T—42 Th
HIZEMND, BEEEE LT,

6 I TREIZHL D EMINTNDZ L0, BEERE LT,

TEREEN1IHAELOREIN TN Ehh, &R Lis,

8 R FHREIZ LD ERENTNAZ &b, BEGEE LT,
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(7) 13 BEMEIMEERR (Tv k) <SEBEH >

7 v b (Wistar &, MEHES 20 PU/RE) (27 0 A &V % 13 BEKER F#&5 (0,
40 X 79 uglkg KE/H) L, dSEEMER R SE G S, 79 ng/kg (RE/ H B GHEC
1% 13 M OFERE T2 T EMEEHIR AR T 7o (MERES 5 IURD) 2Bz, &5
10 B & MERERS 5 DT/AED MR K QMR AEA LR 2 Ik L 7=,

FERRCIWT, IR L i LT, REOIR T AR BI,

MIEAACRIRAE CTlL, 2REGREO[ET ALT KO T.Chol 73 E5H- L7, JEERED
SRR b D B2 bz, WREORIBEERNVE KW 7Y 2—5 13 H
BRI U, B EREOETREIBDO 7 U a—7 v LoyLps E5R L, HEECRIB
'EARVE DS BRI LT,

TR CIE, SRR & Lol LT, BB K OO L aBE X VB EOIK A b7,
B ClIIpiaRE S BN LBIER SN o Tz, BGRHICEBW T, *RREE i L ¢, K
F-DONFEREEDIK T RA LI,

BEMBTRA ClE, MR ORI LWV LR B B, B RE T, Ml S 3
FEOBIRNFHEIE DORES K ONFE DD A O Mg/ N3 DTz, MR Tl RE R UBEE
DFHENI DTz, [EHIE AT 7-RECIE, SHBREE i L ¢, ABERA IR LN
molz, (B 14)

(8) 181~185 HEIEAMSHMHE (v 1)

7 v b CREERHL, HERER 15 DU/RE (FRRRED ZMERESS 10 TL/RD) ] 1T YA & v
FEZ 5 H (0.125 mg/kg RE/ HFEGHEOAE 6 H) . 181~185 HEMERO# G [0

(FZ7®AREE). 0125, 0.25 XX 0.4 mgkg RE/H] L., fEAVEREMRBR I Sh
720 0.25 21 0.4 mg/kg (RE/ A PEGRECIL, K586 39 H B2 5 1[5 20 mg D
W T v oA 7 ) U EERE LT,

0.125 mg/kg {E/ H#5-8£0 4/30 i, 0.25 mg/kg AH/ A #5-8£0 14/30 iK% % 0.4
mg/kg REE/ H#GHED 26/30 Il GIZBE L7283 A bz,

EERERET, REEIIHRA A BT,

FIRRClE, 2F CEERBYYEN A LI,

S RET, E"ﬂ;@%@mx@i@ﬁ%uiw (2B M OMIRROFERT B B ORD B3 A BT,

ERGREC, RIREEL iR LT, BRI DA ER O BN OFREERE DI D3
BT,

FRERFERR A AIRRE TlE, 0.25 KO8 0.4 mglkg A/ AEGREOZEMZ AT IR Sh7s
Nolz, (B 14)

JECFA 1343581 C NOEL 254 3% 7E L TUVRU,

BIWEEERERIL, SRGHET, REHINIH, B EEOEMN, BIFE KOV
HROFE S B B O N BRI 31T D 4F R EROHINN M ORI DI 3 - H v T= Z
EMb ., KRBRIZEIT S LOAEL % 0.125 mglkg (AE/H (FHF A XY L LTQ) &R
E LT,

O HTERGICEVERINTWDZ b, ZEERE LT,
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(9) 6 MAMERMSEMERER (v b)) <SEERH 10>

Z v b GRFE, PRI OVEECAR) (27 X024 % 6 HBRROES (0.125,
0.25 X% 0.4 mg/kg (AH) L, dhchrsMatiing 5 S 7,

FETCZRIL 0.4 mglkg INEEGRECTE L 72 o7z, WIHIZECHICIEE OREE K OVEE 72K
YIENRA DNz, FTo. BIROZENE, B ORIR, U o ERL OMHERER OJ I DN IR
PRt EDOHINN A BT, (B 15)

(10) 1 MAMESHEEHER (1 X) <SFEH 1>

A X (SHFE, PRI OVEECRI) (2T 5% 2 2 v U U 27 0% 1 ) H BEHIRN
B (BHEAR) L, kit 9e S,

TR E LT, SREIBIE, ZRIE, IE T A7 2 F—BiEEORN, i~
YR OEAY, ARMERIERSEEE ORN, ARIMEK & OV A M EREL D2V N JRZE 56 K OV
G PR EDOENININ A BTz, F7z. BSP HHRIAMENTHIIN LT,

X5z, R, EREAL. 5. U IR ORI IR LA A b, (&
ff 15)

(11) 6 BAMERMEEHER (/1 X) <BSFEH 12>

A X CHERE, e 3 VUK OME 2 VU/RY) (CT A XY & 63 (H 7 H) KERO#&
5 [0 (F7EREE) X125 pgkg (KE/H] L, fEMEEMERERD EE S vz,

BRI, (AE, AT - BB ei A, JRIRAELK OHIRRIZIHB W T, B5IZEE L7E
BB DRI T,

TR AL RERHICBNT, &5 6 HE®%RIC Vv a—X (pE) Sl &I
DI E DD K ORIB O AR OME NI DAV, RFREETH SN TR G O
E (lipid) 1 Z7 XV A&V A ERETIIA DN D T2,

JRIBETIZ, Tx VA XY U EREHTBW T, 177 b AT a4 ROMEEIE N E) -
72, (B 14)

JECFA 13453885212 NOEL 24 3% E L TV L,

(12) 13 AMESMEEHER (1 X) <SFBEH 13>
A X (B VL, MERES 8 VCEE) (27 X0 A &V v % 13 BEAEHANES (0,
40 XX 19 pglkg (RE/H) L, diAEm R  S5hE Sz, 79 nglkg IR/ H B GREIC
1% 13 RO G4 T1% 4 EEREIIM 2350 78 (MERER 3 TT/RE) 2 BEA BN L7,
(B AR 2 3T T REOME 1 PESBEGHE T 1% 14 H T LT,
BEFE K OIMIRFEN) T A —Z — |2 G Bh#ET 5 B I A BT,
BERGHAZIBW T, (RERIIIHEIA A BT,

10 SFHREEDSERE SN TUVVRWZ &G, BEGEE LT,

1 EIRANIE G L 0 B S TND Z L, BEERE LT,

12 e HEN 1 FARLIRESNTWARNW b, 2EEEE LT,
1B ARG LD ERESNTWD Z 20D, BEGEE LT,
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MIRAAC RO CTIE, 40 KON 79 nglkg (RE/ HEEOME 1/3 117 ALT 238850 L 7=
25, [EIEMIRE, EMITERICR -7, g OMIEEIREIT&&R T ER L (H
B L) [EHEHARRIIE T £ TICHRIBEIREE IR T Lehs, BERGHHICRB W T, &
FRREL IR LT, IRAREWE ETh o7z, ML F a1 RRBEIX 79 ngke (KH/H
HRECIK T L2, [BEIRIE T £ CICERICR -2, BB O HRRIED 5% OWF
7 ) a—7r O¥INNA I (FAEEGFER L), BB O HEIEED ESIXRE ]
fff% CHIRIRA DI,

JHFBEE N 03 FH B PRI - D AL, — RO BRI I BRI E ORI S - H 4L,
m%@%@i&5¢mﬁmﬁﬁbtoé&%ﬁmﬁwf\ﬁ%ﬁk%&bf\%WEE
DIKTRA BT,

JREFARR AR A T, BB EE O U L OSEIR A Ofe/ N & | W OIfE/REER O
NEENNZNSY ghi @@%W% RIBERITIERICE > To, —HofI T, MlasTHEE,

XIIESM DI T o T, [EHEHAR 2R T TR TR 2 HALT- b O Tl JRERkafS
WP U BRI L 223 e o T2, (B 14)

(13) 26 FAFFEZHSMHRER (1 X) <SEZBEH 14>

A X (B =)V, ME4TUCHEE) (ST VA% % 26 (A6 B) RERDBS
(2 T 8mg/lt/H) L. HAEtEalir 32 S viz, sHRBEIIRRE SN2 o 1208,
LRI OFRERAE A LI AV BT,

%@%%$K2mwyaﬁﬁﬁ@lm%%5*%ﬁﬁ<%tbtoit 8 mg/lL/H
BHEED 3BT Lzs, 20955 2 BlITEEHI ORI BIRENRA & & 2 5
iz,

FRBFEDSRE 1 A DT,

FIRClE. EFEBIORFINBYYEZFIE L T2 ENHIH L, 2FITY v SRes
B OZEHE N ORI EEORBD NS, 8 me/Vt/ A GRETIIMRANE L A LT LT
W, (MR 14)

JECFA 13438812 NOEL %4 3% E L TV R0,

(14)6#ﬁﬁﬁ MSEMEER (1 X) <SEBEH 15>

A X GRfE, MR OSHECAR]) 127 A %Y % 6 AR DG (2.8 mglkg &
#H) L, d2rEsrERER I ST,

REIIHR G L MEECRRRE CTh o7, U v BRI OMFEEER DIFA I ONZ PR 7
DM I BTz, £i2, MIIROZEE, BB O L OHEREDRGEN - HNT-, (BR
15)

U AKEY ) ORGENAHTH D 2 &, 1S OB D002 & KOREDH DT — 5 T
L LM, BEERE L,
B ha)’ 1 HELORESNTUVDRNZ Ehb, BEEEE LT,
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6. BHESHERUENAMRER

TR A Z L F AT RS AMERRBRIZ S G S TURLY,

EMEA 13, i#Gi BRI TH 5 Z & L OBER DI ANEME L FBAEE 220
ZEDD, RO E RO T, (B3, 4, b)

FIo TXYT ALY AL EHFICOIZY B MHEREGLE LTER STV, (B 10,
11, 12, 16) ZOMAIHECBIT2EWER E LT, T A XY U2 EHENRRN L35
JEEDFRANT DN T ORI,

BB, BlomtEERER L 3 I8RO ETH L Z & KT MZBNT
TRV ALY U BEBRK T DEOREITRE SN TN Enb, TH A
B ATVIBER DI AN L FELREE D 2 20D EMEA OH|Wra SR L, 362

A 7R RTREME AR Y & T L7,

7. EERESMHAR
(1) RESHHER (TOX) OD<SEEH 16>

R~ v A (CF1 5%, IEECRB) (27 A2 %> % 1~4 HIERR DS (0.08, 0.12,
0240321@0&g)b FEAEFEMERER DS M STz, G2 MR 10 H2NBATVY,
FR VD N B RO EBE 2R~ T2,

R 10 B2 D 4 BRI G L7253 Cid, 0.08, 0.12 %11 0.24 mg & 5HECBIT 50
HRORABE L, TNEI 40%, T3%L N 95% &K has & TN L., JREHEE D
L=,

—F T, R~ 7 A (CF1 %, VEECREH) 27 %2 %V U2 4HE 11 BICHERE D
#h5 (0.32mg) L7ZiBRTlE., AEEOBRAEITLA LN -T-, (B 15)

(2) HEEHHER (YHR) Q<z3EEH 1>

R~ A (A R, VCECRA) (272 2V &2 &5 [0.15mg/H (6 mg/kg
IREE/BITHEYS) ] L, RAETMERBRN S S vz, G- 24HR 11~14 BIZATV, 41 18
IR IR D QOB 2T~

NZEZDIEHEIL 93% Th o7, (B 14)

(3) FABUHE (5v b D<BEEH 1>
IHRZ v b (SPF-FW 49 Biberach &, 20 VU/A¥) (27 %42 2V &R G (0,
20, 40 XU T9pglkg (KTH/H) L. RABMRBSER ST, BG4 IHR 6~15 HIC
1TV, R 21 HICHRIRIZ kT B B 2 G~ 7~
REEM) 1 I3 ARERT  (intercurrently) ZET L7273, ZERIEIH B TRno Tz,
A¥E GRE TR SR H L R O R EEEEIIN 23 2 DAL, BEER BAR) o7, BEhH&
THICHREITHN L 72, RS A G TR ARE & i L TR E T o7

16 SRR E SILTUVVRN D &b, BEERE LT,
T TFREIZ LD ESN WA LD, BEEEE LT,
18 B FREIZ LD EHSN WA EnD, BEEEE LT,
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VR RN TR G CRIREE & Tl U T o 7o, IIRINERIT A EERAFANZHIN L
AR IREN T 40 KON T9 pglkg RE/ H & G-8E TR > 72,

T AR EI I BRI LTz, SNROZEE L OEF RIS L7225, 6 0eH
BRI 2Tz, B o8O B GEIE R OVKBIEI IR TRE L., (B 14)

(4) RESHHER Sy k) @

7 ~ b (Lati:Han Wistar &, VEECRE) (27 0 A & > > 258l O 5- [0 (£
Fra—2) 20, 200 X% 1,000 ugkg (A#E/H] L, FARERBRO M S 7,
B G2 IR 6~15 HIZATV, 4HR 20 FUCIBIRICXT D58 A i ~7-, BT A% 25
LTz,

e B 5 CII A O RABERE SN LT,

FHIE, ARBRICEBIT 5 NOEL 3% E LT\, (BHR 14)

JECFA %, ARBRIZHIT 5 NOEL &4 7% LTV 720y,

iz 2B, 200 ngkg K/ DL FEERET, REMWICIKERD . (RERITHN
i, FBEERE K OWERHEDS . 20 pnglkg RE/ HEL EEGHET, TRIRICHIBERA 22
KON END, BEWICKHT 5 NOAEL % 20 ugkg (AE/H (T A X &L
). JRIBIZHT % LOAEL % 20 pg/kg (AH/H (TP ALY 2 1L0) ERELL
EATTEMEDSTED BTz,

#* 25 AWM (T ) OICBT 53R

PR REMW) R
1,000 pgrkg A=/ H - BRI DI RO
- Ml A A (16%)
- ABERR O TR F
- FRVEZKAE
- FEERE/N, DEE
< B~ =T
- Mg El, HEEEHEO BT, OB OHTE
- /N
200 pg/kg RE/H LA L | - (RERVD - AREKT
- (REEHE A - WA O
- FEET R - R ASA (2%)
- M EE
20 pg/kg (AE/ H BT R L - RS A (4%)

(5) RESMHER (Svb) Q<BEEN v>
W7 » b (Morini Wistar 5%, 20 PE/RE) (27 %9 A 2 Y 2B TG (0, 40 X3
79 uglhkg NE/H) L. sARMERBRD Sz, RG22k 6~15 HIAT-72,
EERGREOREMWNC BN T, (REHINE OFETEOMIHI bz,

1O I EEICEDEINTNDZ b, ZBEEE LTz,
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R & P U ORI U, MR RAAREIID Uiz, KEEI 40 pglkg (ANE/
H¥GHET 261, 79 pglkg RE/ AR GHET 2 Pl Sz, (B 14)

(6) RESMHHER (Tv k) @O<SEEH 20>

R > & (SD-JCL %, 10 PU/f) &7 ¥V A X U2 PG (0, 20, 40 X%
80 pglkg RE/H) L., AR S, BEEIMR 6~15 HIATV, kR
21 FIZHRIRITd 2 B A i~ T,

EEGRECREMWOIRENED U, BRATLOEREMSEC SN L7z, RIEAEIC

TR A DN T2,

FRIZIZEBW T, DERMKRFAREC 1 Bl 5, 20 pgkg RE/HES5HEO 1 Bl
J£ (thoracoschisis) WA Gz, F=. 5 14 B OBRAENEEKGRAC AL, BERE
& R Tl 2R BT A DRI T2y, NI HEIRFEER A O BREREHCE
VT DFRABERE T 20~28.4%, XFREEIZISIT 2 RABEEE I 25%) . HrE DI 20 uglkg
(RHE/ A GHED 1/85 I THA LN, (ZH 14)

(7) RESHHR (S k) O<SEEH 21>
R >~ b (Holtzmann 52, VCECREA) 17 02 % V' &K M5 [0.05. 0.2 X
£ 0.8mg/H (250, 1,000 3% 4,000 pg/kg K5/ B IZFY) ] L, 54BN S5E X
Mize BHEITR 12~15 BTV, 48R 19 HICHBRICHd 2 8% i~ 72,
0.8mg/H (4,000 ugrkg (AH/H) HEREOIRIIZINT, HBERORABEE N ED -
7= (53%), 0.8 mg/H (4,000 ug/kg KE/H) HLGHELSN T, OFBZIA LN
o, (M 14)

(8) RESMHER (v k) ®

7~ & (Lati‘Han Wistar 52, 10 PU/EE) (27 59 A &V a5 (0.
10, 50, 250 i 1,250 ug/kg RE/H) L., ZAmMRBRNEh Sz, B520E 7
~16 HIZATV, 4FR 21 BICRRYIT 3 25288 % i~ T, BT RAR 26 IR LTz,

24 FFEIINIZSE T LT21E & A EDRRIBIZITATE DR A BTz,

L, ARBRIZEBIT D NOEL % 10 pglkg (AE/H 3% E L TV 5,

JECFA 1T, ARBRICH1T 5 NOEL % 10 ngkg AH/H LREL TV 5, (BHE 14)

EMEA |3, AR CAHLNMRIRREICHSE . BARFEMEICxT 5 NOEL % 0.01
mg/kg (AE/H ERELTWD, (B3, 4. 5)

B AZESIE, 50 pglkg RHE/H UL FRGHET, REMWI AT IENH] & O figi&
FaD, IRV AR D3 DAV 2 s, R M ORI IZ2%F9" % NOAEL % 10
ng/kg RHE/H L RE LTz, EATEMEDRED b,

20 TR HREGIZEVFERESNTNDZ b, ZEERE LT,
A FTFHRGICEVFERESNTNDZ b, ZEERE LT,
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* 26 FAEFMER (T v ) OSBRI 53R

Bt Y IR

1,250 pglkg (R H/H - HIRBOFEL L OB

- iR K

s B~ =T

- BlERA 2 (59%)
250 pglkg R/ H LA E - REIKT

- TEREVI

- OEA

- RS (2%)
50 pug/kg MRE/BLLE | - PREEHE)EH] - MRRE AR (4%)

- [ B

10 pg/kg ARE/H BIEET R L AT R L

(9) HESFMHHRER (VUF) O<sEEH 2>
IR X (R OVEECARI) (27 0 2 %V U 2N [0.1~4mg/H (25
~1,000 ug/kg RE/HIZAY) ] LU, ARG S, 5245 13.5~16.5
HIAT> 7,
WNEAS 750 K TY 1,000 pg/kg/ B & GRETH BT, DERMN 62 ngkg KE/HLLE
B GRECH DI, 25 pglkg (REE/ B % 58 CIIRINIR N O O HZUTHT T 28I A 5
2ot (BH14)

(10) HAEBHRR (V) Q<BSEEH >

IR 7 9 (Himalyan/Biberach %, 15 JWEE) ([Z7 ¥4 2 &2V &2 Fe5- (0, 20,
40 % 19 pglkg (RE/H) L, FAmMERBAIM SN, BE2IHR 6~18 HITT-
7

EEIOEET, BT EHIMORICINT, ElUDED L,

AU CIE IR f O R BUR VAR O I N AR ) 23 BRI 72 H
Teo ZEBERETINT, BRI R OFE (D5, FREBE, SNMIE, =7
BERESS  MEE K OURES) OOFSAMERE DS BRI T BN LT, 7. EeE . OB RO
WEB OTERAEI ONIETIED & 5 R OFER SN, (B 14)

(11) RESHRR (VTP Q<BEEN 1>

IR T (NZW #E, 15 VU/EE) (27 XA %Y & M eS (0. 40 U3 79 pglkg
AE/R) U, FEA B K Sivc, Beh- 20k 6~18 RICIT- 7o, MHREEL ik
LT, &G TREMOERENBD L, IR Uiz, SGIZBhE L 2RI
H NI oT, (B 14)

2 RN GIC LD FaShTnD 2 Enb, ZEERE L,
2B I HRGICEVFERESNTWD Z b, ZEERE LT,
24 TR HREGICEVFERESNTWD Z b, ZEERE LT,
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8. TOhDAER
(1) AP WEHEICET SRR (v k)

Z vk (Cpb:WU &, WERES 10 PL/EE) (27 % X &% > % 90 H [EgilRE 0 $e 5 (0,
0.3. 1. 3. 10. 30 mi 100 pg/kg REE/H) L, —ffREE, (AHE, #okaE, ik 7aosk
. IgGAgM FiiRllE, Fife, mIE L OWIlRE S, W iﬁfﬂﬁ*@%a@é’]@‘aﬁ RIl'E R B
JVEY (ACTH) AIHGERER (MERES 4 V) W ONC RIS BV AR /VE - OJIE S e <
7o, EMEATRAR 2T IR LT,

JECFA 1%, A#BA123507 5 NOEL % 1 pglkg /K H &35 LTV 573, HET WBC
DL 33 BTz 3 pglkg {AH/ H % Marginal Effect Level & 72 LT 5, (SR 14)

EMEA 13, AiBRIZEWT 3 pglkg R/ B GHET WBC OIEN 728D H3 A3 Hiviz
5. NOEL # 3 pglkg (AH/H L EL TS, (BB 3, 4. 5)

BIWZEZERIL, 10 pglkg RHE/H UL EEGHET, HECARERIIIHE], {EER T &
O ZE, WBC L EIJ]fIlEkE FPEROWY . B M OWIIRE RO N 2V TFa 2T
0L ORI B, 3 pglke AR A DL GRET, HEC WBC OB 87 b = b
H, HEZxd 5 NOAEL % 3 pghkg (KE/H (T A XY 2 L0, HEHIxT 5
NOAEL # 1 pglkg (kE/H (FFHAZ VL L LT) L&ELE

F 27 POWEECRET 5B (T v b)) IZBT ST A

K EHE Ik i3
100 pg/kg A/ H - IgG KOV IgM s - IgG KOV IgM 8>
10 pg/kg (AE/H LI E | - (REHSIHI - PAEEHE ]
- TEEMEE T - FULERE 72 a
Ve S - BB AR, Zfe M OER
« WBC KOV HIMER T 573 a Jgiz) - Mol ER R e M O S

- A EERHD, ERAOHERE | - arFaxTa i m b
- Mol EE R, M M O
s VFaRTa R

3 nglkg fSE/ H LA L (3 uglkg (RE/HLLT) - WBC b

1 pglkg KE/HLLF | L wIEET AR L

a : FIMERBOZEENNA HIVTND & Ebivs,

(2) FOLUT2/ SR S5—EEEIZONT

7w b CRELOMRIA, 6 IL/EE) (27 FH A%V % 1 Xd 7 B sl 0 ke s

(0, 0.5, 1, 1.5, 2 XX 4 pngkg RE/H) L., Ff&E5 5 KR O Mg QYA £

— kBT OFa o7 T UAT 2T —E (TAT) &R ONMLTE 2 /LT 2 4

T AREERE LT,

2 nglkg RH/ B DL E#& 5L T TAT {EMED BRI L, 4 nglkg R/ A 558
T 2 VTF aRAT v ATHERBD BRI,

FEFOIL, ARBRIZIIT D NOEL % 1.5 pglkg RHE/H E3E LTV D,

JECFA 1%, ARBRIZIIT 25 NOEL % 1.5 pg/kg KiE/H LRTE LT\ 5, (BR14)

EMEA %, A58B212381F 5 NOEL % 1.5 uglkg 8/ H L% E LTV 5, (B 3, 4,
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5)

BIWEZERERT, 2 uglkg R/ A LI ERGRET TAT {EMEDSH &K L= 2
ENG, ARBRIZEIT S NOEL % 1.5 uglkg (A&E/H (XA XY L L) EREL
77

(3) fRERIGICET H5ER (TOX)

< 7 2D EBRATHIFIRGL K O DIRRIZIBUN T, W R OB & TE M M ONTE # o
IR B AR T R A X -21-A Y = aF UERT AT VDT,

PUEERIEIZB W TR, MR EI I AN o T, TR AZ Y 214 YV =
aF R AT VI LEEHERERYYIEIZ %95 Celasin C 22 R o= 71
714 > (penicillin G-procain) OIEMEZTIDH, 7 R 7 ERERYYEIZ X7 5 M OTEME
ZoRDT,

TIANDT XP AL 91 V= aF UEET ATV (75, 150 XiE 300 pgkg 1
H/H) OHAIEZ TS 48 FEfEE, X 5 HIE (1 [EVH) T #EG 24 FEE%Z T, M
BTNV T I al, a2, Bl B2 KUYy -7 a7 ) Tkt L COERMZREEIIA LN
Mmolz, (B 14)

9. EIBERIZDINT
TV F = VDO IFWERI T AR ER TV TF a3 2T 0 A RO Il OHEfE % 3%
28 IR LTz, (BHR8)

# 28 MREWNT 3 RT 1A RO & RO H &

Lo s ;ﬁg(;; T\ pegere | Naksof | 1R EgE
)T —)b 20 1 1 S
aNF 25 0.8 0.8 S
L R=ynmry» 5 4 0.8 I
T R=V 5 4 0.8 I
AFNT VL R= 4 5 0.5 I
TXY AL 0.75 25 0 L
NREAB 0.75 25 0 L

a: ZhazanNFad §(Za—2RGNT M, 370D BARD 7' = —7 55 LT E)
DINTIAHANCEIHINBE GZIIRE < B2 50T, 2 b O MBI D XU IEHRN R 5-
(BT DI N,

b S : FIREH] (8~12 MDA PRI . 10 hiElReH] (12~36 RO AW P ) . L &
W] (36~72 W] DA A0 -]

10. ERZBITAHR

THRYRAEZ Y ORIGRERNVE AMRIRIZI LSO TEY, b FOBFIZB
T v v TIEEREDOMEEZWNC AW BTN D, #REICT A XV % 2 Hidfe
T6 R Z &IOS (05 XEk2mg) L, TXFHAZ Y AL DTV —LpEA

% B 14 O LB FEHEH LT,
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THIDTR SN, @ E TCIXaVF Y — AT S, BRI 17-8 Fafva
NTFazxTaAf KT 177 FATaA RSN, —FH, 7 v TIEGERED S
FH IR anF — B & 2o o iz, ARBRICEWC, A EZ2ERIBIERIX
WESNeholz, (BIR 14)

t FNOEEERFERICBIT AT A Z Y OEWER BEEEARI) & LT, Ssiieins
(BB 7) . BIRSREMRER A, BERI. THILMEEE., BT, KRG 5 oA s
o, IA/NTF— MARIE, FERPZSERE, FHIE, K0 U U AMIEERE ST\ 5, (B
8. 10, 11, 12)
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IT1. EFFEEZFICET HEHE
1. JECFA O
JECFA 1%, 1994 F 27 W A &Y U &FHI LT 5,
JECFA 1%, 7% % A%V i3 MHERKS & L CRYIMOMHAEREZA L, =, M
B M ORI 2 VN2 In vitro Bn 128 BB N~ 7 2 & Ao 1n vivo
IMERER CREMETh 72 2 &6 BB AMEDIRRITZ2 N E LT D,
F v NN WEEICET 23 BRIV T, gD TAT JEMEOHEINC KT %
NOEL 1.5 pg/kg K8/ HIZ, Z244%% 100 %3 fH L <. ADI % 0~0.015 pg/kg {8/ H
ERELTCND, (BH14)

2. EMEA O
EMEA (%, 1997 K1 2004 FEICTFH A Z YV U 23l L T\ 5,
EMEA [, 7 v MZET 5 TAT IEEOHEANZRTS % NOEL0.0015 mg/kg (ARE/ H (2
24585 100 A L <, ADI % 0.000015 mg/kg (AE/H LR EL T\ 5, (B 3,
4, 5)

3. FINBAFOHE

ZINE 1994 FEICT X T A Z Y D ADI ZRE L TWAD, ZOfHEIL 1994 4EIC
JECFA 753% & L7= ADI (0.000015 mg/kg AH/H) THd, (B 21)
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IV. Bm@E g

7 v NOIEMENRERBROFER S, RO GREOT T4 X & ORI T &
1%L EThoTe, o, B MIBWT, O LHEIRNE G0 AUC BRI S
NIET XY A DR FT ATV T 113 718% Thh o T, SHEIEWENRERER DfE
RnD, TR ALY ATERNITIRKLOEF NGt SN D E B2 bivie, £2, 7
XA X AT OVEIIMIE T TSNS iES L, T PEOE h TR, EI
6-t KX T ALY U RION20-T KTt X &2 28 S S iz,

4 BROEEZ AW T Y A 2 Y o 2T VEORFEEERBR O RO, 5 3
A0 4 BRZICBWOTHRA R ORI CILEEIR A & 720 . L OV R Clizk
DR ST, 4Tl 32 Ak, IR Cidls- 4 A%, BTk 28 AR
ORI T, Flo, it Tl 60~72 IR I E &R A & 72 o 7z,

BB R ORE R, n vitro ORMIE &K OVEFLEMIGZ FHV /o8 s 728 e BT
T in vivo D~ T A% WT/IMERBRICBW TR TH T2 b, TR ALY
NIAERICE > TR E BB EEEE RSN EE 2 b, LIRS T, 7% A
2D ADI ZFRETH Z LIXFRETH B LI LT-,

BREFAERBRIE RN D, TRV A XY U OEGIC L DT, WBC O, Fafli i
OO, B EZEOBVETHY, T A XY O vaaLFas RERIC
K3 D THoT-,

T XA A DTN AMERBR I T IENE STV R0, B s ERER A 2 ED
FERTHDLZ L, KOt MIBWTT 4 2 &V v A ESENFRKN &3 2 IEBEORA T H
HBXNTOVRNT ENE, T A Z Y U TBEEDOIED AMEWE L SRS 2 &
9 EMEA OYWra 3ZFf L, B AMEZ R AIREMEIRW Sl L=, 7 v FEHWz
FAEFEMRBRIC W CTRETEME D b=, BRI xd 5 NOAEL 1% 10 pg/kg &
H/HTH-oT,

T X ALY OFFEEMERBROMER NS, ROEOWHETALNIZET, 7Yk
% =N B9 23 BRIz B 5 WBC Ol TH 0 . NOAEL (3 1 pg/kg 1K
H/HTh-T,

JECFA L O EMEA (X, 7 v MG LZBRO3REER & L o+ TAT i&Ho
HEMAE T Y A XV D ADI 3% E L TWAN, BinZeEBa L LTL, TAT IE
PiZZ v aanFas NG LT EFTEBERTH Y | BT & OBhEED
e Tl Lt TAT IEMENS ADI 22RO 25 Z & RmbI Tl & L7,

INHEDZEMNL, THRYALZY D ADI OFREITYT->TX, 7 v EHWENG
WM BT 23R 15 572 NOAEL 1 pg/kg IR/ H 2, 224445 100 A 5@ L.
ADI % 0.01 png/kg K&/ H LFRETHZ LY THH EE 2T,

LLENG TP A2 ORSMEREZERHEIIC OV T, ADL & L TROMEZER
THILENEE EEZERDBND,

FRY AL 0.01 pglkg IAE/H

38



BRI OWTIL, Yrka MR R 2 B & A ESEED I L 217 9 BRI 32 2
EET 5,
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#*29 JECFA. EMEA RUEMm

ZERARICHETIEEHARDOESHEEFOLR

— . 58 MR (mg/kg (AHE/H) _
(mg/kg RE/H) JECFA EMEA R ZETES
YA | RAEFNED |6 (FT) — —
7k |10 B 0. 3.8, 11.3, 38ug/lt —
RN /B @Ok, TX A X
ANV = S
L0
30 H It 0. 38, 188, 750 ug/lt —
HaPERE /B @Ok, THHA X
ANV /= S
L0
6 [ 0.05 (FZ'F) — —
sl
13 FAR 0. 0.04, 0.079 (2 F) |— —
il us
181 ~ 1850, 0.125, 0.25, 0.4 (F&|— 0.125 (LOAEL)
A S| ) ENEERCpIIEAIT NS T 1% ERS)
B HEOHIN, B Ol
OFXTEEORD . B
BT B U ER DI M O%f
FEERE DR
FA7EMED |0, 0.02, 0.04, 0.079 (K | — —
™
HAFED |0, 0.02, 0.2, 1 (B |— REEW) : 0.02
IRERD SEEEE I, 48
A R K OV R A
J&l2 - 0.02 (LOAEL)
MR AN 42
AR |0, 0.04, 0.079 (K F) |— —
FAFEE@ | 0, 0.02, 0.04, 0.08 (K7 |— —
™
RAFEMEG 025, 1, 4 (FKF) — —
HAFEG |0, 0.01, 0.05, 0.25, |0.01 AT 0.01 | BB K ORI - 0.01
1.25 (#%m) REENY) - PREH IS X O
P Bt
IRV MR A4
PNoyWEErE [0, 0.0003, 0.001., [0.003 0.003 % : 0.003, #ff : 0.001
0.003, 0.01, 0.03, 0.1| (Marginal T < (REEHIENS, TEEMEAR
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(F&1) Effect Level) TRONIE, WBC, HinEk
WBC o ji B, RIS K Ol
(#) aLFarT oL O
i : WBC b
1% 7 H|0, 0.0005, 0.001, |0.0015 0.0015 0.0015 (NOEL)
G- 0.0015, 0.002, 0.004| (NOEL) (NOEL) TAT {EPERE N
(&) TAT {EPERSN | TAT FEHEREMN
Y| RAEREMD [0.025~1 (FHAN) — —
AFEED |0, 0.02, 0.04, 0.079 (K7 | — —
D
AR |0, 0.04, 0.079 (K F) |— —
A X 6 A 0, 0.125 (f&r) — —
il
13 AR 0.0.04,0.079 (FFAMN) | — —
sl
26 JHH 2, 8mg/H (F&H) — 2mg/H (LOAEL)
il us U LR E OFE, R
FHEDRD
MY ADI 0~0.015 0.015 0.01
(ngrkg RE/H) NOEL: 15 |[NOEL:15 |NOAEL:1
SF : 100 SF : 100 SF : 100
L ADI % EARIVE R} TAT 7% TAT 7HHE F v b &AW NS WENE
ADI (ug/kg {KE/H) 0~0.015 0.015 0.01

/o EIBEREER DS M DTV, — ¢ R E R OYIEI N 72 SAL TRV
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(RlI#R : REMEFHE

IR Zayi
ACTH BRI BRI Ve
ADI —REIGFA &
ALT TI=T ) T AT 2T —E
(=2 IBeN e g ET 27 I —E (GPT)]
AUC FEW FE AR T RS
Comax R
EMEA BRI AT
GC-MS TR v~ ~7T 7 E&5HE
HPLC EEIR s v~ N5 T 40—
HPLC-MS IR v~ 7T T EESTE
Hb ~EZube g ()
IARC The International Agency for Research on Cancer : [EE03 AT
RS
IgG tE a7 G
IgM thE a7y M
JECFA FAO/WHO & Rl snisI R P =ik
LDs5o FHES R
LC-MS/MS WRIK v~ N75 7527 NEEGHTE
NOAEL pii: e
NOEL VR &
RBC IRIMEREL
T TH IR0
T.Chol WalL ZA5ro—)L
TLC HEsa~v NI 7 40—
Tmax IR 1 FEE B R ]
WBC H M EREL

42




<ZHE>

1.

10.

11.

12.

13.
14.

15.

16.

17.

18.

19.

20.
21.

b, WIEORREYE (MEF 34 FEAEERE 370 %) O—EA2UOET 51
CERk 17 411 A 29 BANT . BT 75 499 75)

Merck Index, 15th Ed. 2010

EMEA : Committee for Veterinary Medicinal Products. Dexamethazon Summary
Report (1). 1997

EMEA : Committee for Veterinary Medicinal Products. Dexamethazon Summary
Report (2). 1997

EMEA : Committee for Veterinary Medicinal Products. Dexamethazon Summary
Report (3). 2004

- EUOE EASR T, [E)1EIS, 2016 4

EMEA : Committee for Veterinary Medicinal Products. Betamethasone Summary
Report. 1999

Schimmer BP and Funder JW : 5§ 42 & RIREEHEHALVE S ; BIRFEEAT 2 A

N LORIBRE OIS, 7y Rv o« F)b~ VHPEE 5 12 R—FEOIBED
HAE L ERIR —, T&, ®rE , BARUKES, JRHIEARS, A FRERGRR, B&E)IIEE,
2003 4

EMOKPER « BESRTRA TR —L—, B ERN ST — 2 N—2

HE TGRS - EIRTRATSCE 5 Fa U 880.5 mg 74 R U 8E 4 mg, 2015 4
4 HGET (BB 6 hR)

T ANV SRS IR SCGE T Re SRR 1.65mg T R
®HEENE 3.3 mg T R U®VERE 6.6 mg, 2015 4F 4 AUGT (4 18 i)

JINT A AT 7y —~RAStH ATV =5 0.06% ATV Y — L
0.1%. 2016 46 HUGT (5 10 k)

JECFA : Dexamethasone. FAO Food Nutrition Paper 41/6, 1994

JECFA : Dexamethasone. Toxicological evaluation of certain veterinary drug
residues in food. WHO Food Additives Series, No. 33, 1994

B EEE AR NI AR D BIRERE 7 %0 A & v 3K Pbe (WA 51 4 9 AT 8
MEEGLEIHMERGEERD () GERFR)

HETHRASH  ERGA v Z Ea—T 4 —4 Th Ra ®E05mg T4 Ko O
4 mg, 2017 4 1 HGET (55 7 H)
Duggan DE, Yeh KC, Matalia N, Ditzler CA, McMahon FG : Bioavailability of oral
dexamethasone. Clinical Pharmacology and Therapeutics. 1975 Aug; 18(2): 205-9
Loew D, Schuster O, Graul EH : Dose-dependent pharmacokinetics of
Dexamethasone. European Journal of Clinical Pharmacology. 1986; 30: 225-230
Rk 23 AEREFRREAEE A LICBAT 288 7% 2 2 Y MR GEAR)
JECFA : Dexamethasone. FAO Food Nutrition Paper 41/7, 1995

Australian Government : ADI LIST, ACCEPTABLE DAILY INTAKES FOR
AGRICULTURAL AND VETERINARY CHEMICALS, Current as of 31 March
2016
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