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FLECHITHD 170 b/ 7 A B (CAS No. 850-52-2) I1ZOWT, A »AR—b b
7 AHFEEE, EMA ° FDA OfFHilliE, SHNBUFTRHE B2 O CR IR ER
% e LT,

P W RBRAGES L, EEhiE (T b BKRORE) ., B (KRS, B5E
M, BMEE (TR, Ty MEROY X)), iEMEE (T v b, BEOWLV) | B
FOFEBIME (T v b, BEROA X)), AERAEEE (T v b ZORBHETH D,

%@ﬁ%ﬁﬁﬁ%ﬁ%#%\TwFV/ﬁxFﬁ\i@mkofﬁﬁkﬁéﬁﬁﬁﬁ%
RSN EF X BI, FTo, WO AMRERIIEEN M STV RV, BEFEE S 1
FERHEMRRMRRER T DBV E AERICELE L2 b O Th U B2 L ORI
R LIZ A B eh o Tz, LI -> T, TV KL/ F A MIBEERERSAWE Tl
PNWEEBZLNDZ ED, —HEEEFEE (ADD A% ET 5 I L BAEETH 5 L HWT
L7,

KFEEHRERIERD, TV ML ) TS A NOBGIZ L D8N T, EITHRVE ERICE
S AR (ﬁ%\ﬁj%&wﬁﬁiw>@@ﬂﬁg@ﬁ&ﬁ@tﬁﬁﬁﬁimﬁm(w
THIN MR ORGE DI DY . FGEOIGFIZRDIETE) Th o7,

7 v MR 28 AFMRHMEE A & 2 IR W T AR bl
2o T7,

BREFERBRERN S, RLIEOVHBETALNTZEIL, Vv a2 vz 3 AREYHR S
HERCI1T D A REH R MG HRVE ARE~ORETH YD | A/VEAERICKT 5%
& (NOAEL) (% 0.004 mg/kg {K&E/H CTH-7-,

Dbk Lt o 3 ARERR 53880 NOAEL 0.004 mg/kg K&/ H 122425
#2100 %33 L. ADI % 0.00004 mg/kg {K#/H (0.04 pg/kg (KE/H) L&RELI-,



|, HEERSYHAEEROBME
1. A&
RIVE H

2. AMES DA
g : 7VhL 2 FA N (TUNVRLARRY)
#4, . Altrenogest (allyltrenbolone)

3. LFE4
IUPAC
¥4, : (8813814817R)-17-hydroxy-13-methyl-17-prop-2-enyl-1,2,6,7,8,14,15,
16-octahydrocyclopentalalphenanthren-3-one
CAS (No. 850-52-2)
¥4, : (17B)-17-hydroxy-17-(2-propen-1-ylestra-4,9,11-trien-3-one
(&2, 3)

4. 7FR

C21H2602 (=P 3)
5. #FE

310.43 (ZPE 3)
6. tEE=

(M 3)

7. FEABMRUERIKR

TR L AR MNE REE 21 D 19-/ VT A h AT a LKA BT A SRR LVE VA
THY, BROBETEEZRT, MOAT A REFEE, 7V hLJ 7F A MIFRAMET
H5HZ LI X VERRIRIIRE L, FERORSBEREEET2Z LIV IERT 2, (&
FR2.4) T/ 7 M, BERVE ATEB U ARSI EZ A L THRY . T E
RIZER L TRD T ¢ — Ry 7 HEIC 30 MRS Ve > O a8l 5, —7E
M EZ IR G2 HiET 25 BB RIZITEOEER CRIEN BT 5, ZOJFERZIGH
L. BHEREML & L UIBKEEORERIULIZHWoN S, &2, 4) £, 7
VL T A MI TN A b S AR U ER RO o Ra 7 AERE BT 275,
)VF aA FERKOGRIEERIZZ2V, (SR 4)



AT, 7V L TR N ET 28RO NHERLOAGRIT/0,
WA ClE, BAERMLE LT, 79 AT 1984 FIER SN T, EU #E. It
K. Bk, TUT. AT =T ROT 7Y IDOEL THERESNTWS, (B 2)

S, A AR— B ML T U ZRFEICE, BT L0 IR EEE O E IR D EE
MERE D 72 ST,

BB, RTT 47U A MABEE A S FREREEE SREIN TS, (B

1 SRS 17 GBS S 499 B Lo CTED LIV AR EEE (B8 1)



I, REMITRLIMEDHE
FEMHETIEL, A R — h h LT ABEEEE. EMA < FDA OFMliE, 25N
HERIEA R, BRI 2 R MR AR Lz, (B2, 4~7)
A EERETR 2 BRI R Lz,

1. EYBHREEAER
(1) EMEREEER (v b)
® IR
IAFT ATV T o8Bk (111 (D] THE&RT VIV TR NG LT2T
v bS48 BRI RBIT DR, I RO — 0 A 2R OBEHEREO GG, RO
Sz X DRI RIT D72 < L HIET 82.6%, MET 81.6% TH D LEZ B,

@ HEitt

T~ Gewie. TERI R OVCEARR) ICT7 v h L 7 A M A EBERRORES L7-3 5T,
ZFw MITI L A NEFEICHET 20 L CERICHEE (60%) L. R~k EE
D 20% PR L7=, (PR 4)

(2) EyErestiz K. BRERURERS) O
R (LW Fl, i 288) (27 VR 7 A D 6 (N T rd/KkFE% SH TERR L
=b® (CAF M6, 73HIE# T v L A R L)) % 20 mg/BEOHET, BHNHE
B X0 BEEEHRR O e, UK (F—UR U M, FmitE, 7 58) (CRERRIC 7 B
SRR O ¥ 5 U, EpEhmesBy 2t S iz, MR & O%ARER - O BTS2 7R
voFL—va il (LSC) 1K WRIE Lz, &SRB A0 AR 1 IR LT,

# 1 BEHAWl6,7-3HIE# T v s L 2 7 A s OB N NG5 53R 55 1E

e " & | 55 S
AREREE | B (ng/5) o ARV HURR A
B 2LEE ) Mk : BeGan, B5-1, 2, 4, 8, 12, 24, 48 Ik
o ﬁ’iﬂ%ﬁk: 1 20 HAE] | KR - 548, 120 FFEA
SR/HF
MR - BeGai, BeG-HRR OB GERT, &S 1, 2,
) 7 5H 4. 8, 12, 24, 48, 72, 96, 120, 144, 168, 192,
X _,f;f FHAE -1 20 7;5 216, 240, 264, 288, 312, 336, 360 HHE%
SR/RE A FHR : FRercde s 24, 48, 72, 120, 168, 240, 360 K
W%

@ miIFRRE
FERGEEO MR OMBENEER OT NV R L A MREZR 212, BHERRGHFORE
WIEhRE/ T A — 2 — %K 31T LT,

2 figgn 2 0 sk CUTRL),



HERGRECIL, AR HENEERE L, 565 1 KEERIZ Cnax (IZEE L, ZOEH)
W LTz, 7V b L 2 AR ROFEK Tl 12 BFE CTH - 72,

FASEERECIE, MAFPBEHEMIREE X, Ff G 2 FFEFZIZ Cmax ICEE L, EDOKIHE
RN LTz, 7V RV A NOKEK Ti1plX 24 i Th o7z, (B2, 5, 6)

# 2 WRIZHIT 56, 7-3HIE# T /v b L & A NEEIXE 7 H EFRERE D5 5% 0
MAEF ORFEHEM R TV SV A NORE  (ng eq/mL)

B | MERS 5L (D)

1 2 4 8 | 12 | 24 | 48 | 72 | 96 | 120

B[R TSN 184 | 109 | 68 | 44 | 29 | 16 | 7 3a
& |7 bhLv AN 1771107 71 | 40 | 24 | 13 | 3 2a
g I ENE 90 | 95 | 8 | 75 | 60 | 40 | 22 | 20= 112
H#E | 7vbhL 42| 8 | 90 | 80 | 68 | 55 | 33 | 16 | 92 9a

a : AERRERER L7- 1 BHOME,  : WEES

K 3 HEERGZROEMENRE T A —HF —

= N Cmax Tmax AUC
RERT HIE%
IR AlERR: (ng eq/mL) (hr) (ng eq * hr/mL)
\ A 184 1.0 1,226
HES TR TRV AR 177 1.0 1,067
@ o

i, BB R OSERH OREHEPERE 23R 4 IR LT,

A GRETIE, HOHEMERE I OB W CTEfiE 2R L2y, P KOS
it cid, g L RRETH -7,

PAGHERETIR, HOHEMERE TR B 24 REA&C, TR, B & ORI T
EfEZ R L2y, R ORI Tk, i L FRRE Th -7, (B2, 5, 6)

£ 4 M TR OB ORBEHEER TV b L F A B O
R (ng eq/mL X/ ng eq/g)

b v S e P A% (RF)

iES (n=1) 24 48 72 120 168 240 360

s LG SR 7 3

- TILRL A 3 2

» FHERE M 51 21

Sl L ey 49 20

E s TR 24 5

5 TIVRL AR 22 7

2 1% KRG HENE 3 2

(J8) TILVRL A 2 1

1% KRG HENE 3 2

(&) | 7y kL 2 AR B 2 1




=] IHCRHE M 10 <1

(EEHE) | 7L 27 A 5 1

ik} RGN 6 <1

BT | 7rbhLv/FA b 6 1
ke R 24 19 20 11 12 9 <2
TRV AR 17 10 9 9 <2 <2 <2
e G EME 432 172 190 105 46 48 36
B ke r A | 449 167 167 103 40 47 36
—_ B 122 96 7 39 24 22 12
TRV FARN| 124 93 76 40 20 21 11
{i Al e SRS 10 13 13 8 4 3 3
g (J8) TV RL AR 7 9 6 6 2 <2 2
5 1% R &M 11 20 10 8 4 3 4
7t (s | 7L A& 6 16 6 5 2 <2 3
RERTS R 33 14 6 6 <2 <2 <2
(BJEE) | 7V RV AR 27 12 4 5 <2 <2 <2
=] IHCRHEME 22 12 7 7 <2 <2 <9
ZTF) |7V bhv /72K 20 12 4 6 <2 <2 <2
P fAﬁ&%ﬂ%rﬁ 1,620 | 769 236 72 87 8 5
B TRV AZR| 1,550 | 810 206 62 81 <2 <2

/HEE

(3) EMEhresiz K. BRERURERS) @

K (LW fE, £99 2 An, ) (6, 7-3HIE#% T v b L 77 & b & B PHEELC L 0 HiE
XIIREHE L, LSC ROg /s n~ v 7'7 7 4— (TLC) 2LV, ik, Mk RE
O OGHEMSZRIE LT, kM e s e, AEGHBRITIEX 3180
HY, TOFMERSITRLT,

# 5 KA HWT6, 7-SHIER T v v 7 A S OBEIR O AE &R 5RBR51E

. . 5 &5 I
ks . A B
AR | B (mg/FE) i R ERE
~ MR, *HRE : &5 24 Rtk
N I R e
14 9 Mg - YeG-BakG 24, 40, 96 B, 8. 12. 16 Hi%. fx
%ﬂﬁfé 1s ppg| FHEF L 20408, 12, 248 2, 3, 4, 6, 8,
) R? L 20 )i@ﬁ 10. 13. 15. 22. 27. 30 Hi%
BEH 1 PR 517 [ 24 R

RERE ;- Bk G- 6 EfE], 5. 10, 15, 30 H%&
MR : #5544 24, 48 FRfE], &5 1. 2. 4. 8,

12 98

e 3A/ | 12, 24 . 2. 3. 4. 5. 6. 8, 10, 13. 15, 18,
3 | A% : 3 20 s 99 A%

/B

AR ARG 5, 10, 15, 30 A%




® MmIFFRE
3 HRERGRE T, iEh o7V L 72 MEEIL 3 HEORGHR Pz EH Lkt
B 5 1 A IZ Cmax (55.5 ngeq/ml) (i LTz, EOEIEEIL 23 KFE D Tie

**H IR L, Sefdie s 4 BRRIZIIBHRR LV ENCEVWMEE oo Tz,

18 HE&GHETIX, mAEF DT /L L 7R MBI, %5260 L7 BB TESE
2 ER L, BEBth 4 H1%121X 16.1 ngeg/mL /R L7, FOHREHREIZIZE A X
DOIRNoTZOEFIRREIGZE LT B2 b, &Rt 16 HZOREIT 17.9 ng
eq/mL Th-o7o, HfG 4 FFEZIZ Cnax (36.5 ng eq/mL) 1TEL, ZFORZIREIX 2
FEMEIAR T U7, BFEIFEARE IR o7y, D TipldI8 HTH Y | Hikix 5 22 H

WZIIRBHBRA (1.7 ng eq/mL) K& 72o7-, (B 5, 6)

@ TRINR UHE
HA GRECIL, & 51% 24 FFRORHFITHEHEED 23.7%038E M <71, 2 DRERIC
BT DA 1mL %472 Y OBEHEITRS-ED 0.04% %R~ Lz, T/ kL J 72 NIk
0% 5-C L <RI E 4, IRH-PEIAARNEINRE CRE /&S 2 B-T L5 2 o, (B
5. 6)

® 7
3 HffEGHER N 18 ARG DRk 5% OMEF T vV ML 7 A Mg
FEAF G IR,
MAER OSARRICRBIT AT 0 F L 7 A FOHEKT, BE5ENFE CHE. 18 BRERE X
@ 3 HRER GO NE L HR0NTH LR, WTFNOSE S, MBI L. sz
. o5 30 BRI IR AR U IR IR R 2N BRI A EE e oTe, (SR
2\ 5. 6)

* 6 KBTI Bl6,7-3HIE#® 7L b L A b 3 BT 18 B n&5-#% 0
FfEF TV RV A MREE (ng eq/mL X ng eq/g)

e v Eolepe 5% R (H)
i (n=3) = | 6 M 5 10 15 30
Fle 57 36 21 9
JilERGR 63 16 <9 <2
3 HE&—’? Bk 40 14 8 <9
A <2 <9 <9 <9
=111 <2 <2 <9 <9
Fle: 476 105 50 48 29
REH- 3,820 85 136 16 <9
18 Egj& Bk 210 23 19 12 2
A <2 <9 <9 <9
Jil5i] <2 <2 <2 <9

a : 18 AR GHEORAIZE- 6 Bl DH n=2, / : JEES

10



@

A 54, BREOBER#W I B Shn, RICBT2 7V L ) F A ROTE
IRREHRIRIE, IV a VBEA TH D Z EOVRENT, &5 24 BRI ORTIER OV
BT ZNZE R 2.97% K T 0.96% DHCHTEMENFE LI, EDIFZEAEIT NI F U
LKTOETh Tz, MEFHRBEEERE I 110 ng eq/mL THYH |, D5 HD
9 20%705 N U F 7 LIKROFE Th -T2,

18 AR GEEC I D sE, R OREHFEHEEE O/ 2 — 1%, @A &R
BEOLE LIEFIELLTRY ., ZoHEOHTIE, D72 & LB ENIcHE
KR TN L=, (B 5, 6)

(4) EYEEsER K. REERS O

R (LW i, il 12 S48 506, 1 3806 HREE) (2[6,7T-3HIER T v h L 7 A F 2B
PHREIC LV 18 HIEFEHIR D #5- (20 mg/HH) L. 3HYEIRERERN S 47z, 1E
KOSt O e %2 LSC I X W BEIE L7 (EERREH),

B WIRF R OB 5% O IMAEF ORMBEREER TV b L A MNEEAR 71T, &
HBtG 1.7 X018 REOMBEFIRENDHEH LI EYERE T A —2 —2FK 8 ITRL
2o MIEFORBEREER TV L 7 A S OREITHREHRPHEML ., Hi&xs 4
BFEI#21Z Cmax (LTI 76 (X 68 ngeq/mL) (ZELT-, TORIKT L. &i&EE 14
HRRIZIZENZEI 6.5 Y 3.8 ng eq/mL &72o7, TieldEn<Eil 85 K1 10.56 HT
bolz, TV TR NOEBEITERTIIRWEEZ BT,

MR OSSR OREEHEE R TV L A MREEAZR 9 IR LT, Rk E%
DOFHFEFHENEMEIRE L, &VIED O AT, B . B Th o7, mfkixs 179
HZIZIZ, 7V L/ 72 A MdffiE (10ngeqg/g) ROEN#E (0.8ngeqlg) 76 DA
STz, KRR DD OFEHEEOIERIISHEETH Y | Tl TEHTE o7z, (SR
2. 5, 6)

#z 7 BT A6,7HIEER TV N L A - 18 SRR #5140
MAEF ORFEIHEME R TV NV A FORE  (ng eq/mL)

B G BtatRiHE (H) AP AR R (D)

N I:—‘—’_l—‘
HERS: 1 8 18 2 4 12 48 | 168 | 336

TR 15.8 32.6 41.8 75.7 76.1 55.2 23.3 11.5 6.5

TRV FARN 145 27.1 33.0 65.5 67.9 46.2 14.4 6.0 3.8

n=12
% 8 HBEHARIHICIIT HIYENRE N T A — K —
j&’g‘/ﬂ\ﬁ FEﬁ T Cmax Tmax AUC
(H) T (ng eq/mL) (hr) (ng eq * hr/mL)

1 S REHE M 184 1.0 1,226
TIVRL AR 177 1.0 1,067

7 K REHENE 96.7 1.6 2,307
TILRL A AR 92.6 1.9 1,986

11




18 TS 81.6 2.7 2,076
TR AR 72.2 2.8 1,656
£ 9 IMAEKL O ORBEREEL TV R L ) F A RO
BE (ngeq/g XUE ng eq/mL)
akt N w54k (B)

(n=3) RERS 15 30 60 179
e fAﬁ&%ﬂ%rﬁ 60.3 26.1 15.6 10.1
TR AR 58.5 25.9 16.2 10.0

i %fﬁﬁﬂz%a‘?ﬁi 15.7 5.7 1.9 -
TR AR 13.6 5.4 1.9 0.8

P HHHENE 5.0 1.9 - -

(J8) TIVRL PR 2.6 1.2 - -

P G ENE 5.2 1.8 - -

(BHEER) TRV AR 2.7 1.1 - -

L] e SRS 2.7 1.4 - -

(P& JE ) TILRL AR 2.4 1.2 - -

if=tii] B 2.5 1.4 - -

(FZT) VAN 2.2 - - -

ke %fﬁﬁﬂz%a‘?ﬁi 6.8 2.2 0.5 -

TR AR 2.9 1.6 0.5 -

- BB E BRI TN E BRI OO FEH T o7,

(5) EMBEsER K. REHRSE) @

R (LW RAHERE, #9565 2> Alin, M3 58) 12[6,7SHIE# 7 v b/ 7 A ~ % 18 HIH
IREFE S (20mg/HE/H) L, 3RIEhRERER i Sz, HEitY, maE K O%ARE+ ok
BHEMZ LSC I X W HIE LT,

5 15 [ G (BGBHLE 16 B) £ 24 R OR K OFEHHETEMEOPEIER 23R 10 12
R LT, REOEFHEMROEET, 53.7%~T4.8%THV ., =D H HD 57.3%~78.6%
DIRFPICHEE S N7 Z Eonn . FEPEIHREKIIIRF Ch D LB 2 b, £io, &E5H
116 KON 17 BRRORLEOFEF 513 1 BEGEOK 66% DX EHE N AR X
iz,

Bof& i 5% OB OSEREF BEHEHRE 2R 11 (TR Le, WTILORERIZENT
b PR IR Ol b < | IS EERER RS & B 2 b, kRS 15 H
BOCNE, IR OPPERP OREIIFHAF L FRECh -T2, (B2, 4, 5)

# 10 KB 506, 7-3HIEE#R T v L 7 A b 15 [BNREFR 5% 24 BRI D
PR} OFEF R (%)

ek i1 ) 2 i 3 D25
SR 43.6 30.8 475 40.6
£ 31.2 22.9 12.9 22.3
At 74.8 53.7 60.4 63.0

12



£ 11

M3 OFEREH OBGHEMRE (ng eq/mL XX ng eq/g)

Ve Hef&e 1%
(n=1) 4.5 7H 15 A
JiHhek 1,444 122 61.7
ik 372 75.0 11.7
iG] 30.1 7.1 3.6
B THENAIE & 90.6 3.6 1.6
W JEBEARN 182 3.7 2.3
Ll 64.1 10.6 4.9
it 71.2 8.8 3.9
HREL 55.7 2.8 2.9
IR 124 14.5 6.4

FRR ORE A HPLC 12 X v st s hnr-,

M OREWIL, BEEOKREY (OE A) . KEHERS (OFE B) ., HEROMENE
DEOIEA A ARG Gyl C) R USEmIEDFREY) (43E D) CHR S TEY,
Koy ORI ATRE 72 G 353 B 2O C IZAFTE L TU e,

Bt 5% O FEMRRR OB/ BT B HEHEEDO SR 23R 12 (TR LT,

BB S 4.5 B4 5 156 B OF&RCIZ, oM A 2SR OREEHEMED 14.6%
D5 T8.3%IZHENN L7=, 40 A 3% 5 15 H R OIS O RICB W T h R bE
BEER LTz, A ORBEMITERS T EAER-E L TRBY ., 7ua /A7 v B8k
ZRUNTUWE, 77 B ORE#MIE, 7V v SR ND T VB F A ATERLT VD
0 UERAIRTH Y | FROEAREII e Fa X347 5-4,910),11-= & k5
M) -17-3-8 Refxi 7 b7k K77 )00 vy a U G IRCh 7z, 778 C
ORFEWNT, TV b L7 A RDNETE SRR ThH -T2, Bei&d% 5 4.5 BFEE O
FHig 5 7 v kL A S D TAKER AR O = KER GRS Bl STz, ke E 15 A
B OMlEF ) BIX, 7y L A o, 3-4 -4,910),11-= A& 8 F R Y = -17-(3™
EReXy 7 e ka7 o0), 7V R/ FA NOZKEUIE KR OUKERET L h L/
FA O 2FEOREM ZEH/ T DB BES T, DE D 5 b b 4
DB DB E FNTND Z EATRINTZD, BRI NTWENIEF D7 FH
AHREIZTE hoT-, (B2, 4. 5)

# 12 KB 516, 73HIE#®R 7 v L/ 7 A |k 18 AR 5% O
FAR R OREHEE O AR (%)

ARt | PR | vEA | 0B | EiC | D | [EpReR 2 A
4.5 IR 14.6 36.0 30.1 4.4 85.1 14.9

i 7H 67.7 4.9 4.9 6.6 84.1 15.9
15 H 78.3 8.0 2.3 11.5 100.1 0.1

4.5 IR 4.4 32.0 30.9 4.6 71.9 28.1

" ek 7H 17.1 24.4 37.9 12.8 92.2 7.8
15 H 27.3 20.3 8.8 14.1 71.0 29.0
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4.5 FR#RE 11.9 5.9 52.8 4.4 75.0 25.0
A 7H 32.8 4.4 4.2 2.2 43.6 56.4
15 H 45.2 4.7 3.9 2.5 56.3 43.7
4.5 H#RE 2.5 0.4 91.6 5.5 100 -
A 7 H 19.9 0.4 39.5 40.2 100
15 H 21.3 5.4 29.1 44.2 100

* L BESTEED RO TR - 727280, IEMEREI TR D enoTz, - i L

(6) EMBREHER K. REHRSE) O
WK (CRMEfE, %97 2Rl ME2658) (C3HEGRRT /L L 72 b (FERRATEARH) %
14 BREESFE O S (156 mg/EH) L., H&&&E 6 FEfE, 21, 28 XU 35 HEOAHES
OIFENEE R OT )V L 72 SHNRIE Sz,
R DR BEHEMRE 2% 13 1R LT, Bkt 5 21 B#OT VML 7R MNRE
(6 f31) 2 HPLC THIEE L7z & Z A, ENE1 1, 2, 3ngeq/g L UOHRHIBES: (1 ngeq/g)
Kiti 34l Thot-, (B 6)

# 13 JRICSHAEGR TV hL ) ZA 2 - 14 BRI O#%E (15 mg/iE) %0
FAg R SRR E  (ng eqlg)

N s G4 (B)

BIExE 0 (6HH) 21 28 35

K HSHENE 479.0£6.3 31.3+4.3 24.7+6.8 18.6+4.9

(7) HBEBYMIDNATTRASE) T4 (v b)

B (T —URUA M, Eit 1 58) (2[6,7-SHIE 7V b L 7F A b & 14 BRERS

(15 mg/BH/H) L. ZOR#&EE 24 Rf%ICBRI L ifgs Bk +a57 v L 5
A~ CUFARBRICISWT BRIFHgFRE 7 VL FA R o, TRV A B
& LT 3 pg eq/kg REITFEY) . X6, 7-3HIE# 7L F L2 # 2 b (10 pglkg (KHE)
Z, 7w b (SD R, MEHER 12P0) (ZH[EFRARE ARG L, &5% 48 RFfDIR, #,
FARE L OVEH 28 L7 (ARD, 728107 v & (SD 5%, MRS 12 PT) 12 HRERIC
BE L, B5% 12 FFEIOIR, 3], ROMEBAEIL: BE) . R, 2, ML O
HFOBEHEEZRIE L, BIFRIRE LTV L ) FRARNOANALFT AT T ¢
[ZDOW TR L7,

Febt% 48 UL 72 B O BUHEME OHEM X IFE R AR 14 IR LT,

A BEIZEBWTC, [6,73HIER T v b L 7 A MEEREOWRIERIIE R O TN
BHED 82.6% K 1N81.6% Th-7=, —FH T, KWHEFLE T /v kL 7 A NEGREOI
ERIL, R OMECENENREGED 29.3% KN 38.0% CTho7, TNHDIZ L,
AR L= TV NV ) A RNDANA AT ATV T 41, 7/V RV FANE
B B 35~4T7% Td 7=,

BEECRBW T, IKIFGEE 7V R L A FOWIEEIMENZ & 3R Sz, (6,7
SHIIE 7 /L b L/ 7 A MEGHEORPYRRIE, HEROMETENENEEED 21.1%
KR 22.2% T o728, BHFEGRE 7V kL 7 A M RGEE IR O TENEh
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6.5% K r9.2% Th-o7=, (M5, 6)

# 14 T v MBI A6, 73HIEER 7L R L A2 A S XUIEITE D S8
HA[AFRHER O ¥ 5-4% OPEM IR (%)

X e e b PEM AT HETEYE (%)
R wekek® | P [ R T
SH #2557 /L K Jii3 63.1 17.1 15.34 2.4
AR LA N (10) i3 59.8 16.5 20.0 5.3
s 7 v s L | T 21.0 8.3 71.6 -
JFA RN (3) e 29.1 8.9 69.9
SH HE%7/L L/ Jii3 21.1 74.6
Bt 7=+ (10) e 22.2 72.4
AR 7 v s L | 6.5 92.2
JFEA R (3) i3 9.2 92.6

a : 5% A8 RFHIOWIENE, b : 5% 72 FFRORIERE, - : BHShT, 7 WEE T

(8) HEMEhResEr BRUE)

RIOVE (W v s dnfs, YRR OSEECRE) ICHSHERR T v N L A N (AL
EARH) ZR0%E (K 20mg/fA/H, & : 0.044 mg/kg (K&E/H) L7z A, TV K
VA MERERIZRIN S 4, 55 3~6 IFEZIZ Cmax 1 ZE LTz, EMOBETIE K
CTIMAEFICEFEDN A BT, MAEFIRE XM B & I AT L. KO Tigld
10 H Ch o 7o, MEMIREIZIT 2 FEEMI XTI 0A6 U, Bk, AP OERG
[ZIX L VRE T Lie, HRT — 2 I3RERI TH 525, K TIE, PRI ISAEH
B LIZEPTHY , BHEEOR 20% 3 RPICHE S s, A RO TBIORERCIE,
PREDEEHEIRE (60%) Tho7o, BTIHE, &E1% 24 FEELIIZESEOR 44%
DIRAFNT, #9 53% 3 FEH PR ST,

MmAE, JR M OSEREF OffH K OFEIE FTRE e G MENTH S5, 7V L/ A K
DOFEMRFHEEI IR TOARAT B A N EFRR LR NS THD Z EARER I TV D,
B 7 VRS (R oA AR 13 5720, (B 4)

(9) EMFhesss (. REERSE O

5B (SOFE, MERI M OSEECRI) (SR 7V L 7 A N (RO ERH) % 10 H
MO #5 (0.044 mg/kg (REH/H) L, F@hEsR) ki I iz,

B b 4 R KON 15 A2 O OMBEHEMEREZ K 15 IR LT,

&G 16 BB O Z 28 LTIofER, REMDO TV L 7 A S RO OIERRNE
R 2 =34 B IR R ORIEHEMED 5%A4m (1 ng eq/g ARMHFEY) Thot-, +E
BC, kG 15 OB T 57V b A A N (Vb A RORE
KaEgEte) OEHAEIL0.12 ng eq/g Kiii THoT=,
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# 15 EBlIZBUIIAESET7 LRV A Z 10 BRI OEE%OD
FERE RIS IERE (ng eqlg)

- BB %R

Rt 1P 15 1
Jl 1,062 17.8
ik 84.1 1.1
iG] 12.4 0.2
HERs 63.9 0.5

ZID OSE R ORI RS L CRICIEN R o277V L A R
DI NETF A ABEERE OENLIIMIK S S RO RN RS STz, AT,
R O—EN T N E T A A/ R E UTRE S, &i&EE 156 B%ROBK, A
FOMEIAIZRBIT BTV L 7 A SOBITAE TEX o7z, (BHR4)

(10) EYEEssR (5. RERSE) @

5 (SRR, MERIR OSESCREA) ([ 7 v b L A R E 10 BRI O#EE (0.044 mg/kg
KE/H) Liz& ZA, Bkl 4 B, 2 KON 14 BEZOMERFOT7 VL 7 A ME
A& G- 4 BB OARHTTRETH Y . ZFOEEIIFIE T 5.5~17 nglg. BlE T 4.3~
7.5 nglg. AT 1.6~5.8 ng/g K UWERS T 6.7~63.6 nglg T > 7=, T D% DEERTIE,
TV LA MEREITERRR A : 1nglg, I, gk OWEN : 2nglg) RitiT
Hole, (B 4)

(11) EYFessiz (5. RERSE) O
TRV A NE 10 B, EIOREECROESE (0.044 mgkg (KE/H) L72FE
(Standardbred f&, #f 3 50) DR ORHITEDRE DOk 2 7k 72 kTl
PREEIDBIE, 3 1 FERISORBDIIA LT, 77 v VEREE R KL ORI A AR
ST, BIZBIT AT V7 v VA UM AN EE CH L EEHE L
TW5, (R

2. REHER
(1) ZBHEBR & O
R (LW Ff, M 4 SE/B5S) (ST 0 B L 7 A D 0.4 whv%ilAlZ 18 BRI 05 3
[(5mL/EE/H (7L /A A RE LT 20 mg/BH FICHEYS) ] L. ZEERBRNEmSh
2o FHiEM OMERGT & &7 v b L) A R & LC-MS/MS ([CX W lElELE (B8
[RA 0.2 nglg),
fERAR 16 IR LTz, METIE, &E&RE 14 BIRE TRANTFRENRA LN, i
faPe b 21 BRICIT 3 BIASERIRFAM & e~ 72, BRI E STl WiholeRiz
BOTHRHINERRARWE ChH -7, (B2, 5)

3 fkt LICHEBRE 2 EEGH T LiG, T LA 2 2 CTRRL 72 2 L 2iaBtk, ke & sVt
Z HHRER ST,
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KiZHBiFH7 v v 7 A RAI 18 HRER O &G540
MR T L R L AR NEE (nglg)

#* 16

ok} IR GHRERE ()
(n=4) 7 14 21
0.517 0.820 <0.2
0.973 1.11 0.246
Uil 0.496 0.732 <0.2
0.861 0.357 <0.2
<0.2 <0.2 <0.2
R/ 5 <0.2 <0.2 <0.2
RV & B <0.2 <0.2 <0.2
<0.2 <0.2 <0.2

EERRS © 0.2 nglg

(2) ZBHER K @
FK (LW SRASHERE, M 4 BE/FA. 1 BESHRED) (27 L R L/ 72 R 0.4 wiv%BiHl
% 18 AR S [6 mI/EE/H (F/L L /A2 K& LT 20 mg/BE/ HIZHEY)] L.
FRERBR NG ST, G 1, 20 T KON 21 HEOMRFOT VRV A N &
LC-MS/MS (2 X llE L= (TEFRA : 0.0002 pglg) .
FERAEZR 1T IR LT, k&S 2 B E TRl n s i, gk OWEE T
ERE ThH -7, Hef& 5 21 BRIZHW T, BRI TIE2BIsE BIR AR & 72~ 7223,
fHiECIL 2 Bl DRt Sz, (B2, 5)

#£ 17 KICBITFA7/V L/ A x MK 18 BRI E# O
HFEFT VR AR NRE (uglg)

Vs w4 RaE A% (B)

(n=4) 1 2 7 21
” <0.0002(2)*,

ik 0.11 0.032 0.0008 0.0008. 0.0004
ik 0.017 0.0051 <0.0002 <0.0002
/N 0.0077 0.0014 <0.0002 <0.0002
A 0.0039 0.0007 <0.0002 <0.0002

e <0.0002(3).

ik} 0.081 0.024 0.0003 <0.0002

ERFRF 0 0.0002 nglg, * : EEIRFARMOEZ AT bOITTOMEEZ TR, () PIEFE
(3) BEHE &K O

R (SRFEAREH, pEtE 22 88) (277 L b L AR NELAIA 18 B EREERS- (20 mg/5H
/B, faEto EERICIR U TS L, BB I S, Bikis 1, 7, 14 K121
B#OMEFOT VML F A SERIE LT,

ERAF 18 IR LT, (B4, 6)
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#£ 18 KIZBITH 7V L/ AR NAI 18 HEREFR 5% O
HfEP 7TV ML A MEE (nglg)

=t mrdf GERaE A8 (R)
1 7 14 21
JHef 85.37 <1.25 <1.25 <1.25
Mk 9.16 <1.25 <1.25 <1.25
iG] 4.70 <1.25 <1.25 <1.25
)= FEAE 59.71 1.26 <1.25 <1.25
B R e OB 55.27 <1.25 <1.25 <1.25

TEEPRS : 1.25 nglg

(4) REBHBR B

B (ShfE, MR OSEECRIA) (7L b L 7R S EHERIAR (10~15 BRI . #&A
Be5 (0.044 mg/kg (RE/H) L, Bk 5 7, 14 XUV 21 BEOMR (K, Bk O
EEFEREN) o7 v b v A RBHIE ST,

TV b A MIEKEERE 7T BEOEEFEEN 1 B0 TR S, COREI
2.81nglg Th o7z, ZOMOREITITNTHORFRIZIENTHEERT (1ng/g) Kl
Thol, (BH4)

3. BiEMHER
TV R LA OB BT A A in vitro O in vivo IR OFER A 19 &
N2 R LT, (B2, 4~6)

# 19 invitroiER

RAEH FRERT S & fiti o
15 IR 22IR2E 5| Salmonella typhimurium |10, 100, 1,000. 10,000 pg/plate et
B (Ames 7 [TA98 . TA100. TA1535. | (£89) (B8 4~6)
) TA1538, TA1537 Zon
AEZRIRAE S |~ 7 2 Y ool (L5178Y | 22~70 pg/mL (—S9) G o
EU tht/-) (2 F5) 30~90 pg/mL (+59) (B8 1~6)

37°C 3 BRI 12 HREREE T
F A =— AL AL =PI 1~10 pg/mL (—S9) Rexi:
H3k (CHO) #ifn (HGPRT) |25~50 pug/mL (+S9) (S 6)
&AL T-228825 | CHO #ifa (HGPRT) 0~40 pg/mL (—S9) -
FEER 0~50 pug/mL (+S9) "
(8 4~6)
7 HfEALEE
Yuta R BE | CHO #ifle  (K1-BH4) 1. 5. 7.5, 10 pg/mL (—S9) 20 i
Bk [ asiil =33
5. 25, 50 pg/mL (+S9) (ZHE 4~6)
37°C 2 BfALER
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DNA &3 v  Hela S3 #fi&

12.5. 25, 50, 100. 200 pg/mL
(+89)
37°C 3 WEER

Faxik
(B 4~6)

7 v MM

0.01, 0.02, 0.1, 0.2, 1, 2, 10,
20, 100, 200, 1,000, 2,000
pug/mlL (—S9)

37°C 18 FpfujiLei

etk
(B 4~6)

a: SO IEFET Tt SO FET CIKIHWERFMA R LT, QRBOREDH L, RER 2 D2
IRAEBBEFEIT 75, 80, 85 K& (N90 pug/mL OHETEINEI 43.5, 44.5, 485 K(163.4/ 106 4

MR TH-T-,)
7% 20 in vivoiER
ETEH kB 5 & AER
AT ERIN N BBV N =T ) 100 mg/kg (K % Hi[a|FRH#E O &% 5
B L. %5 6 K030 BfEs., X, Rt

25, 50 mg/kg {RHEE/H % 4 [EI5EHFEO
Beh U, Befis- 6 LN 30 Btk

(BHE 4~6)

e LBy, v R Y Lo EMId A VN in vitro DRITEFESNZEFAER T, S9 17
TET T2 OB 1 SO T2 R LIz, thod in vitro R K& Y in vivo i8R
TIHHRMEERNEONTND Z b, TV ML FR MIERIZE > CTHIEE 2D iE
BEMELRINEEZ B,

4. BUEEEAER

VA, Ty MROA XZBITDHT VML AR O2EENRBROBEEE 21 12

R~L7TZ, (BH2, 4, 5)

* 21 BEWHEICBITLHTV L TR oM EENE

i PERI] PG LDs (mg/kg {AH)

Ja3 T 239
~ A i3 KT 227
B JEEN 233
JAi3 KT 175
AN i3 KT 177
B JEEN 176

JAi3 0 >1,000

= i3 &0 >1,000

A X (B—Z7)VFE, 70 A, MERER 3U0) 127V L F A R A EEREOKRES (~
1,000 mg/kg {RE) L7=fE5. SELCH]. BRARIEME S HICA LT, (RER OFIRRPT R
HIREITRRT DI A SN2 o7, (B2, 5)

19




5. WAMEMHER
(1) 2 AEERMSHAER (Sv k)

7 v~ (Wistar &, MERER 10 IL/EE) ZHAW=T 0 kL 7R R 2 H A Rl 0
%5 [0 (&) . 0.5 XU 2mg/kg (RE/H, B : 0.25%CMC] (2 & 2 #aMmmA%
WSEhE Sz, #5216 BiT-7,

e HHIMTP . 2 mg/kg (RE/ B FGREOME 3 5] K OSTRREEDOME 3 1735581 L 7=,

—CIRAE, (RE, BEHE, JRRERUSIRICE W TR ISR T 258032 e h
-7,

MR AR S OMMIR AL FRIRE ClE, —EOHEBIZHEZEN A LA, HEH
RIS o T,

lEesEE ClX, 0.5 mg/kg (AE/ A 5HEOME CUNEOMT EEOEINN SN,
FEOMRTEENHERISERZ - TR LTEY , 2mgkg KRB/ HERGH TITAET
bolz, (ZH2, 5)

EMA %, A#E® NOAEL % 0.5 mg/ke (F8/H L3REL 5, (BEE4)

B EEZER, 0.5 mgkg (RE/H & GHEOMEOYIF O 8 ORI X H EAFE R
MWNRI NI T2Z enn, S IIAR ST, 2mglkg K8/ H B HREOIEC
FEFEEOAETEEDOB D NA LT Z L 0b, ARBRIZIIT 5 NOAEL Z 4 T 0.5 mg/kg
{KE/H, METREMAED 2 mgkg (K&E/H L3%E LT,

(2) 13 EHEZHSHHER (Sy )
7w~ (SD %, 28 Hilin, WEMES 15 IWEE) 17V ML/ 7 A M4 13 EMIREER -
[EEEIEAE 0, 1. 10 XJZ 100 ppm (HETO0, 0.06, 0.64 Xi% 6.50 mg/kg (KE/H,
TO0, 0.08, 0.75 X% 7.82 mg/kg IRE/BIZFAY)] L. #EAMERMERBRNEf i,
FHHATRAR 22 1R LT,

10 ppm - 5HEORE 1 Fl23 %554k 10 BEIZFET Lz,

FUKEDY 100 ppm HGEEOMERE TRV L7223, —iRiE, BeRE, IRFHR
| MR & ORI GITRER T 2B I A 6N - T, (B2, 5,
6)

EMA 1%, A#ERD NOAEL % 1ppm (0.06 mg/kg A=/ HIZFHY) SBEELTW5,

(&M 4)

FDA %, 10 ppm &5 CTENERFENA LN Z 0D, ARERD NOEL % 1
ppm (T 0.06 mg/kg A=/H, HET 0.080 mg/kg (KE/HIZFHY) EHELTWD, (B
it 6)

BN ERESIT, 10 ppm VLB SEEORETHINIIR K OFEFE O EE ORI

(ZAISLHRD W DI 53, 100 ppm $55-EEDOMETHNE DM B B DD 3 A BTz Z
LG, D NOAEL % 1 ppm (0.06 mg/kg A=/ HIZ/HY) | > NOAEL % 10 ppm
(0.75 mg/kg AHE/HIZFY) EFRE LT,
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# 22 13 AFHEEMEENERER (7 v ) (2B 5EMET A

Beha VA3 i3
100 ppm *WBC, fFHERE R N L <ERER | - IR EE DO

b
< NER K QBB Ot EE O
RO TRUE T, WA D7
UMEEE, AINZIRR ONEED LR
DD, FEFE W) DI
10 ppm YAk « Hb X O MCHC Db 10 ppm AT : BwEATRZA L
« INLR I OFEFE Ot EE OB
* BN WD DD
1 ppm FERAT R L

(3) 13 AMEMSERR K <SEEH 1>

WK (LW SRASHERE, 9 30 Hlin, MERER 4 BA/MEE) 127V b L 7 A M & 13 EMTREE
5&@@%&&1gmxmmmmia4umxmmmggwﬁmmmﬁﬂL“ﬁ

SMEFERER AN TG ST,

10 ppm LI EEEGBEOMETHRAIZOIHIAF: DA LIS, —BARREIC R 5O T A 5
T, RE, MEFRIRAE, R RIS R ORISR ARG SRR T 528355
WA Ry

JEERE R TIL, 10 ppm LI EESEEOME TR L ORISR OFER EAOiEx B
BLD3, 50 ppm FGHEORE TR HEDMERTEEORD, M CHIER O E & DD
T OV ROt BB OREMMN 7~ 57,

FR Tl G TER T 2 B i3 s b e h o7z,

SRR AOMREE ClX. 10 ppm LA EFEEREOIE CRESRETHIRR OZEHE & ORI RO
FIEDWRY  (RISLHROISEIH]) A3, METREIN R OB KA (MEEENCAE S JE
2L DRI K OB RRORF = (?‘ﬁ'ﬁfﬁ%@mn) NHLT, (B2, 5, 6)

EMA X, 7/V h L ZFA SOFRVE AREICEERGR L TWEIIR, 7=, U, 7
SR, R OREEOEERD & 2 b Olfgs O F IS & e Txt
9% NOEL % 1 ppm (4 pgkg (KE/HIZHY) LEELTWD, (B 4)

FDA 1%, A8 NOEL % 1ppm (4 pg/kg (AH/BICHY) LREL W5, (BH
6)

(4) 3 AZEHA (XIF 90 BRE) FO/EHER (HL)

BEGATD 4~6 A BICHRIZ: ARRE# 2R LTepggd vy (775, 65%, M6
VL) (2, 7V L/ A Ma2 3 ARER (UL 90 ) 1272 v iReEE [12, 24
X 48 pg/Nt/H (2. 4 X% 8 pg/kg (AE/HICHS) ] LT, HRREH K OMLE /L
EL [ZARNTTUA—NA-1TB, T ATur BEEREALVEY (LH) KOYRRHE
FREY (FSH) ] ICKIFTREZF]~T-,

FHa MO THY . BRT =PI THDL I enb, ZEGERE LT,
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5O A RE AR 23 1R LT,

48 pg/lt/ B 5HETIE 3/6 Bl ARRZ R L, BIEESILIZIE~ 7 Bl AREH (3 FA
2R LD 1 FloA) FIZEIE L7z G R /VE AREOHER) G WL 23R
LB DO ThHD LW STz, 720 O 3 FliFEGHIRIFIC AROIMEEZ R S 720
o7z, ARROIMEZ RS 7272 3BT, IR EMICBIT 2 X b7 U4 —/ViRE
DOILTF, BEIFERTO=A b7 VA —/V IR A Ve (LH XOVFSH) —v®
SEARTRRAN, R OMEINME OFEFGRI 7 1 7 AT 1 L WD KA B, G-3RI
PEINCTH -7z, 12 KON 24 pg/le/ B ERETIE, W HHIEMEIZ &5 ORI A5
niehote, (B2, 5, 6)

EMA 1T, ABEHORE S ROVRLVE VEEA~DOEEIZHSX  ARBOKLENE
ATk % NOEL % 24 pg/lt/H (4 ng/kg (RE/BIZAHY) ERELTWS, (BRE4)

FDA 1. AFRBRIZIIT D2 MHARHNI R LVE I RIE T B x5 NOEL % 24 pg/
VC/H (4 pglkg (RE/HIZHY) EERELTWD, (&M 6)

B ZETERIE, 48 ug/lL/ A B 5-8ECH BB R OMERRRRS AR L€ R~ R 2
MBI Z £, NOAEL % 24 ug/le/H (79 4 ng/kg (KE/BIZMHY) ERE LT,

F 23 WUTEITLZT VRV A NARES 3 EE CUX90 BiE) #&5HMF DO
EREO RSB [ (SE) ]

Eigon it Sl He 5 EA BHHEF O ZEE (H)
(ug/t/H) (H) %1 ARJEH %2 HRJEH % 3 H A
31.0*+2.1 28.31+2.9 30.2+2.7 28.0*X1.2
0 <24> <6> <6> <6>
19 31.3*+1.1 29.0+0.7 33.8%=5.0 29.0+1.5
<24> <5> <6> <6>
94 30.9+2.0 29.0+0.9 27.6+0.9 33.2+5.8
<24> <6> <5> <6>
18 30.9+2.2 31.5 51.7+12.9 26
<24> <2> <3> <2>
< >

6. EBHSHHBREUESAMERER
FENS AMERBRIE N S TR0,

(1) 1 FHEEESEHEHAER (Sy M
7w b (Wistar &, MEHES 15 DE/EE) (27 /L b L/ 72 K% 1 ERTRAER S (B
BHIREE L LT 0, 2, 10 X% 50 ppm, #ERY/EBEEITFR 24 ZM,) I L D 18MEREME
BRANFEN G S 7, 5T ERICERE B FI2VRE S, 7R D TR G T 22 XE 23 A
(TR 4Lz,
50 ppm FEREORE 1 FINFEL L, 2 ppm &5HEOME 1 F1HMARAL K OWER e 2 2
L7clzth, UhEZHEIEAE SNTh, T DOMOPEREI RG-SR 95 —fikiEDZE
fblTA B2 T7,
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RE, MEFAIRE, MK L FRIRE R ORI 5 5- OB I A b e o Tz,

fifgs B BT DOV T, FEFH ARSI S AL TV 3, 50 ppm FEGREDRFE D
KK OFERT EBEAME MR 27 LTz, AR ORI OV TIRHIE S TUVOR0Y,

FRRClE, ®EEHEZ S TORIC, FEORRT,. TEREOIE, BiRoRmH
& (W) SEBUL S0, TREER IR I3 SRR T 2 B I A B e
-7,

BT 22 E 23 HRRITHAE L7-BECTIL. 50 ppm F5REO KSR E &2 [BHEEHER S
Hoiiz, (M2, 5)

EMA 1%, A#Bk D NOAEL % 50 ppm (4.3 mg/kg K/ HIZMY) EEELTW5,

(ZH4)

A ER CTlL, BB AESE N T2 ICFEZ SN TE 6T, BEREE LIRS 72501
SRR OE IOV CIEIE ST TR, L, 58 THRICEBIZEIRNER T b
THY, HRERIIRGE TRICEEENZ R L., BREZeERZERIT, WEFrost
PNFEE S AU TRV, 50 ppm $GFEDRETA B AT FEER Okt K OFEXT E &Y 10%
PLEDOWD 2R L TnD Z EnbmEtE st 2, Alkd NOAEL Z7£T 10 ppm (0.79
mg/kg (RKE/H) . TR AED 50 ppm (4.3 mg/kg (KE/HITHHY) ERE LT

£ 24 1 FHRERGHEER (T v ) SBT3 EERE (mg/ke (RHE/H)

IREFEEE (ppm)

et aeain il 2 10 50

Ji3 i3 Ji3 i3 Jai3 i3
91 0.25 0.26 1.27 1.18 8.65 5.20
o4 0.15 0.17 0.79 0.81 4.00 4.40
% 26 0.10 0.13 0.55 0.68 2.65 3.65
% 52 1 0.09 0.13 0.55 0.71 3.00 4.05
) 0.15 0.17 0.79 0.85 4.6 4.3

(2) 1 FHEERESEEHRAER (1 X)

AX (B—=27 VA, 14 0Aln, 11 VTR OME 2 DU/ 5RE, MERES 2 DT/RHREEE) 127
v kLA NIRRT ERRERS (T L A A RELTO, 0.04, 0.2 XX 1.0
mg/kg (RE/H) L., BB FER S N=, BEFTREE 25 1R,

ARERHIR R, FECHIE o7z,

(RE, BEFE, BSP RAK OIRREICEGOREIIA LN T, (B2, 5)

EMA X, 7V kL /7R N OSEERFREEIC BRI U7 B8 (R /LE KT
B OEERD LK OYEEERFEAIATR) 12H5&, LOAEL % 0.04 mg/kg {RE/H &%
ELTND, (BH4)

BWEEZERIT, ETORGHIZBNT, FE L OEBOREL ST 5B
AR FAIET R (FERIEO(L AR RO IR BRI R ZEEE) NELNTZZ L6,
NOAEL ##&E &4, LOAEL % 0.04 mg/kg {K&E/H L& T L7,
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# 25 1EREEERR (1 X) 2B 5EMEETR

B5& i i
1.0 mgkg KE/| - BIBREOBITHEZLY « R ERVEREHE D BA & 7072 il
H (FE P )
- GLDH D772 830 (FE P
{8 )

« FEARD Sy ERIRIER I O (ki
Ire (T EPIIEZE )

- Rl R O BATHEZEAL

0.2 mg/kg K=/ - SMEE OIERR

HLLE -« ALT DOfED 280

0.04 mg/kg (REE/ | «RISZRROMERIEEOWBYD* BISIAR| « —@MEOFLIADER, FIRFEL

HELE DOIREMEOZENE, FTEROIKT|  (0.04 X1r0.2 D&)

- FENEOA, FRHIRaOREA
& O FLIBERR OTEE b

* R TP I S AU TURVDN, FE R LT LT,

(3) 1 FHEEMHSHRAR K <5EEH>
k(LW SRACHERR, #9 32 iEllin, MEMES 8 BR/RE) 127 /L ML A N 1 FRERETR
5 [REFEE 0, 0.5, 1 XL 10 ppm (0. 2. 4 X 40 pgke (AE/BICHEYS)] L. &8
PEERMERRER D S S 407,
PERHARTR . KRR, 0.5 OV 10 ppm FEEREDOR 1 Fl23AT, EEhEE &K VAL
TOTUEIZ X D URE & STy, 5 L IFBRA RN EB X b,
—IRAE, FBEFE K OIRBIFAOME IS, BEITRRT 228 IA b o7z,
{KETIX, 1 ppm VL EEEGEEOMET, HEIMEENZ LT,
MEFHIIRA T, B5ITRRTLEEITA LR T,
MIRAACZFRIRRAE CTlE, 10 ppm HG-HEOMERECImEH Alb 2 OX Chol 73 - L7=,
E#RE A TlE, 10 ppm HERHECREE, R LR, B8, A& 02 Okt EED
BERKMEDRA G, HETTREOMEENABICEMEZ R L7, 1ppm HGHEOLE
TR RO EEDOADKE CThH -72, F£72. 1ppm LL EEGHEOLE T
HEMIETH 7225, MOFT RN LEEFIRERITIZWEEB b,
JRERAARR AR A ClX. 1 ppm UL EFRGEEOMET, fFEMMROBD 2R BTz, 1
J 10 ppm FEGEEOMETIZENLEIL 4 B OEFENZIFROEED A H31F, 10 ppm
BeEREOME ClI = IR OFLIRIRE O b A bz, (B2, 5, 6)
FDA 13, 4382123517 5 NOEL # 0.5 ppm (2 pg/kg K8/ ICHY) L aE LT
%, (ZHE6)

b e MW THY | BT — 2P A0 ThH &b, ZEERE L,
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7. HEIERESMHER
(1) 1HEHREBEAR (v k) <SEBEH>

7w b (SD %, 9, MR 12 0W/ED) ZHW=T IV L/ 7R FOIREEE S R
EHREE 0, 25, 50 X% 100 ppm (HEAEAREA) ] 1T X 5 1 HAEBHEEERD I S 7=,
524k 21 BRI D 3 HEE ORI, iR &K ONHER 21 B EORFLEIR 28 U T
FEii L, WEWOBEILL . BEMW K OVEEW 2SRRIV, ARBRIZT v R ARV
2 GRS [11.7. )] OHERERBRTH D,

BEW)TIE, 50 ppm BEEEOME 1 #1825 ppm FE5REDME 3 1 TIEFEATR. & B
LD THRIINHHALEDY, FETHENER -7, 100 ppm FEEHETIL, HER&K OB %
i U CREREMY) OIR BRI S -, 22RT 21 BN 0 48 HERER L7
AAT TIE, FIEHAA R TENE DD TED 728 S BRI 3 Dm0 5
TN, BEZEIRL . BERBIERIEE 2 UMEHI o7, SZRATEREE, <IHRRE
ZETWT OB T HIREN 2~4 A TH-7228, 1FESRIT 50 ppm UL RS
BECIKT L, R, WINoOETYH 21~23 H CIEREOHEHENTH -7, F
BOFER, RGO CHEIEAMIBEAIIERTHLNNES L, RO ERIIE
P 5RECAHBICMINT L=, 100 ppm #5-HEOME 1 5T, 2 ILAIEH L7ZH DOFERNIC
FRVEDFRAT L T BIRS A B LT, B AR RO ClE, M TR UMEE ERo
W XTI — I BRI IE TR O T3 A bz (FFREE 0/12 Bkt
L 25, 50 TN 100 ppm & ERETENEIL 1/12 1], 3/12 B O 10/11 B) . HETIE, &t
FREEL 100 ppm #5EEOR TIFERATRIZZEIIA DT, SEEREK OWIlaE b EFED
#HIFANTH -7,

BEGHICRT DENERE, SECRROEEIREREIC, RTIREE L ORI CTHE TR
[CHBERZTRD e o1z, Z3LH K OS5I OB VA S200 7o S R 1 E
EALBIEINT, WEICERT BTN oT, (B2, )

(2) 2 HAEREHER (Sv k)

Z v b (SD %, MEfEZIZ0 11 XOV6 @) 127V L 7R N aRERRE S [1REH
JREE 0, 0.4, 4 XX 40 ppm (FHEERHENCER T 2B EBIEITFR 27 28) ) L,
2 HRBGEEER N EhE STz, RBRTIEZ R 26 (TR LT, Pt (MERES 32 IU/EE) <
%, WEEZ N ENAZRE 14 KON 49 B HOilBRiE THREE TR G2 506 L7z, Fia (U
% 28 IU/BE) # 2 B (BGHEKUSERGHD) kL, &8 4 805 63 HEERE XX
IERETERL, TR, MRK ORI TRIC Fla a5 L, @EShed -
72 Fra OV F 8% 6 BlIH IR Uiz, £/, F1 2BEALE. P R oMEE2 HOS R &
B, MEAAER 20 BICHIRT 2 & & bic, HEURICE W ELNTRIEEZ AT
L7, BEHTRAER 28R LT,

BlEWOBIZECIE, WTHoRIZIEW TS 40 ppm BEGREOREDREHEITEDME)
(AR L, RRBRE OHIRRMET Uiz, 7. P R CIXREIE R OVAEE R K

6 HERTEABRTHY . WHRWEERENTRHATH D = & R OREBRG ) S REW) ~DE BB LT
MEBL ZLIXTERVINS, BEERE L,
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OWE N, Fi R TIIEFREN, Z VR T Lz, RBEORETIX, P XN F o
WTHUTEBWT G R, B B OEZR/AIS AR O B I A BRI EN A BT,
P {CTIE, & BB OB O B EOA B 7 KME & QRO EEOF B2
BB BTN, Fr i CoEmic Z o & 5 RE#hixiaoniei-7z, 4ppm 58
ORETIE, RBEANIIREEOKEN, P R TOABIE INT-N, BIERGEIZEEI LA
B oTe, BEFLFRCE G2 IE LT Fu Bl OBFHRGEIIE. WTHhoBS5ETY
AN bio T,

F1 L%%b%@%ﬁ%imi\ 40 ppm ¥ 5HE TR T OAEFERDOIE T RO, [FIEE
ORI CTIE, BRBZEOT-DIZT L a—/VEE LI RECO AR PR S E 2
R, L7b L [ERED PRSI 0 4R S 72 4 ppm LA R R GREOMEN O2 155
DREZ, ZO X5 2EETH LN oTz, Fo REMWOBIEETIL, 40 ppm EHHEORE
THIIR, ., BELORNIIROEGEENE LIET L, 25 OIEEEOMcEEIC
IIRHHRRE & O CREFHEMICE BRI SN, [ABGEETI, MoMRERIZH
HERKERA OGN, RIZEHRIEA DN -7, (B2, 5, 6)

EMA KO FDA 1%, A3 BI23517 % NOEL % 0.4 ppm & 3%E L TW528, HEHEIX
I 0.03 X1 0.016 mg/kg (KE/H & E£ip>Tn%, (B4, 6)

BinZERB R, 4 ppm U ERERFORETRF/AILAROMET EEOIKE, 40 ppm

B CRBHE, WREEOFRIEREOIK T, WERAFROKT, WS Fe HERE)
b STHRAY 1N ﬁ%kﬁiﬂd)\ﬁ%@ﬁjﬂ?@ﬁiﬁ—ﬁﬁ)ﬁ LT EnG, BlEW
% NOAEL % 0.4 ppm (0.03 mg/kg {KE/HIZAHY) |
% 4ppm (0.42 mg/kg (RE/HIZHEY) ELBEELT, 1 FayiZks

# 26 2 HNEIHE

i%‘ [\thﬁﬁll) 7L\_o

MR (7> b)) O

o
REMW) K ONREIZ%T4 5 NOAEL

\ RCA=E" @Jmﬁz
ftft HAR () o s
1[aH
. I - 49
" i 14 Mk Z B 14 TR 49 BRI D
M 20 | kR 32T | 5
IR - HpE 21 Jfiss
A BeRE, R REL L CHERER 28 U/REE
SR
PAEIRE!
R %10 HEHE 20 A Ol 7 EEIBIEICEIR, AT
S 20 ”f%%% P
1R 20 RIS CHE & TR,
Bk 63 B SN o7 Ty BELEIERET 6
Py AL 20 BERFER- 28 DT | SRR S5
HEHR - HiE 21 B RSN B 40D 63 HREHEE- X
RoOWE - B 21 (IR, P RSB EIR,
Fy B 21 6 BRI IR

26




# 27 2HAEBGEARR (T v &) OWBRYERERE (mgkg (KE/H)

IREHEE
P GRFH 0.4 ppm 4 ppm 40 ppm
Vi3 i3 Vi3 i3 Vi3 i3
P ABC AT 0.03 0.04 0.31 0.42 3.11 4.16
F1 ZEC AR 0.04 0.04 0.40 0.43 4.12 4.39
Y 0.04 0.04 0.36 0.43 3.66 4.28
= 28 2 HEGEEER (T v M) (2B D@MEATA
. B.P. R R Bl:oFL . F
R i m i n
#1140 ppm ARERINED| - KR, MRE| - (KREHNED| - RREE KU
G il FOFRE K| il PRROIKT
7 CFEHR RO 0T - RS I OVKS B
RO M %t & RO M %t &
HORfE EORfE
* REFEOIKT * REFEOIKT
4 ppm - FEEE/RIS RO |4 ppm LT 4 ppm LU 4 ppm LUF
Pk fxh B E& O K| TFEHET R L AT R L AT R L
fil
0.4ppm |FHMEFTRRL
IR {40 ppm LR O AR - WELIEOATE| - iR, B | - iREEOK
) RIKT LT, FER | B EARE O E
¥7)| CFEE. MR E| AEOKT E/RIN RO E
R, FEFE/RINL BOIRE
iR Ko OV fige oD
K & O K
fil
4 ppm TR L BT R L TR L BT R L
IR
8. R&eMHER

(1) BEMHER BB <sEZEH >

K (fEARBE, 9~10 7~Hkn, W 15 BE/AHE) (7 v b L/ o R MNFIZ/D& (500 g)
OfAete & HIRA#ES (0 X120 mg/EE/H) L, AARMEREBRNE G Iz, BE521E
IR 28~112 BIZ T- 7=,

BlEWORE, R, FERH. WEmosxE, BEamo i ERMREZOWT
NOMEHEB IS HERIIA LN o T, BEREOIREMW) OMRERINRIT, <tREECE
NTHENARE TH 7203, BETIIR -7, REMICARETROREITIRD b
molz, (B2, 4, 5)

T HZBRAT O LEMEOHBRTH Y | ATHRAENRR L ITRLR L L6, BZEERE LT
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(2) Z2MHEBR BB <sEEH >

ACEA L7 MERR. (SLFERBA, 10 BE/RE) (27 /L b L/ 7 2 REI A 14 B DS [0,
15 (#HE) T 150 (10 F8E) mgE/H] L. MR 2 s hi-,

ARBRAMITA 204 BRI THY . Z ORI GHIM, RECHAM, R R O%
FLHIMNE £ 5, BEEEZMEKZ 43 BRI L 7=, AFF 30 BHOMEKZ 1 BE47-V 10
PC4*0 3 BEICIR D /31T, #RWE A 14 HEZhIo>TEH 1 BIREER G L, BED
BIEIINE LI OW O HAZECHAR OfH ) (B EBAH% 67 H) £T1 H 2 [MI%EfE L,
FEIEMFRD Bz 10~14 BRI KON 22~26 BRI IC N T2 6 L7-, ABCHAR]

(Pe5-BatA: 19~67 H) & THRICHELZ R LTEBUIEE L T nZ EVHBA L7
BRI, SRR Uiz, oifetkid, a2 4% 21 BICEEAL S, 4% 21 BRNZET L
T ERITEIRRICBE U T, 4ot U7 BRI, #0085 5 B AN DD IREM OBEFL% 10
H LAPIZ R LT,

FERAFR 29 IR LT,

ZOHICERET D IEA R LR, 5 1 Bl AT 2HRE, g,
SERIAR B OV et OFSIEIENFC, BEM CHERZITA DR o 7o, AR, AR
B, BELEEL I TRRIRE. SEREIRER. BEFLAPEC R, AR R OBEALRHAE, WO
(BRI G BN ZE XA DR Do T2,

HEW L, REN OMEEZ(CICERIOBEWIA ST, REE, MiGFAIRE RO
JEERE RIS ORI DN o T, FRR T, BN Z < DRI A B
T=DHTH Y EORBUIBEGIZBERED H 5 b D Tld7en - I, IiRAECFAIRE T,
Cl. SDH. GGT. AMY. Glu, Alb X ONA/G A FRE 3 BERICA BT LR -
oo AEZOHONIZIHATY, 3 HRIOFEHFIIRZRITNE <, SMEIXEFREOH
FNTH 2 7= DA FRI e BEME IRV & E 2 b,

IREMCIL, SRR R OBER] & YR E 15 5- OB 34 H AL 7e o 72,

PLEDOFER G, TV R L) A N2 BEEOFREORIYHLIZHWS Z L IcBLT,
B OZ MM OBBEL W2 LAVRENT, (BR6)

% 29 RSB BTV kL) F A N OSGER OB R H B

HAH ‘ﬁ

KFE R 10 f5&
BE#FBIEETORE (4 /) 7.2 5.6 8.9
1 NIRRT DERE (%) 90 100 70
ZHER (%) 82 100 69
R (%) 90 100 80
IR () - B) 115.7 115.9 115.8
EE2ZE (Multiple mating) % (%) 10 0 30
DRCE 2o THHRIEOES (%) 0 0 11
BB ETCORK (F: A) 26.4 25.6 26.9
—fEY7- 0 OHER (7 : D) 11.0 9.0 9.3

8 FRITAT D UREMDORBRTH Y, AFERARMRR L (3825 Z Lnb, ZEEEL LT,
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—REY7- 0 OAERE ()« D) 9.7 8.1 9.0
—JE47= 0 DA TR (7 : JT) 0.9 0.0 0.0
—REY47- D OIFER (P : D) 0.4 0.9 0.3
BESLATET= R (%) 3 9 12
—E 4 7= OBEFLIKEL (P : o) 9.3 7.4 7.9
S AERHAE (kg 1.5 1.4 1.3
EEEEALRFAE (kg 6.2 6.2 5.8
HIZEBEEAL F CoRERN (kg/H) 0.2 0.2 0.2

9. ZTOhDAER
(1) ZILbL/ TR FRUOREMIORILE VESE

b MNEEFRLVEY BZAE, v~ AINATA /LA (Mouse mammary tumor virus
MMTV)) O7aEt—4 =KWy 7 =7 —8BLR—¥ -84 EEA L CHO
fifa (CHO-PR B-pMMTV-LUC 1E2-A2) %, 7/V kL /7 A F RO ORGP ONT
TV L FA NORYERE 107~1012 (12 2 ORECTHIMLTEEL, b0
EERBNLVET T2 MEWEEZT T, B E LT BKx Ao Ehaeslin

[11. 1. (5) ] T#5- 4.5 Befiith XUd#% 5 15 B ICEE S LT iR ikl 2 v 7,
HELA KON T OTZ 7120, BEREOROIFIZT /v R v 2 7 A R % 0.5 nglg ZHRN
L CERL U 7250l 2 VO 2, VB L AEMET ECso (BREIGD 50% % <3 )

(ZE D FEm L7,

ZINENDOFELD ECso 23 30 IR LT2,

TV RV A NOBRMEROFNVEAGEZ, Dl &L TV L A RO 1/1300
UTTHY BB L7727 T 07 L0 EWE 2R T BEREE RISz,
TP AGEIERHE) (01 B) OFEMEIZ TV R L 72 R 1/380, 431 B OAIKS R
W K ORI E O RRAMEGE ) (0 C) OIEMHEIXENZENT VN L ) ZF A RD 17
K15 Tholz, M2, 4, 5)

#* 30 TNbL /TR ROEODREIOTNTE AT 5 ECs (nmol/L)

ek 5 =P ECs (nmol/L)
1 TRV AN (437 C) 0.08
2 TRV A NOBRMER (41 C) >100
3 B 5 4.5 FRE% OfFigd 04

(57 C - HesaOtiE DR IENE)

4 $5- 4.5 BFEIER O gt 0.5
(571 B : DK ONVK S F#4) '

R L 100
(53181 B - O ATHERBIONAS )

o |HE5 45 WG ORI G B ; Rk AT vo s
e ) .
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1. EFEEEICH T 55FHE
1. EMA IZH T2 EHE

EMA © CVMP (EWHEFKMZEES) 1E, 1999 /£, 2002 47, 2004 FF K& 2012 4
IZT7 VNV A NEFHIL TV A,

1999 FEDOFHlIZIWT, CVMP 1, FFEAERTT /L b L/ 7P A REREEEZ RS
I T B, BMERERER K U AMERBR I I B C T L2, 72, 1997
~1999 T, TV ML/ A MIEEN TRV, AT 1A RRLVE Y OEEER
OFNAMEICET 28 LWAAENMSE SN TEY , EIZ 1T A N T VA —WIET 5T
— X OFHHIZFWT, CVMP X, AT 1A RARLVENT in vivo DiEEEEIT 2L, £
HAFRTEL I OV VE U ROSICER S5 K DS EOESEAICRB WO TORREBRAMED FTEE
MEPRELDL E LT,

v e 3 B RREHR 5B K O A V- 3 20 H IR O 53R CE b=k
NVEAERICKTT S NOEL 4 uglkg (RE/HB, 7 v b & HWz 2 EGERER CE 5
N7=#wMEIZx4 % NOEL 0.4 ppm (0.03 mg/kg (RE/HIZMHY) L0{RWZ L5, K
VB AERICKTT S NOEL 4 pglkg (KE/BICZ2F53100 Z@HA L, 7V L/ 7 A

~ DA — ARG AR (ADI) & LT 0.04 ngkg (AEZHRE L, 20 ADI 1%
2002 K N 2004 FOFHI T HEE SR -T2, (B 8~10)

2012 /2, EMA IZ7 v L A R Z2BFHE L T D, CVMP (&, A/VE AEMED
ROBHEREETHD E LT, 2172 NOAEL 4 pg/kg (RE/ B IR rEFEIEE 20 % H
WT, ADI % 0.2 pg/kg RE/H ERXE Lo, T ORREEREUC OV TIE, FHl7ZemETH
T, HEUER7R 100 2V, fZEE 10 205 2 IZ T, likE%2 10 O F FEFH
PRI 20 NHWON, (BR4)

2. X[E FDA [Z$I1+55Hf
2003 4EIC FDA X7V b L 2 A R EEHI LT 5,
FDA (%, H a2 HW= 3 HiREER 538 CE o =R vE AAERICRT 5 NOEL
4 pglkg (RE/HIZZ 2100 ZEH L. ADI & LC0.04 ng/kg (AH/H Z5E LTz,
(=M 6)

3. EMBAFIZHIT 55T
ZME, 1992 TV ML TR M EFHE L TR Y | BEFARHERE RO E& L
NOEL 0.004 mg/kg K&/ H 75, ADI & LT 0.000002 mg/ke K&E/H (0.002 pg/kg &
H/A) ZREL WD, (B 11, 12) ZRAEIHOWTUIERHIHTE S TR0,
WHET 5 & 2,000 Tholz,

4. Health Canada [Z§ (715 5Hi
Health Canada @ Veterinary Drugs Directorate |3, 2005427/ L/ 7 A M &
FHMmL TV, ADI & LT1.2pug/t MNHZFREL TS, (B 5) ADI ORH#LE 725
72 NOEL R°Z2fFEE IOV CUIERHIIRL SN TEB 57, FHllI R~ TH 5,
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IV. BaEmEE T
1. EMBERUEEPHFEICONT
(1) ENBERVESHR

7w b KR OYEZ Ao g iR FEli Sz, T v MR RAWTEREY O A
AT A T EV T ARBROBEREN D, EAKEIC LD EARIRIT D7 < L BT
82.6%. MET 81.6% LB bz, FEABROIMERND, TV b/ 7 A MIEITH#
o LTz, BRSOV TIE, —HORORBT, RIS ETH o Tm, Ko
ROFBRERFA N T >~ RO OSBRI CIE, 77 0 RS ST
BIAIT & 2 IRt 2 A L3t b T o 7z,

B O & TR S S e, 7oL b L A A MG 21 BRO—H0
FHIBIC 3510 T 8K 0.4 nglg 2RI S N8, 2 DO HITZ LRI ERIRA
ARl 72 o7,

(2) EEEHHER
TRV A RE TR oSl Z R in vitro DRITEZSSRE BRER T,
SO F1E T CHEZ R L7208, oD in vitro iRER K O in vivo iRER Tl RN E L
TWHZ b, ARIZE > TRIEE R ABEEELZ RS RN EB I b,

(3) HRMEMAR
FAMERMEREE S LT, 7 v RRUYHLE 788 O SO RERR 512 X 2 38
FEI NIz, TNV FANOREGIZEHENT, EITHVE AERICHES Al
(FEER. AR OREFEI ONTIRER) Ot E & DR L OYRE AR 2 b (el
SERRR ONEEED 53 DY . KRR FIERDIRT) Th o7z,
®HIEROWHBETALN R, VLW 3 AREN (X 90 BHE) o5
HERD 48 pg/Vt/ A FGHECIS T D A BRJEH R ORI A LVE S EA~DEETH D |
NOAEL /% 24 ug/lt/H  (§ 4 pglkg (AH/H) ThH-o7-,

(4) BESERUFENAMEER

7 v MO Xz AW 1 FEBEEEERBRONERE SN, ZNo0RB AL
2T AR CTA LN b D LFERET, AVEAFRICEELZ LD KT
RO, BINZIROREYEDZENEE) TH Y | EEEELR ORIEREZEGITAA B e
STz,

HKOIEWHETALNTZ AL, 4 X &AWz 1 FEEEEFEERERO 0.04 mgkg (K
B/ A BEGHIZBT DANIIROZE M CHEFEROR T, FEPREOA, RSl R
&b O FUBSERR OTEME(LE TH U . LOAEL 13 0.04 mg/kg (AH/H Th o7z,

TS AMERRBRI I FEE S LTV R W,

(5) HhEsESMAR
AGEFAEFEMERERE LT, 7y MW 2 tREGERBR S Efm S, TV RL )
TANOBEIZ L D80, MREORE LRI DT ROIRT., R, ik
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FRONFEIEE DT, HEROAEFROKTETH T2, BEMWIZXTT % NOAEL I3
0.4 ppm (0.03 mg/kg A=/ HIZAEY) | WWEMW) & OWNERIZ%T % NOAEL i3 4 ppm (0.42
mg/kg RE/HIZHEY) Tholo, {EFIIEITA LR -T2,

FET - WA O AERHRBR I E i STy, BEEEF TS 503K 2 W
7o R MERER Tl & R AR A TR A DAV TUR,

2. BmBEEZEFMICDOLT

KRR EEERBRE RO, TV ML SR NMEL AR E > TR E e S8 5N
ERIIpNEEZ BT, Fo, B AMRBRIIFE S TRV, KEMREE AV
7= 1 R EMEMERER T DN 2T B AERICERE L 6 O Th Y 21t
K ORIMEREMNEZEITA bRhoTz, LIz T, TV b L 72 MTEEEER DS A
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