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4.3. B{EFHE

ﬁ%%&ﬁﬁﬁﬂd)&jﬁ:D&%%sﬁﬁﬁ?ﬁi’ﬁ@ﬁéﬁf:o BREWEATY—F—
TERLTHEARREIIED, ERERACEVWETFEY CF2ALWTIHRORE
L7, '

4.4. BREREBIUVHENSHK

AEEROAUEOZEROBEHR (LD50: 5 gkell k) RoVICHERAREHICK
D, EBAEELT2000 mgke2BR L CRBREERL =, REAE, EASY
BBXUEHMERZLITICRT,

5 E wE5HE EHENE (BMES)

(mg/kg) v
1B H 2000 3 (101 - 103)
2 |EH 2000 3 (104 - 106)
45. HEHAR

LEBYWEE TLORMEERORD, E?ﬁﬁﬁﬂ(.(kﬁ%%ﬁﬁ%ﬁ, HE#H;) T
IOmLIEFREBEL TCHSKEZFAE L 2. BEAEIZI0 mL/kg& Lz, :

5 CBRYEBRE ERYERE
(mg/kg &) (mg) (mg/mL)
1\ H 2000 2000 200.0

2 EHHE 2000 2000 200.0
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AL, i, BERTHROBAKICOWT, ARBEEREERTELL TRV
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Table 1 Mortality - Female rats
Dose Step _ Time after administration Final
(mg/kg) 05 4hrs 1 2. 3 4 5 6 7 8-14 days mortality
2000 1st 0 0 0 0 0 0 0 0 0 0 o / 3°%
2000 2nd 0 0 0 0 0 0 0 0 0 0 0 / 3

2. Cumulative number of animals found dead during the observation period per number of animals treated.
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Table 2 Clinical observation - Incidence of signs in female rats

(IET 03-0086)

Dose (mg/kg) 2000 2000

Step Ist 2nd
Clinical sign Fate fd tk fd tk

No. of animals examined - 3 - 3
No abnormalities detected - 3 - 3

Fate: fd, found dead; tk, terminal kill.



Table 3 Body weight - Individual values in female rats

(IET 03-0086)

(g)
Dose Ste Animal Before Days after administration
(mg/kg) P pumber administration 7 14
101 140 174 189
2000 st 102 142 173 186
103 153 184 194
: 104 147 180 189
2000 2nd 105 151 181 197
106 143 164 181

16



LT

Table 4 Necropsy - Incidence of macroscopic lesions in female rats

(IET 03-0086)

Dose (mg/kg) 2000 2000

Step 1st 2nd
Site and lesion Fate . fd tk fd tk

No. of animals examined - 3 - 3
No abnormalities detected - 3 - 3

Fate: fd, found dead; tk, terminal kill.
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Appendix 1 Flow chart of acute toxic class method with a starting dose of 2000 mg/kg body weight

Starting dose
1st step Smgkg 50 mg/kg ¢ 300 mg/kg 2000 mg/kg
Number of dead animals 23 | 01 | 23 | 01 23 | 01 | 23 | 01
3 v A4 v
2nd step 5 mg/kg 50 mg/kg 300 mg/kg 2000 mg/kg
Number of dead animals| 2-3 0-1 2-3 | 0-1 2-3 [ 0-1 2-3 | 0-1
| | A |
A A v A A
GHS category 1 2 3 4 5

(mg/kg) >0-5 >5-50 >50-300 >300-2000 >2000
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Appendix 2 Mortality - Identification of scheduled or unscheduled death in female rats

(IET 03-0086)

Dose

Time after administration

(mg/kg) Step 05 4brs 1 3 4 5 813 14 days
101) (102
2000 1st (101) (162)
| (103)
104) (105
2000 2nd (104) (109)

(106)

(n): Scheduled death.
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Appendix 3 Clinical observation - Individual data in female rats

Dose Animal Time of
Fate

(mg/ke) S0 number death Clinical signs
101 ik 144 No abnormalities detected
2000 1st 102 tk 14d No abnormalities detected
103 tk 14d No abnormalities detected
104 ik 14d No abnormalities detected
2000 2nd 105 tk 14d No abnormalities detected
106 tk 14d No abnormalities detected

Fate: tk, terminal kill.
Time: d, days.

20



Appendix 4 Necropsy - Individual macroscopic lesions in female rats

(IET 03-0086)

Dose Animal

Step Time of Macroscopic lesions
(mg/kg) umber death ‘ ‘
101 tk 14d No abnormalities detected
2000  1st 102tk 14d No abnormalities detected
103 tk 14d No abnormalities detected
104 tk i4d No abnormalities detected
2000 2nd 105 tk 144 No abnormalities detected
106 tk 14d No abnormalities detected

Fate: tk, terminal kill.
Time: d, days.

21
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Appendix 5 Environmental control - Temperature in the animal room
(Animal Room 116)
CC)
Month November December
Day Year 2003 2003

1 - 21.5 ~22.1
2 - 21.8 ~ 220
3 - 21.9 ~ 220
4 - 21.8 ~220
5 - 219~ 220
6 - 219 ~ 219
7 - 21.6 ~ 22.0
8 - 21.8 ~ 220
9 - 21.8 ~ 22.0

10 - 21.8~ 222

11 - 21.8 ~21.9

12 - 21.8 ~22.0

13 - 21.8 ~22.0

14 - 21.8~222

15 - 21.8~222

16 - 21.8 ~220

17 - -

18 21.8 ~ 220 -

19 21.8 ~ 220 -

20 21.8 ~ 220 -

21 21.9 ~ 220 -

22 219 ~222 -

23 219~ 22.1 -

24 21.8 ~ 22.0 -

25 21.8 ~ 219 -

26 21.8 ~ 220 -

27 21.8 ~ 220 -

28 21.8 ~220 -

29 219~ 220 -

30 21.8 ~22.0 -

31 -

-: Data not shown because of the absence of animals in the room.

22
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Appendix 6 Environmental control - Humidity in the animal room
(Animal Room 116)
(%)
Month November December
Day Year 2003 2003
1 - 47.8 ~ 59.1
2 - 528~713 a
3 - 51.7 ~ 55.1
4 - 522~ 55.9
5 - 52.7 ~ 58.3
6 - 553~ 594
7 - 53.1 ~ 60.8
8 - 53.0 ~ 61.1
9 - 53.0 ~ 64.5
10 - 52.6 ~ 61.5
11 - 50.8 ~ 57.6
12 - 554 ~ 60.2
13 - 54.7 ~ 64.8
14 - 535~ 614
15 - 529 ~ 62.7
16 - 532 ~ 644
17 - -
18 50.1 ~ 54.2 -
19 50.3 ~52.5 -
20 49.8 ~ 51.6 -
21 47.6 ~ 54.0 -
22 472 ~ 58.7 -
23 49.5 ~ 549 -
24 49.9 ~ 53.5 -
25 49.4 ~ 56.1 -
26 49.0 ~ 55.2 -
27 53.0 ~ 56.4 -
28 533 ~ 59.8 -
29 532~ 571 -
30 482 ~ 58.2 -
31 -

-: Data not shown because of the absence of animals in the room.
a: A temporal rise following cleaning of the animal room ( <1.8h).
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1. B
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T : %5 1EE (2000 mgkg, X5 v 1) , 2B H (2000 mgkg, X5 v 7
2) LB, REEBDSNESOE, %

BRBREAR - B EIEE, 2EE & CEEEREED ShRP ok,

HE : RER, BEBRTHBIC4BEL I, 2TOBMYWTRSHDEL T
iU TWi,

HRATR . BRHEERTE (B5%140) KA-EERTE, B51EEB L
VBB B, BBRREEIAAD -2,

DLEDFRSS, RBBRMWEOWistar Hannover Bl S v M o BT 2 SfEQS
R BRSRECH > CGHSHF T Y —5icHE S h; LD50EIL2000 mg/kell
tehBLHEENE,
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T

WY 2 R ERETAABKRO T Yy MBI AREROEE2RET DL
HICERKL 7=,

3. BBWE A
% R AFX 2 EE & T 5 AREER
BARIT ¢ HET
oy bES W15080
FHELH : 20034 6 A6 H
% R: Wk
REM : THTHZDH, BEETHERELEAOSN TV S,
RESRE RS
SEAEL . RCEBLEIAFEERERR ST ZREKOME Z A VW'
Z2RAr BB (IET03-0089) |ICTHBRYHEOZRARES L
LT 1mL 28EWML, WHEAREERENAFTARER
RIZRE L.
4. HBRFE

LHHBRIE, BRERECXOERLL.

'¢L HRHY

4.1.1. EFFVBIOEBEES ‘

BAZ L 7HREAELEETE (BAE) 12X E£ES N/ Wistar Hannover#
SPFJ v ; (BrilHan:WIST@Jcl GALAS) DfZRAWNWE. T v PREEROEM
HBRICHAAINTVWASEWETH Y, POBERRBHICHERINTNRE I LI
DZhEBEL K,

4.1.2. AHRA& AEGERBLICARE

% i e EE AT AR H
188 Liii3 8 140-170 g 6 20034114 18H
2/ E i 3 8 140-170¢g 6 20034E£11H25H

a) LEEDSOHFHOAERE ; RRFIEZICEDCHEAN (140-170g) THoJz,

4.1.3. BifeHArE ,
SHBICTHEAL, BYrRRBEBIC7TAMIMt L. TOREBEHYZHEL,
BENIWI L 2BEALTRRICHEL .
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4.1.4. #®ERER
16 H, 2EE L 9B THAE L,

42. BYEEER

421 FEREE

Zi|22 + 3°C, BES0 + 20%, BKMBIOELL L/ (A—NV7Vvviax?
—AR) , RARBIZKE/E FRTRALT, FRTEHET) CHBS N8P
BE (BME116) NTHBER2Tol. 81U, 27V AHETE S v 7 [T
L5 L ZMEESEr—Y (310 Wx440 DX230 H mm)IcNB L=, 14—
PICEAT AEMEIEI R RIS, BE5BESCE LE, F7—VICZHE
£5, #BWESL, RBRoEE, U3, AR, IVESSIUEARNEHELIL
ESRNVEEM LR, RBREMPOBMEORES X OEE % Appendices 55 &
P6ICRT COHET, BEICOWTEABRRBCEEER2RIZTEEDNIESE
EEEDehEDP ok, —F, BEICOWVWT2003E1282HICHABEEDHEHICS
EHEE LR o=, LPL, COREOMEMEIX1SEME NS GRETHD,
BROBED NS, ZOBROHEPORBIZHGBEEIRShRP o=, TOZ P
5, RBRBICEELS 120 TR o= L L=,
FARICIZEESERMFEER (Lot No. 030801 ; &V = ¥ VERTE#A S,
HEE) 2, SOHKICEAEBE - BUHRBEEE L REEERF M) YAICKDY
Wit  BEULEHEKRE 7S AF v 7EBKEVERAN, ZhZhEHICEBRE €
ko ABBLUHBKPOBTLEMEDANBEREERLELIA, WThoBEE
EMEFPED-HBEEBEOHBEATH > =,

4.2.2. #YPOEEBIB X TEF
T—VARKBT2BYWOEGHENL, BHCEMPIRIEREE Y V2 U EMT0% T Y
J—=NVBEBERWTCTROZ L BEDO—BEREBTHILTITo R,
No. 1 B (7) No. 2 & (&) No. 3 B# ()
No. 4 58 - & (7 &) ‘No.5 E#e (v n)

BEROEHREREIE ) CBENTO%TY ) —VERZEAWVWTTROZT L HE
ERETHILTIToR. 7 '
No. 1 BEE (7) No. 2 B (&) No. 3 #&#@& ()
BECHEAT 8L, BEYHCI 2 — Y —THERLEILEEZB VT
FEL, EEEOEENLFHEDO+ 20%EBI RV E2HALTHRSICAVWE, &
SROGE@EAZ145 g~155 gTH Y, FHER 151 gTHok. REBWIIHER
XOEBRALE,
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4.3. #EHE

B EBEFBOYFLVBEERNIBHEETHRESI Y2, BREREAF—F—
TEEPLTHEZREICED, BEHENCEVWETEY CF2AWTIEEORE
L7,

44. BREREBIUVEASGHHK
AFEHEOAEEOEEOER (LD50: 5 ghkell k) BRI HERARESITX
D, BRBARELT2000 mekeZBRLTHRBEZERLE. B#5HE, GRS
RBIUHYEFTZEZLUTIIRT.

5[5 REHE EREBME (HMES)
(mg/kg) i
1EH 2000 3 (111-113)
2BH 2000 3 (114 - 116)
4.5. BREWMHAR

BBRYMEETLOREERMONMD, EHAK (KEHEEKKASHE, HEH) T
1I0mLIEFRREA L TREEZRAE L. B#REFEIT10mL/kgE Lz,

wrE# CBRMEBRE HEMERE
(mg/kg &) (mg) (mg/mL)
1EH 2000 2000 200.0
2\ H 2000 2000 200.0

BEROHAAURICIEZEEOMBORN BT —#, AREEZHEICXORE
T, T, BERTHROBAKIIODWVWT, HREEREERTELLTVERENVZ
EERERLTHIHGEELE,

46. EEBIUVRERH

4.6.1 EUBIUHEKER OB
BEYAIES300 DI TREIC, BEMSBEBRMERTRITEISRL
biH1E, RCOFEBIVEHONAR, Sk, £%, T8, FR, F#H, W&

MR, KR, BREOBEKERCOVWTHMICBEELL., BERAMERGR14
HE & L7,
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162, HERE
HER, BRMERSEN, B5%7H, U ICEEINICEELE.

4.6.3. Hix
BERARKTRE (B5214H) T2z —FVERIC L h BEFEX Y, @
LTABRNEEDEEZRELE,

4.7. HBFE O

BUYSWEO 70 —F v — b (Appendix 1) 5 - T GHS ( Globally
Harmonised System) #5 J1) —B X ULD5OMEO&EBZHEL =,

10
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5. BABRARAE
5.1. ETHE (Table 1, Appendix 2)

&51EE (2000 mgrkg, 25 v ~71) , 2@ B (2000 mgkg, Z5v72) &b
KRCEBDShiEdlrok,

FETRIZ, 1HE 0/3, 268 0183TH >k,

5.2. EGEEIEIR (Table 2, Appendix 3)
#E51EE, 2EB L bic, BERERZEDOR P o2,

53. KEZLML (Table 3)
BEE, #EBRTBITHHBAIZBWT, BREFODEL LTI B TR
LTWiz,

54. HI#ARR (Table 4, Appendix 4) —
BERUMEKRTE (R5814H) KiFo28KRTIE, E5EZInohizdr ok,

11
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6. EEBLUER

#E&10E (2000 mgkg, X7 v 7'1) T, BCHERDShlo/=. Z0D7
o, EHEREO 7T —F v — b (Appendix 1) IZ#>T, %520 F (2000
mgkg, A7 v 72) 2EMLEEIS, ETHERDOhEr>E=, #HE51IEESB
XU2EBORTCREEMERXDOGHSHF TV —ICEBS LHbE, LD5OEE N
EFElk. ZO®HRE, GHSHF TV —5 (2000 mg/kghl L) IaEEhE,

REBUBROBEMMEZEL T, BREREIBEDShRd ok,

RER, RSRTHBIXTI4B L DICEAICEML, —BREORFLREEEZR
Hﬁ&b'cmt:o

BRUEBKRTHRHICT REHRIIBVWTY, BERZOSN Pk,

LEDHERD»S, ZHBERYE DWistar HannoverR > v Mo BT 3 2EE0E
M, SHSRECR> TGHSAF I -5z E X h, LD50EIZ2000 mg/kghl
EthreHEEINE,

12
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7. FPRTBZILFCERPOLBEROBHEECREZRETRVWOHHHEBL
UHBRESIESCDbRP L

HEHEZ2ELT, PRIZENTEZRP-EHBOGBERICEE S RIFTEN
DHHBEE PO, HBREEZEICHDRPOEZLEIUTOEITH D,

42.1 HEERE

BYZEOREOHREMED, S DR

A (p.8) WEHL-tBh, CORBIABRBERICEEZS IRV,

13



Table 1 Mortality - Female rats

(ET 03-0087)

Time after administration

Dose Step Final
(mg/kg) 0.5 4 hrs 1 2 3 4 5 6 7 8-14 days mortality
2000 st 0 0 0 0 0 0 0 0 0 0 / 3t
2000 2nd 0 0 0 0 0 0 0 0 0 0 /3

* Cumulative number of animals found dead during the observation period per number of animals treated.

2!
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(IET 03-0087)
Table 2 Clinical observation - Incidence of signs in female rats
Dose (mg/kg) 2000 2000
Step 1st 2nd
Clinical sign Fate fd fd tk
No. of animals examined - - 3
No abnormalities detected - - 3

Fate: fd, ‘found dead; tk, terminal kill.

qT



Table 3 Body weight - Individual values in female rats

(IET 03-0087)

€3]

Dose Ste Animal Before Days after administration
(mg/kg) P number administration 7 14
111 145 183 193

2000 Ist - 112 154 189 199
113 151 180 185

114 148 181 192

2000 2nd 115 154 185 188
116 155 189 201

16
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Table 4 Necropsy - Incidence of macroscopic lesions in female rats
Dose (mg/kg) 2000 2000
Step 1st 2nd
Site and lesion Fate fd tk fd tk
No. of animals examined - 3 - 3
No abnormalities detected - 3 - 3

Fate: fd, found dead; tk, terminal kill.

L1
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Appendix 1 Flow chart of acute toxic class method with a starting dose of 2000 mg/kg body weight

(IET 03-0087)

__Starting dose
1st step 5 mg/kg 50 mg/kg ) 300 mg/kg o 2000 mg/kg
Number of dead animals 2-3 0-1 23 | 01 2-3 0-1 ) 2-3 | 0-1
v A 4 A v
2nd step 5 mg/kg 50 mg/kg 300 mg/kg 2000 mg/kg
Number of dead animals 2-3 0-1 23 | 01 2-3 0-1 23 | 0-1
A | ]
v v Y 7
GHS category 1 2 3 4 5
(mg/kg) >0-5 >5-50 >50-300 >300-2000 >2000
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(IET 03-0087)

Appendix 2 Mortality - Identification of scheduled or unscheduled death in female rats

Dose Ste Time after administration
(mg/kg) P 05  4hrs 1 2 3 4 5 6 7 8-13 14 days
111) (112
2000 1st (1) (112)
(113)
| 114) (115
2000 2nd (114) (15)
(116)

(n): Scheduled death.



Appendix 3 Clinical observation - Individual data in female rats

(IET 03-0087)

Dose Animal

Time of

(mng/kg) Step number death Clinical signs
111 14d No abnormalities detected
2000  1st 112 14d No abnormalities detected
113 14d No abnormalities detected
114 14d No abnormalities detected
2000 2nd 115 14d No abnormalities detected
116 14d No abnormalities detected

Fate: tk, terminal kill.
Time: d, days.

20
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Appendix 4 Necropsy - Individual macroscopic lesions in female rats

Dose Animal Time of

(me/ke) Step number Fate death Macroscopic lesions
111 tk 14d No abnormalities detected
2000 1st 112 tk 14d No abnormalities detected
| 113 tk 14d No abnormalities detected
114 tk 14d No abnormalities detected
2000 2nd 115 tk 14d No abnormalities detected
116 tk 14d No abnormalities detected

Fate: tk, terminal kill.
Time: d, days.

4 21
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Appendix 5 Environmental control - Temperature in the animal room
(Animal Room 116)
, CO
Month November December
Day Year 2003 2003

1 - 215~ 22.1
2 - 21.8 ~ 220
3 - 219 ~ 22.0
4 - 21.8 ~ 22.0
5 - 21.9 ~ 22,0
6 - 219 ~ 219
7 - 21.6 ~ 220
8 - 21.8 ~ 220
9 - 21.8 ~22.0

10 - 21.8 ~ 222

11 - 21.8 ~ 219

12 - 21.8 ~ 220

13 - 21.8 ~ 22.0

14 - 21.8 ~ 222

15 - 21.8 ~ 222

16 - 21.8 ~ 220

17 - -

18 21.8 ~22.0 -

19 21.8 ~22.0 -

20 21.8 ~22.0 -

21 219 ~ 22.0 -

22 219~ 222 -

23 219 ~ 22.1 -

24 21.8 ~22.0 -

25 21.8 ~ 21.9 -

26 21.8 ~22.0 -

27 21.8 ~ 22.0 -

28 21.8 ~ 22.0 -

29 21.9 ~22.0 -

30 21.8 ~22.0 -

31 -

-- Data not shown because of the absence of animals in the room.

22
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Appendix 6 Environmental control - Humidity in the animal room
(Animal Room 116)
(%)
Month November December
Day Year 2003 2003

1 - 47.8 ~ 59.1
2 - 528~ 713 a
3 - 51.7 ~ 55.1
4 - 522~ 559
5 - 52.7 ~ 58.3
6 - 553~ 594
7 - 53.1 ~ 60.8
8 - 53.0 ~ 61.1
9 - 53.0 ~ 64.5

10 - 52.6 ~ 61.5

11 - 50.8 ~ 57.6

12 - 55.4 ~ 60.2

13 - 54.7 ~ 64.8

14 - 53.5~ 614

15 - 52.9 ~ 62.7

16 - 532~ 64.4

17 - -

18 50.1 ~ 542 -

19 503 ~ 525 -

20 49.8 ~ 51.6 -

21 47.6 ~ 54.0 -

22 47.2 ~ 58.7 -

23 49.5 ~ 549 -

24 499 ~ 53.5 -

25 494 ~ 56.1 -

26 49.0 ~ 55.2 -

27 53.0 ~ 56.4 -

28 533 ~59.8 -

29 532~ 571 -

30 48.2 ~ 58.2 -

31 - -

-: Data not shown because of the absence of animals in the room.
a: A temporal rise following cleaning of the animal room ( <1.8h).
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