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4. R

B|HRILNT 7 4 L OREMICET 2EERBRO—IRE LT, HFREXT 7 0 %20, 80 KN
300 mg/kg D HET, 1 FEMEMES 12 IED Crl:CD(SDY% T v hiZ, HEIZATELAT 14 B [ K OB
WZ#T 42 AN, MEIZCHEIRT 14 AH, 238, EIRRODHRER THET 4 BET GROBEMIE
IEHR 23 HET) TR ZNERURE L, RERSGHEEL BB EFRIEIC L ETREIC O,
TRTT L. S50, *TREER O ERET 14 AMORIERIMZ% T, BB L@
MBS PN DOWT, M7 IS BB oSS 5 61 CGRAQEL) BN L CrEL [MEkD 42 0
MRE®RG 2T T8 OWT, ZORIEEZHEGT L. Ak, SRIECIIRESZEOEF L &
517,

1. g Gt

BEHMEM LT, ARREICHRBEIIRD ST, HRYERGICER LEREORED
ppolo. Eie, MEBEERGHRE, FE, BHERCREETIE, EBRHYERSICERLZE
TSRO BT

WERHE e 512 R L= AR S iz, g T, 300 mg/kg Ao TRIRAIIZ
AER, 80 mg/kg DI TF 300 mg/kg T D MEE CHLKRZEAT L /NEEHH LME O ITHEAR O BE FE D AR K A3
BB, MK L7 FEMIE O AN T 1T VB A2 et & 2 LT, 77, 80 mg/kg RED M
K UF 300 mg/kg BEOMERECATIRE RO SIER Ty -GTP DEfEA A L, & 51T 80 & U300
mg/kg BEOMET MU 77U & T4 NOEE, 300 mg/kg BEOKET PT 2T APTT OIEE MG Bz,
T e OEE, FEC R ER e EEME A LSRR DN o2 b O D, BBRPE TR 5 O I
OB RBTHHDEB L BT

[EEIARIRES ©IRFORRIE T, PG MRIM FRFORIEIZSIEHEE, 300 mg/kg B OMET v -GTP @
B IR TR 300 mg/kg FEDMERECIFIRE B o> 75300 B =28, AR AR E 7o 1ML 0028
EBRD LN P02 D h, T OBEEEEMICZSH LD EEX LIt EOMOE
EAZ DWW THEHW TR BIEE L Tz,

PAEDFERING, ARBREM NI 2 EEGHEMEICET 2 BRI b
mg/kg/day &L X, FEEMEIZRG TH 7.

2. AhEgE it
HEWTIX, MRAPRE, BIERS, RIEEE, TRER, 2ERE, TEFEALK, s,
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HREE, ARE, HREHIEENHERONT N THHBRWERGITEN L2 £10idG8o bivk
mofe. Fiz, SRELOWEREICREIIRD ShkinoT.

WEM TIE, VR, iR, AR, FEER, M, AREFEHBIER, HERO 4 RE
{758, % 0 KOV 4 HOMEREMAERKREO NI THOHBRYE R 5] E LB TR b
oz,

LLEDFERG, ARERSM: TIci T 2 BB o0 £FHRE S M ORI B 5 BRI,
oW L OREY & 61T 300 mg/kg/day & HEEE STz,
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5. RBME RO E
51. HBRWHEKOEE
5.1.1. #BwE
51.1.1. &%
BHI T 7 0 (Cl1, HFEET~12) [F4 ; Alkanes, chlorinated (C11, C1 7-12)]

5112, oy &5

5.1.1.3. CAS &%

BT 7 4 VIRFR 5 61788-76-9

alkanes, C10-13, chloro ; 85535-84-8

5.1.1.4. FAR
CiioHi677Clyos (ST S OFHRIC L B)

51.1.5. FE
405 (T5m1 &)

5.1.1.6. B4R

5.1.1.7. IR
e A D AR MR R

5.1.1.8. i

98%LL F (ZEAIE L TR IALiENIBE 7 ) T4 R& 2%l FEE T D),
R ER G 63.3% (AR O OIFHIZ L D)
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5.1.19. H=E
1.408 (HERRTE B OFFERIC L 5)

5.1.1.10. @A
25~25C (BEEEMT —% v — ML D)

5.1.1.11. 4fREE
#260°C (BT EEMET — 22— MNZX D)

5.1.1.12. PRIFGAE R ORIFEERT

W T = (61) DIRE ENICRIE TIRE L2 (EHRE : 17-24°0).

5.1.1.13. ZEM

P041486

Pe 5 AR 1 iR1s, BAROEBRYE & IR A U Tor a1, Mo R & U il

DAHTRER 0 R A TR LT (RAFER 1),

5.1.1.14. WV EEFIH

REAT R, ~A7ROALFRELEHL, FBICHALRNK I ER L.

5.1.1.15. (R DE
ROy b 5Sg R L TIRELT-.

5.1.1.16. BROWERYY
20054 12 H 19 RIZHAEAEIAIT R E L.

5.1.2. K
5.1.2.1. &%

0.1%Tween 80 TR 0.5% B LR F L A F o —RF b U 7 L(CMC-Na)iEik
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5.1.2.2. fHEARE
TEREOREIL, WML EGD)DOREENICEIR CHRF L.
HFA4 ATy PER 7y MRS
CMC-Na T 74 7R 7 KAt EREN FS M2T3585
Tween 80 W74 7R 7St BO~BEAOKFNED S 2 IEE M4M0793

5.1.2.3. SEAOTHRTER OTHRIAEE
T 1~2 BOSEE ESRERAYOFREMEE LM UHAK) C©, ST HREZBEE LBk
WL, 0.1% Tween80 BRI 0.5%CMC-Na &k 2 g8 U 7-.

5124, B#HWEETEIE
Bz L.

52. REBRR
5.21. FERUSRH
Z v I, Cil:CD(SD)

5.2.2. HEBRRBIROERB
TOECD HA R A4 21T, FolfEAZHWERBRT —ZNERINTWAEIE, LORZRRKIT
FHRBRICNB SN TEBY, Nl 7790 =428 8E8THD.

5.23. BABWE KR OVER
I - 55 %, M 67 %

52.4. fHEIR
HAF v —n1 & « U 3—fatt
Frh 2 ) 1 A v i P AL K B 3-17-6 (T 222-0033)

5.2.5. ApES
JEAREE L F—

FRZSN AR R iR 795 M (T 243-0314)
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5.2.6. K
NS o MERERE 6 A

=

5B o MEREIL 8
5.2.7. ATEEEE
M 165.4~1923 g, WE 130.9~160.4 g

5.2.8. ®E, Bk

AGIREICHE, AFE, W, BELOHREZ#HE L, —MRRELONBEZBIET 2L &bl
EAPE L2, BB - 6 14 A& L, ZORIC—IREOBIE R OYRERIE 217
W, JHRETHL L 2MER L. I, HERENCOWT, MWEERE (10 HH) 21T 7

5.2.9. BEBHLEARIH MR E

ABERZ, BIICIIRAE 7 — N TOFEB 21T 5 =912, BftE7 = b~ A CRICHIE S
RRLAT AL EHIC, REBRER, MESYES LU E R RLZ T L EE T — U ORTEIZHS
F7-.

5.2.10. B4

FEBRRTRIC, €O R OWE L I E RN F (L TR T 2T o 72, 2R3, MR
EFICEE L CO20liE, Bodnoka Lz, EHEOREITHED 295.6~333.5 g, #ER
176.7~2384 g TH Y, EEHEEDF20%UANTH 7. BHROBMIL, BHERAGBEOERIC
T—F VIR P DI BSEIZ K, RREEAL Sy LTz

5.2.11. BT E OB FE

RS EAAN U EEERAMIT A L i, BE S, BE S, K5EELOMMNER KL
7=~V E & — Y ORTEZT 7.
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53.1.1. FHE=EES
RY T = A7 5 CRIBNOEIEE 86 &

53.12. @B —Y
AT v LA AF— L HL (W260 x H200 x D380 mm)

WY AFNRT B (W265 x HI8S x D425 mm)
53.13. r—YRAE
ATV ARF— V8 — D W (W1300 x HI1550 x D450 mm)

RY AF AR F Ul —F (W1500<H1550xD450 mm)

5.3.1.4. INEBME

BB R c 2300 AT LA RF— L
AEC AT G- 5 1P/ RT L AR RAF— L
AR ELHAR CMERER 1P AT b R RAF— L

VR K O E I LT (WERE R, RY ATFART o r—

53.1.5. RE CGEARE)
22~26 °C (Fr75#ifH 21~27°C)

5.3.1.6. mE (GERIEE)
51~59 % (FFA#iPH 35~75%)

53.1.7. HAHH
Befiy 7 BEAAT, e 7 BRI O 12 BEIE

5.3.1.8. H;RMEEK
10~20 [=] /B

17
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5.3.2. fAk
5.3.2.1. &\
E ARl (CRF-1, VU =2 ¥ VEERE T3S

5.3.2.2. RHEFE

5.3.2.3. HfEAE
H B

5.3.24. ¥

AV = A NVERB T ERRESENHEEAN BARL T X —IZRE L CEB L v b
T OONTEREATL, FEFRORMED DR NTT 7D s TR T b U — X ORI &
L TCWAZ L aWEE LT,

53.3. Kk
5.3.3.1. fE¥g
FHFPK

5.33.2. EEFHE
RMEEFREET MY 7 L2 3N (K 2 ppm)

5.3.3.3. #KFE
F B (A BhAACERE & O /K HR)

53.3.4. S

KEMREZ 6 # A Z L ICHEASHESRICKIE L, OO ESKEFEAKEREEICHES LT
HIEEMRE L.

18
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5.3.4. K
5.3.4.1. &\
RUA T L—27 (AERF v —/L R - U A—fREEH)

5.3.4.2. RHEFE

e FE 2R SR
5.3.5. fAHERM OLHRE
P S 4 BRI 1 PR
AT VA AT — L — 2 M 1 EAHA
=il D LRI 2 a2

RY AF NN T B — O RO KA
1BERNC 2 Blag#y (72721, fHR 21 BURRIZr— U A5H#
BFER Lo T)

RYAFAX T B —URE 4B TR E L2, RU AFAR T U8y —
T AHEML EORT EIThRpolic ), TMRITER
L7gmsiz.

5.3.6. TEHRBINEE
FA B MRS — 7 V—THET 5. ERIIERERL, HWEEEZBLEEy 7 TF
HLU7z HERIOIRFELEZRES Y LA TAZEY, | BT,

54. HBRWME LA L OREGMORBER OTRRUERE
5.4.1. FARLE

FHELIIRIE D LIS E R L7

1) UEBOHEBYEZFAERE T L ICERICHEE L.

2) B A BB ERRL, MGRRNED 6~THOBKENL, AY har XA TORE

CF AP — (e 2z hr ) BHWT, BRLE.

3) #AfE, AXTYF-IZB LT

4) E—D—RORET A F—OH & A TREILE L.

5) 2, 8 XW30mg/mL 72D K HIZBRTENENARAT v 7 LTz,

6) ERfERFIL, MEEEZ A TIVCHELT.

19
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54.2. FASUEEE
1ERIC 1~2 Bl O THE L.

54.3. REWT TOWBME DL EMF OB —H

0.1 w/v%Tween80 FiA 0.5 W% IV REL AF Lo —AF b o AFRTPEF T 7 4
YO PEN O EMER R GRBRE S - P050085, MXEt ST 7y —4 TRT R U —X,
GLP M) 1B\ T, FHEEH%D 2 BTN 100 mg/ml KX —TH 0, 7O=ER, BOHN T AEME
HT 8 AMLE TH -T2,

544. B5ERORTFFFEMER CIRFSET
B RIR e LR ENICEE T, S|IRCHRE L. 28, RRlEgicg, —ERiceEk
WEEGHIZES T, | CRAE L CSEIREE : 21~26 C).

5.4.5. BEROFBIE
B A AN BT T AR, RBREE, wBYEs, BGE, WEBRWEREE, #HRA,
RSN, FHEAREOAREL ZFRA LT 7L EBEf L

5.5. REDROBBRYERERE

WIFFHER T R TOREOWRYEIRSEIZOWNT, AR L-EREDOBRSBEDTED
1L A S (BHRLRAD) K 15 mL 2B L, TillmT HECHE> THRREH 77—
L TART MY —XTRE L. 728, EEEIHESHZEED 100215%MNE L, WTtho
BELHEMOHPNTH S 2 & ZHER L GRAEE2).

0.1 w/v%Tween80 A 0.5 W% W /LRF L AF AL m—RF b U7 AEEPERE T 7 ¢
YORBEREENY F—va B RBRES : P041530, Mzt F 7y —L4 - FHRT b
U —X) THENL SNz RIS & #Hhi L7z,

55.1. RHEME
W Z IR & U THW .

5.5.1.1. &%

WAL NT 7 1

20
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55.12. ov hEE
51290U

5.5.1.3. HARIR
Y —AEt

5.5.1.4. ik
Y A DKM I A

55.1.5. PRIFSMHEROREFERT
HHE (61 DRGNS EIR CRAE L (KHRRE © 18-24°C).

5.5.1.6. HFRWEEFE
REAT R, AT ROTLFREEFRL, KBIIHEBELRZVWE > HELE.

551.7. BROZBEWMH
PG IR L7, BRI LI 2 7

55.2. I
A K ) =L 5000 FRBEIR - PCB iRBA ) (LI, A&/ —LLiRd5)
AR TR AT
YrmnmAH L 5000 (FEEERE - PCBRERM) (LI, Y/max & LT 5)
D DR T2 A St
n-~7% > (HPLC ) (LAB§, ~7' % LHRT %)
;MR TS
AT B U DL GREEFRR) - FOEME TRt
ik DR SF T =L TR T MY XN T, BKEEEE
B A5 4 (B ELIX. ASM. MILLI-Q, BA 2 VR 7#HREth)
LR L.

21
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5.5.3. 10 wv%IE{bT ~ U v bAoKEEEROFHEL
HAbFT MU DA 50 g ZHAICED L, #AKTS00mL & L7,

554, FEHERBHRRORE
IEAEY)E 200 mg & EHEIZEY, ~7 ¥ U &MZTIEMIZ20 mL & L7z, Z0O#E, 1mL % 1EfE
WCEYD, ~7Z 2 M TEMIZ 10mL & L7 (1 mg/mL).

5.5.5. HIEFEHROE O
(1) 2 mg/mL BE5i%

L 72HB 5K QmgmL) ZEHRE LN L, HED2 »ITE Y FNEN 1 mL & EfEICED,
AL =N I0mL KOV 7 a2 4 89 15mL 2Nz TRIEVIRY, 58 LI wime s
L. ZOWIZ 10w FY U A 20mL 212 C, #&E 5 Lz (8120 [Bl/47, 5 7).
FE%, AHBAERIL, KM MY 753 =%7F 2 (BONDELUT JR-SOD.SULF,

VARIAN) TRiAKL7=. KBV 7222 8 5mL 2z TLIRVIBY, AE% LA
W HEKFREE T N A =T ATHAKLEZ., ZOBRELZILICIFERYRE L. A#ELrE
YT, KA0COKEF TRHIERM L. EBWICDEO~T X 2 M, #20 FEEERE
FLTEML, 2mLART7TZRAIZB LT, ELICAT T U THVIAL, ART7 T 23T

FfElZ2mL & L7,

(2) 8mg/mL HEK

BB L 72458 (8 mg/mL) R LRB L, EED2 » ATV TN 1 mL ZIEFRIZEDY,
AE =N 10mL 7 mra AZ U 15mL M2 TR UED Y, BB LI ERmE %
WinUic., ZOWIZ 10 w5t F U O L8200 mL #NZ2C, #}RE S Lz (8120 B4, 5 5).
FrE%, AEELERL, MOKWMEES MY U A =07 5 (BOND ELUT JR-SOD.SULF,
VARIAN) THiAK L7z, Koy 7 oo A28 5ml 2/N2 TRIRYIRY, AL kicH
W HEKARE T P O AI =B T ATHAK L., ZOBMEZSLICIEEYIELE. BEEBLZE
HET, K40°COKBHR TRIERME L7z, REWICDEO~T & 2z, #120 RHEE KR
FLUTHEMAML A 27 T XA2lZB L. ST H U THRVIAR, A AT T XTIz EH
WZ4mL & L7, ZO25mL % SmL A AT F AL, ~FF 2 MA CIEMEIZ SmL &
L7

22
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(3) 30 mg/mL & 5%

IR L 72854 (30 mg/mL) TR LN, (EED 2 7LV EnFi 1 mL Z EMEICEY,
AH—=NAFN0mL LY ar A7 8 15mL 202 TRIEVIRY, BE LI RyE %
WUz, 2O 10wy R Y 2 A8 20mL 202 TIRE 5 Ls (W 120 [Bl/4y, 5 45).
FrE%, AHEARINL, SRR ~Y v A I=7%F A (BONDELUT JR-SOD.SULF,

VARIAN) THiAK L7z, KEIZTUZ7nm A28 5mL 22 TR IRYE, A#BEE%icH
W HEKTREE T R Y U A I =T LATHAK L., ZOBRFEEZSLICIEKRYIELE. A E2E
DET, K A0°COKBH TRIEREN Lz, BREWICDEO~TZ o 2IZ, #20 F SRR
FHLTEMRL, 30mL A AT AL, EHICAT Y U THRWIAAS, ARAT T AR
ERELZ 30 mL & L7,

556. HRI7wu< hr57 4—(GO)&MH

A< w777 : HP6890 (Agilent Technologies, Inc.)

B #s D IKRFBRA A AR RS

T A : DB-1(0.25 mm L.D. x 15 m, /2 0.1 um, J&W Scientific)
75 LR : 100°C (2 RFF) —30°C/53HIE —320°C (3 H1RFH)
HEN O : 250°C

i HH 2R 1 320C

Xy v —HR OV RN

Xy U —H AW : 1 mL/min

AATT T HA RO RV

AA T T T AGE : 40 mL/min

78 ] = : 450 mL/min

K F &= : 40 mL/min

EOAN IE : UV A KA Y w R L AEACOVALE 15psi, 1.5 5))
= VR 21547

T AN = :2.0ul

AL hzTarssry—

1 SC820 (H 37 Tk X2t

23
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55.7. REOHMHE
HEEDIC LY BoNZERmEEEm o —smE LY, FTROFELZHWTERS
R ORI ERE 2R LTz

B RTEBRYEIRE(mg/mL) = EEAERURHAIRIR B (mg/mL) X (A1/Ag) X D
Ar : HIEERFEHZ I AR E O ¥ — 7 it
CRRERANAIR T B T DR EME O v — 7 WifE
D : #RARE: 2 (2 mg/mL), 8 (8 mg/mL), 30 (30 mg/mL)

BREORERIZIOE, TNEIEED 2 » TOWBRYEBELZRD, FTOVHHEESBED
BEIROWEER S EIRE L L.

558. 7—& OEHEW

FRE/ROCE —7 @RI AELER L. ERYERE RO OEHEIIEHERT 4 A%
WWEERA L THEDEF 3L Lz, A=t P TRIFERITZOT AL /NEUELLT 2 #18 2 Uk R
AL, /NMERLLT LT E Lz,

5.6. BHRAIE
FAEZLE ST L5, UTO®@Y & LR, SYFRIIBELR1 o7

5.6.1. FHEIEHEH
BAELZLEET %A, UT0@EY &35,

(1) FEHEEC N ZANELE

Q) YZru~w s ALK N olav aliet: o)

(3) HALMREMEGHR A OMIET) I ANE LTSS

@ TErOEA (A— M 7T —OREA ROBBEEES) [CL 0 HERS W Lz
Wil S COFERBELOBELLHEAT DI ENTEDL. Z0LE, FEIC 1 BIHE L 7- 5%
BRI P IRIE ST S O B — 7 TR BRI 3 BT L 7oA YRR H 5 B IE
S O Y — 7 HFE DO ERMEITH LT 100£2.5% N TH D & &1, RO 3 BfIE Lz
THESUBHAIR > 15 D= B TEXRT Z240'E O Response DFERHEEERZE (RSD) 2R T 5.
RSD 73 3% LI CTh X, EEITIEFITERE L, HERIEFICTN S 7z &l U THIED
ZUHEE LT 5.

24
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5.6.2. FHIEROCERIEMOEY HFH

(1) HFHEZERM L2500, £7— 2 EEDREMN) L& bICHM 2 LI ELSE
ZalE L, ARERI A TUE L7 iU AR T D

(2) 2.6.1.(4) HUADOFEHIFIZ L HHM CTHEIZRBIEP I TONRD TG, RBECETH4
—Z & LT fix 7, MBROMBLEORERISELLT L THAET .

(3) EFATONTHEICL0ELNTT —F (Fix STV NHEREL - X 2ho Tz

LE%, BoNT — X OMHERDTZOWTHIT T 2561, BSREEICTHITOFEE
RET O L E BT, BBERII— 72T R L THAEZERLIZZEZHALNITS.

57. ®EFHE, BEERUEHER
57.1. BERR
BRo%s

5.7.2. ¥BEREKORIREH
OECD BEMHRB A A RIA4 VI THESNTWABRGRIETHD, THEINAE hA~DRERK
BO—DThHH,.

573. ¥®EFHE
B/ Rz-1, T7oril, AR LTRSS 2AVTHRERAORE L. fETIRER
T AH—F—CHEHP L.

5.74. &5 HFEORNEH
Ty hoOROFETEREHNOND FIETHD

5.7.5. BERZ
FHITUZEE L=, 72720, et o8l ommng r Li-% (&4k) ks L.

57.6. xE5REI%, BRERUEEHE, YICEOREER

B GRS & O 531K, TOECD BERB T A KT A v JIcHEL 7.

FeE MR, HETIIAREHT 14 BRARUOREMBEAZ&E T 42 AR E L, KREUTHV - CIERE
Al 14 A, ZZEBIM RRBHRALET) ROUHRBMZRTHT 4 AETE L, PIEICAVZ1E
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HRBER O A EREOS 5 B TIEEEFEMEO 42 B E L. ks, ZRRESIE S LR 0WE
WHIAESR 23 HETE Lk, $£7z, MREAUSHEROHER CREIEIZHWZHES 5 >0 T
i, BSMRRE T RIC 14 B o RIE M 2581 7.

EREIZ LA 1E&REE L, REFGERZES 1 B (day 1), EFEGELZRE 1 (week
1), 8RR A % [E118 1 B (recovery day 1), [EIEBAZME A EITE 118 (recovery week 1) & HE L
To. Fiz, REVHKSEULIZAZMIRO H, SRR SIZHA S0 HXTIMEO0R & L.

577. #EE

20, 80 % TX300 mgkg & L. HE5EAEF 10 mLke & L, BHICIIAAEOHEKEL RS L
o, WEBERBNEFHRELIZICE R U, 72720, O/ UM RS HERRRL V% 134Tz 0 H,
SRR 0 HORE A2 RICHE M L.

57.8. EEBREDRL

FERBRITHES » TEHE L 72 Pk (14 AR ERD&E, #58; 100, 300 XU 1000
mg/kg, MEHER 5 UC 8, BT 7 —4 - FHRT MY —X, GLP FEHEMA) Tk, L
mkbf,NMmy@ﬁwmmfa%EﬁaﬁTﬁﬁ%én,é%mammyguimﬁwmm
TANEZnbE KON b7 )y FORfE, EABERTT L7 IV ORERRO L. %
7=, 1000 mg/kg FEDMEMHE TIFIEAE KA 2 H4L, S HIZ 100 mg/kg LA EOFEDHEHE CIFREZE D &
&, 1000 mg/kg BEOHEM CEBEZOEMESED bz, Lo T, ARBRTIE, HLME
PERFBT 5 LTINS 300 mgkg 5 HEE L, UITALK 4 THRLZ 80 mgkg LT 20
mg/kg & TABEKMEMEICHRE L. b, AR THD 20 mgkg OEREHIRE (2 mg/mL)
IO AR A RIERETH S.

26



P041486

5.7.9. FHERL
I B5& TR REEE % (i R A .
ShERTE no EK B
(mg/kg)  (mg/mL) (mL/kg) 2
1 12 701~707, 708"~712"
xR 0 0 10 P
iz 17 801~812, 813%~817”
1 12 713~724
KHE 20 2 10
i3 12 818~829
1 12 725~736
PHS 80 8 10
ifi3 12 830~841
N 1 12 737~743, 744"~748"
=& 300 30 10 - -
i3 17 842~853, 8542-858%

a: EARZES, 1) EHEICMEH, 2): BHEICEH CREKED .

58. BZ, REKROPIEOEEW N Hik
5.8.1. HEMW K QEIEHMEE Y
58.1.1. —RRIREE
Z ORI CERFT HMHEREIOWNT, BREMMPITE A REFTRUREHE (R5%K4~6
ey o 2 [|], EIEHAMAIE1 B 1E, ERROBECOFEABELT

5.8.1.2. MRREEIEHHRARE

UTOHBIZOWT, 8z 7 X ML UTEBANIC O R 727 T4 o Figd L Lz, 7272
L, BLRAMART (ST R) OMEEBSRAREILT V& MMeaiTh T, & SIEIcHRE L%

B L7z, BeGIAR T OBEZR KR OEIEIRN TS 5% 4~6 RFIZ T 7=,

(1) PEREBIZ GEMEIE)

B G BRAARTHIZ 1 lal, B b BRI AP IEIT 1 el OB CHERER BN DWW THEM L7z, ZRAHERR
oM, MRT7 R ON14 B, WONCHIE 4 HICREZI1T-72. 7ok, BGHHPORE O
BB R G IR LT ERRO N2 i h, EIEMRAOREIIEM LR 7.

R =V TORBRITEN Z T 72FFIC, £0RICA—T 7 4 —L FNT 2~5 77
FREE DB AT o 7=, FHIENRE 1 IR I TR a7k LTz,

O r—UNBEE R, R, BE-EETE, R

@ r—UNBlE ROV ERWSE, BERE, R, RE, e, M, W, iR, M
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FLEE, HRERZEIL, H - RoOnwY), K&, SiE, BifA, FHKEE, R

© 74 —/L FEE  REIRGR, BITRA, RAT-WETE, IR TIE, TR, 3, IR

(2) EIEFEREMRAT

HEFH T 6 I, MEIHE 4 RIS, SHOBHESO/NSWO i LIEES 5 FlIC OV THREZ
EheL7-. 7ok, HEO®RL 6 BROMORT 4 B OME CHERYERGICEN LN #ED 5
NWialpofeZ &G, FHEBIM OBAITER L7z,

74—V FEIINES TR, 1R, AR, R, EMKFECELDIIC OV TREL
7o WHEERR 1SRRI T A a T B LT,

(3) EIRE

HETEE 6 18IS, METMHE 4 BIC, BHOBMESO/NSWHHLI-ERES 5 BlIC oW THIE
Thii U7z, 78, HEOTE 6 HERUMEOWE 4 A OBIE CHBHERSITER LI=ZLBSBD 5
N ofe 2 enn, FHEHIROBRAITER L 27

#BE (CPU 7 —: Model 95024, 7 A at—mx =7 U o A& 2 BT, Bk,
wEOENEZNENR 2 FRAEL, ZO¥E2HEI L7, 2 RIEORED 1R H ORIEED
12 AT RO EU E0BGE, 3EIEOREZFEm L, &3 BEOREMD 5> HEWIing 2 %
AL, AR L

(4) B FEDERE

HEFHE T 6 I, MEIE 4 RIS, SHOBWESO/NS Wi DHEKES 5 Bl OV THIEZ
e Uz, 7238, MEORE 6 BEUMEDWHE 4 B ORI CHRBMER G IER LB ERED 5
IR0l 2 &h s, MHEBIHOBRAITER L Z2h o7z,

EEVFATIEE (SCANET SV-10, HFEEMAS) ZHNT, R AFAR T r—UR
TOHRKEBHEALMHNIRE LTz, 7 —F OIEMBRIX 10 0 & L, BERRIZ 1M E L
7.

58.13. AE

Wiz >V, WE5 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39 &U42 AICHIELT-.
AERDFER ST M, HER 0, 7, 14 HTR20 A, WOUWHE 0 X4 RIZEIE L. 72, [F
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EEWIE, FIHE 1, 4, 8, 11 ROV14 BIZHEIE L. 728, H A OSSR EM) & OGR F3E
T B RAEIRE 2 RIE L.

5.8.1.4. BfHE

MERERBIZOWT, #51, , 11, 15, 29, 32, 36, 39 RUY42 BIZHE L7, [EEIZfE
MU 5 B, 518, 22 TR25 RICHHEIE L7z, ZZRSHERS S L, wEik1, 7,
14 RO20 A, WONCHE 1 L4 BIClE L7z, E7=, FEiEEE, FIE L 4, 8, 11 KM 14
A HfllE L.

TR, R E ARG ERE L T —1cty ML, B OK 24 BE%ICHESE
T=UPOBROMNMLTEREEZRE L. Z0ELSIEEL 1 ANV OoBEEE Lz, 2k, £
BOFRHIL, REOHEH & L.

5.8.1.5. MRAHRE

RN L7e iz DWW T, #5556 0 225 2 BHER A £ T, 4 A FRIO—ER TR
FEYR A B L, MEB OB 21T o7, MEBITIRIEED), FEIFRIHE), BIEMEKRTHEEE
HMIZAEL, REHMPIZET 2R ELHE)D HROBELHE)E TORERY R OREREZ
BINU7. ok, REHIMTOXRGFIBET—FL L

5.8.1.6. AFEAEIMRA

MEHE L b 10 B CRBLEIT > 72 (OEICHEH L7z MES 5 F12BR<). W—HERNOMREZ
1:1 OFGT—®RAERESE, e, BETOR M UIERPERINZbDOELRBMIE L
Te. TNOORRERIL, ZRMERE, ZRFLOZERFREZRFL L.

58.1.7. SR UWHEREOBE

RELCAEH LM le DN T, ik S0 7o ok 28l L, BEwmoRi, Eitklo
IHEIRREX B IR M A LI 35 & & bz, MIRBIMEONNEREZ RN L. ORI
A& L, FRiHIC O T AR SV H 2SI H & Ui, 7o, RRMR%, 24 HIRCH
S L 72 W ENM IR Sy i & LTz
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5 6, SHEOHEDEDE ZO/NSWTTING S HICOWTHREZ R L. ZORR, #
BB G ERE L 72 BB b o 7o Z & D, [MHEMIE ORRAII TN Lad -7z,

K7 =2 AT, 1887 - FAKT THFET (9~10 FEORRH, SR OFEFRZ R L.
Bl REREUR, AAfT - #57K T T 24 RERIEFR 2 BREL L 7.

RATEE R OWAE L
HN ik HAL X T
bR & AR A —HIE mL
g WHRA# 22
RiEIE KA T OSMOMETER OM801, VOGEL #=  Osmvkg
TR DAL BiRE  PVA-alll, BRASFETHIT 40V A 20 A mEq/24hr
RN wARYE  PVA-alll, BRSESHTHI 7400 AV AIWAY mEq/24hr
7 u—)v BEMTCE PVA-alll, $RAEETT)7 100422904 7Y mEq/24hr
b 6 THRIZ, 24 R ERHRE AW THREAEEIT 72,
PH ABRHUE 5,5.5,6,65,7,7.5,8,8.5,9
EHE AR A -, £, +, ++,
7RO ERTGIRES -, A
ok ABRALE T
ey ey AR -+, A,
eI FERATE -, o,
vavel s —rr REHE <1, 1, 4,8, 12 mg/dL
Plbo 7 BB, H#EREANTT L7 A B Sall (FIflis L3RS H) (TR 0V REET-
7=,
PRIEH

B U7 H B R & 470xg C 5 Rt bl (0 4°0) L, Ao 8m L. 8T, 99K

NA00 ) TERBFEBHEL, BARNOFRMIIBPELIZSGM LTS Z L 2R L.
BRIL (400 i) CERE 2 BB L, AR OHB & EBEORE 4

RUNT,

vy, AFOIEETHEL .

- + ++ +++
Badsca i) 1 REFZ 3 @[l HEC 3 ELLE| REFC 10 Bl k|l (252 20 LA L
Al 10 A Al 20 fIE Al
AR ER | FREFIZ 10 8|1 REFIZ 10 BLLA |l FREFIC 30 ELLE|l BB IZHRIMERNER Y & -
ATl 30 flE A 100 fIE A5l 20, BERETEOKRR
DR A e
H I £k 1 BRI 3 8|1 BB 3 @R |1 BEFIC 20 ML |1 THEFIC 40 UL E
i 20 AR 40 =R
A TRTCOMEF|T R TORE T 1)
=S it AL
FEMIRRYLE® |1 BRI 10 8|1 BEFIZ 10 fELL E|1 FREFIZ 20 fELL E|1 RHEFICHERNER Y E -7
Tl 20 it A3 30 =R DIBFRINKE THOMBRS R
ARER S

¥ EICHRRRE, asERIERS A
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5.8.1.9. MKFHIME

PGB TRE (MRS 43 H, HH3WiE S H) ORETIE, SHOBMELSO/NSWTING
MERER S BIZ OV T EME L7z, [HE NI TR (B8 15 B) OBRATIE, RESMEEZOWT
L7,

AU RNV EF = F R U YA 30 mgkg A BEPEPICIR S U CRRER L7tk HOREIBIRIE S X v
MK 2.0~2.5 mL Z U7z, MEEBEERRECE, 38wy %7 T VBT U A 0.1 mL % AdL
7oiBRE IR 0.9 mL 237 E L, 1870 x g T 15 i Lol (94°C) LTHELNA D MEE BN
7o, MORAIZIE, FED Omik% EDTA-2K 2 mg MERIM B 2 (SB-41, ¥R A v 7 AK &) 12
TELEZSOE Wz, 8, BILATC 18~24 R L7z,

PRAIE H R O 7k
H A ¥k H fr
F L EREL L— Yk x10°/uL
ArEkE (RBC) L= — ik x10%/uL
~FZ b8 (Hgb) T UA RANET B E VA g/dL
A~ b2y Ml RECES %
T IRMEREFE (MCV) L—Y— Ik fL
AR MR (A 34 (MCH) ;ixm be
F4E as s b Higbx 5
RECZRIEEN N0 (O [0 ——————, g/dL.
bR AR . BR =R RNA Yufh L —H—3 22k %
1R L —F— G2k x10%uL
) ifn BR 5 4y 2R L—W—H5E - BRI HGEL Y B EE %

PLE® 10 I O34 Mg A 2EE (ADVIA 120, Baycr Diagnostics Manufacturing Ltd.) % Hu»
THIE L7z,

Fr b e R (PT) RCEL e 5 3 (2
BEHEALE b o RS T AF LR

ALy b BT T AT s @
HI(APTT)

Pl b 2 TE O 34 H B MR 2R (Sysmex CA-5000, R A v 7 AKX EH) & HWTH|
TLT-.
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5.8.1.10. M#EAE(LFHIRE

PG AR TR (HEIXIE 543 H, HEHIMIE S H) ORETIE, FHEOBME S O/NSWTnNG
WERESRS 5 BIZ DWW TER L7, [BIEMIME T (Bl 15 B) ORATIE, EESYREIZ-OVWT
L7,

MARFAR A OLRMIZ S S &, BREE RIS RFRIRIEES K 0 BREL L 72 i 3~4 mL &2 =51 T
60 4y E 1870 x g T 10 ZrilmLayBE (K 4°C) L TIELNAMIEE HV -, 8k
BMATIC 18~24 BRHaA L 7=

WAL R M ORRE ik

H A J; i B
#WHEBE (T.Protein) Biuret £ g/dL
#E Ve (TBilirubin) Vanadate oxidation % mg/dL
GOT UV-rate {% IU/L
GPT UV-rate £ IU/L
-7 B I N T AT F A —E  L-y-Glutamyl-3-hydroxymethyl-4-nitroanilide EiE  [U/L
TNV T A7 7 7 —F p-Nitrophenylphosphate 3£ 75 TU/L
(ALP)

ez L 27 m—/ (T.Cholesterol)  COD-HDAOS i% mg/dL
NUZUESAR GPO-HDAOS %, glycerol blanking i mg/dL
IS Choline oxidase-DAOS 7%= mg/dL
T T— R Hexokinase-G-6-PDH 1% mg/dL
JR#mZE# (BUN) Urease-GLDH % mg/dL
VT F= Jaffé & mg/dL
#HEY > (IP) PNP-XOD i% mg/dL
J1n 7 s (Ca) MXB & mg/dL
LLED 14THEH T BB SHTEE (7170, #RESE B SLEYERT) 2 AW TRIE L 7=,

752 BE 5 Cellulose acetate B8 VK ENE %
TNT I REAEACIEEABSBEOT7 VT I By L gdl

DR

A/G It 1 % 2 B T & D R

b 3 EO 2 HBBERKE MR (FED-III, = 2 EKEAEH) 2HAWTHIE L.

F hU YA (Na) ERE mEqg/L
71U v 5 (K) BB mEq/L
7w —b (Cl) B T mEqg/L

PLED 3 HBIXEMRE SR PVA-olll, RSt T U T 1 b« A AV A )
THIE L.
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5.8.1.11. FHk

PGB T R R ORI B A T RS, MERERBIC DWW CHENE L. 7eds, Ao iBiiditiR
24 BT, FETEMWISE TR A EOITHIR LTz,

2% 18~24 BRI A SE-% (5.8.1.9. KT 58. 110 HOKBE R E W I FIME 7)), 8%
BMBBE L, HLIZHE L TT R TCORBERUHMIZOWTREFOFBERAE L. 2k, &
B oy, FEERE L, SR O RIR AR BUE LT,

58.1.12. BHEER

T, 58940 SSI0EDHRERMBEMICHOWTIL, THEOMTER (XER) 21T
L, IMHORELXERICHELSRETER AJER) 25T L. 2k, BRAUSE LR
EHUNZOWTHIE Lz, Eiz, FECEMICOWTHRERRICHIE &2 Eii L7z,

i TR L
ol HAUA (51 Mt N
ok B ek

R R Alke)

#o HESBCOWTERE LT,

5.8.1.13. JREMHEMBTHIRE

BHNCDNT, REDEZIRE ML 10vol %P HEE AL~ U VMR (72720, BREK, Hapt
J Q=2 — 13 2.5 W% Z W4 — LT L5 e RIRIETC, FREUWSE LRI 77 g cEne
AT E) TRIE L THRF L2, RGHIMETRO 589. 5T 5.8.10 OB AT REMW) O X IREE
ROEHERICOWTE, KADT ALY A7 BT MkEd o7 o v e Lznb,
AN RV ARG L TER L, BB G ORENRD ORI OV T
3, BEHIMETREOHRBHEM K ORHERD 58.9. %0 5.8.10 HOMKREX LY, WN[E
TR TR O MR CEAEFIZ OV T RRRICRA 2 E L7z, £7, ETHWIZONT
&[RRI A & FEhE L7z,
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N S AEi) L AR T
N * E] fERE™

JERE* g e * LN

TEE HT R RS

e (i) ey FEH B

ARER R k™ B

T Afike B HREL*

N Gl FE*

TERER Y N RIE e *

TR B* RIE ARz Eie)*
ElN T FEBT Ml (BRzE)*
H TR 2R " FLAR

N CiliZa BiFg (T IEHER)
ERMET B REIR ()
Dl R AR R

i (REXZZET) ™ LI RBE B

58.2. HER
5.8.2.1. ZOELRERE K OHEIRE

HE 0 BICOBRNEBEL, D% T S TORERIZOWT, MERE, HAERBRUWEE
BHEREEL, BEROHIHE, REHE,N N RBELZIT o7, 72, HAERBMOHEIRE
IS OHAEERE, ARBAEOKRLVARRTHARZEH Lz, HARIIWHE 4 AETEA
EIEDOTERRZATY, FERD 4 AAGFRLZEIT 2L 2 0IT, WE 4 BICEEZHFE L.

5.8.2.2. K
WE 4 BlZo—7 VBT CHRILEBGE &, 3/E - oNEMEBRE2To72. F72, BER
BOEEW AT LIZRIBIZ oW THERm L, h—h RAEfi=X ) —VIZEERE L.

5.9. HEEHFHILIE

TREICHEYY, MEFERLH AT o/, WTNhOBE A EKEL 1 KU 5%E L. ok, ~
FEN DR E R OB I TR ARG 2R &, sHMEOR RN GERS Uz, IFIRENM) D& 5E
CHlE, HEAAREOREROCEEEO DOV TH I FMELZIT 72,
59.1. ZEILBRE

N, {EAE, RS0 > LENOIR, FikdE7), %R, BRESE, Rgd GURK

34



P041486

BIZ L DR, REMECRILEZIR) MRFHR4, MKELTFRAe BEEEROIKELLE
TEE, RRITEH, R, BEEY, BRI, SRR, SRR, MEHAEROKRE
(BHEW = & OFEEMEEARERMEE L72), HERBEOHARE

LREROEEBEIZSWT, Z8OY % Bartlett JEICLVRE L. S8BNY -RGEE,
Dunnett D% B HBEE 2 AVTRBREE OHE AT, 3B —TRWIGEIE, Steel DEE
PEBE R E 2 FI VO TXERBE & O i %17 - 72

5.9.2. Wilcoxon rank-sum test

PRRERLEE (BRI ZRRL), EEEERE

593. VRBE
LRE [(ZREWE LEEEED) X 100]
ZheER [(EREMD R AR BB %) X 100]
hesE (IR e HE A2 R B4 < 100]
e [(E R HPEMERR, SRS X 100]
PEEE (RS AR I it A= D 2]

59.4. Steel DL ELENE
JRIREED 5 5, MEIEIC L DR, REAFHKRORITE
FREBIZOWTIE, L — REEECERLZOBIT- 7.

5.9.5. Fisher O IEFERERR ELE

5.9.6. Mann-Whitney ® U HELE
I B P R AT

5.9.7. Wilcoxon DRIk EE (RAIERE)
EERE [EREUAEE)>100]

SEPEER [ (ERE VR E/ L PE R 250> 100]
HAER [((HAERE AREE) X 100]
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FhEEFIHE (B HARE) X100
FAERD 4 HAEFE [BrERD 4 H oA REH AR $0) X 100]

5.10. BB ERH
B, MRS RTF 77 —L4c TIRT N = XOBMWERICET DRI W ETNIIHER L
7z,

6. REBFER
6.1. RELRGHEHABRICETIHER
6.1.1. ETEW

300 mg/kg FEDOME 1 5] (B 5 847) DMTHR 22 HOZMHICET Lz, YEFOETIE, A
AR TIORAEDORR (6.111LITERM) D, HBRWEERLS & OREIRv L L7,

6.1.2. —RIRREHIE

BEHE R % Table 1 e U8 2 W TNZ Appendix 1~3 (2777,

TG HE EREOHEHMEZZT) ROEESRAZBL T, |4 THLEFEITRD Lk
Mo,

6.1.3. HEREHSERORE

6.1.3.1. FRREMIZR (GHMBLE)

BEE B A& Table 3~12 3 TNZ Appendix 4~20 127~

P 5HIRT (RN B 2 81) OWTROBIEFIZBN TS, ¥ —UNBlE, »—J4t
BEXRVT =1 FEIE L BIT, EFTHLREIIRO bNRhol. 708, 20 mg/kg FEDOIET
%, BE3HEOBRAED 7 4 —)L REETHHRFER DM 8D S 703, 80 mg/kg LA EDORETL
LBNTWRWEITH D Z Linh, #HEWERE L ITEEDRWE L &l L.

6.1.3.2. REFEHERERE

FRAT RS % Table 13 T8 14 W TN Appendix 21 2T 22 {TR-9.
HEDFE 6 WL OMEDOIHE 4 A OMAETIE, MESFIYEFTHHRFIZED bRl
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6.1.3.3. #HHE
HTERE S % Table 15 2 OF 16 3 ONE Appendix 23 K& T 24 (2”7
MDD 6 BROMEDHT 4 A OMATIE, FIREKUTEBOEN L 12, WBRMERSICER
L7223 bidd@ b o .

6.1.34. HEESHENE

R THE R % Table 17 O 18 A TN Appendix 25 & TN 26 (27777

HEDRG 6 R UMEDTHT 4 A ORATIE, WTHORERX SO N 5EE O N ¥ > M
W BE RS IRER L2 idEB0 b o Tz,

6.14. K&

REDOHERS % Figure 1~3, Table 19 & T8 20 i TN Appendix 27~29 {Z7R" 7.

FEHM RN OHEHMZ &) MOFESHRLZH LT, #HRmBEREICER L2
PO bR DTz,

6.1.5. EfEE

BETEOHER % Figure 4~6, Table 21 J U 22 W N Appendix 30~32 127”7

BEHE EREA O EHIM A2 &) KORESMAZEL T, #HRYEREIER L2k
WD HNRD 0T, T2E, 300 mg/kg BEOMETIE, H5 4 BIZIKE, #5258 (BHEICHEA L7
YO H) \ZEEBRED AT, —BEOEILTHS Z &b, HEBWERE LIIBED 720
AL & HIWr U7

6.1.6. RIg#E

A R % Table 23 & O Appendix 33 (27”7 .

HOREE 6 BORETIL, HRHERKESIOER LB ERO bNEhoT. B, SHERY
BHECTIREMOBE(N| FKE~EHE) PRD LN, FOMoMmETE T L E(LS A LT
WRWZ LD, JREDXTREEE L TOORME R L2 LT B b EZ B, #5
WBEREICERN LB TR S L7z, F72, 20 KU 80 mgkg #TRpH T H U
JI~OBATIN T BT, 300 mgkg BETRD BN TNARNELTH S Z Lnd, HHRMERS
CATBED 7L & L7
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6.1.7. MKFHIHRE

RS S % Table 24~26 17 CNZ Appendix 34~37 [ 2779

B 5 A& THREORRAE TIE, 300 mg/kg BEOHET PT KON APTT OILE 23588 Hiv7-.

EE IR TREORE T, 300 mgkg HEOHETLURREEOEME, RBEOMT~T /oL K
O MCH DIREZFR D L7z, &G riFOBRA CREROZELA A LILTWRNZ L b
PR G & T EE O 2R & HIE L7

6.1.8. MEAEILFHIRE

PR A B % Table 27~29 17 (NZ Appendix 38~41 12157

e EHAMA TRFOME TIE, 80 mg/kg BEDMEN OF 300 mg/keg BEDOMEME T v -GTP D E{ES F 5
AU, 80 B TX300 mg/kg HEDOIETRY 7 U T4 RORMAFED Sz, £/, 300 mgkg BEOHE
T GOT DIRMENRD LRy, FHETIERORWAENLTHD LHIBr L7z, 20 XU 300 mg/kg
FEOMETIRO LN IER Y o OUEIT, BERIEF LEBIETIERNZ &b, HRmER S
CIIEEDRWE(L LW L. ZDIED, 80 mgkg BHEOHET y -7 a7 U U HOKE, 20 KO
80 mg/kg BET/ u— /L OEE, 20 mgkg BEOHETHAEY KOV b 7 AOEE, 20 mg/kg #EO
Ty -GTP BN L3 7 AOAREAFERD L7243, 300 mgkg BETH LN TWRNWELLTHD 2
MG, BEBRMERG L IIRE O (R & R L7z,

EE A TR OME T, 300 mgkg FEOMET v -GTP OEMARD Bz, ZDED, 300
mg/kg FEOMET GOT KT bV U AOEENTED HiLens, RGMERE TRORE THLILT
WRWERTHD Z b, HRWERE L ITBED 22 & L7,

6.1.9. Stk

FRFTAE H % Table 30~32 iff N Appendix 42~47 [ 2737

B G IR TRFOR A TIE, 300 mg/kg BEOME 5 B OME 7 Bl CARO IBARRD bl =
DIED, 20 mg/kg TEDOKE 1 4T H PO FHLRA A B0, 20 KT 80 mg/kg FEDHES 1 #iITH
MPEDORER FAOERGARKENRD NN, 300 mgkg #ETHLNTHWRWELTHD Z L h
b, BB RS L IXBE o 2 Al 2l L.

I AR IR OMA T, 2F)TH O REIIERD o7z,

BT L7 300 mgkg BEDOME 1 #1TlE, Mo RE, [ENSOWREREIEOITE K O EE
DR DEFRB RO H L7z,
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6.1.10. SZREEE
) TE#E 5 % Table 33~35 W TUNC Appendix 48~58 [Z/R.

5 ML TR OWE Tk, 80 mg/kg BEOME, 300 mg/kg BEDMERE TR RO B OFE <t L&
DEENRD BN, F2, 300 mgkg FEOMETRHOMENR EEOSBENRD L7, fErtEE
CENRNZ EDD, REREENLCOREEL R LIZZ IR L B2 bh, WHRpERS
EXBEDORNVE P L. ZOED, 20 KON 80 mg/kg REOMETHRMROBXTE B O SIE,
80 mg/kg FEDMETHIMR DK K Ot EH B DR ATRD S 417273, FERDOAEAS 300 mg/kg BT
FHHITWIRNWZ &G, BRWERG L ITEED WA L &l L7z,

B TREOMRE ClE, 300 mgkg HEORERE TR OMEX K UHHRTEEO SESFE D Hil
7o, ZDiED>, 300 mgkg BEOHETHIRROMXIEREO M, [RIBEOME TEIF I N FARIRO M)
MO EEDSM, BRONSEED&SMATBO 6N, WTROERL S HREGHFK TEIZ
FONTWRWETTHDH Z Linb, HBRYWERE L IIEEORWE L HIBT LT,

6.1.11. FHEAABAHIRE

ARG R % Table 36~38 I (NZ Appendix 59~63 (2737

Fe G HARHE TR O A T, 80 mg/kglEDHE 1 4411, 300 mg/kgfE DHE 2 4] J UM 4 45 T/hFEF L
PED IR DR E DB KD F 570, HEKN L7 AFRIRR O M AR B 13 k¥ — e af et DM E 4 2
LCWe. ZoiEny, 300 mg/kgfEDRE 1 5 TRURIRO RO KRR 5RO bl dy, R
OB THDLZ Linh, WBRWERS LIEMORWELE Lz, £, SREEORE |
{81 K O 300 mg/kgfEDME | 7] CHT RIS DB O HLREEFE, <TRREEOHE | #1, 20 mg/kgfFEDHE 2 1
& OF 300 mg/kghE DMERES- 1 ] TRFIROIRE O BZ IR, <RE#E & U 300 mg/kghE DOMEX 1
THNEOEE DR FERVERE S E ML, RO ME 2 6] 2 O 300 mg/kghE DM 3 B THISZMROEEE 0D
U L SERIRE, XTREBEORE 1 B ROV 2 6, 300 mg/kghf OMERES 1 $17CRURBROTREE O il 4 4
BRSO b, ZILEOE(bIE, EOREMER ORE TREMIZEN A LIRN T LD,
WHRHERS L IZBEO A L LRI L. cHBREETIE, M 1 BICHOREDFEAERRD &
iz,

[EE MR TR O T, BEHMETRHCEER D S 72/ N EH.OHED TR DR R T
NWieplhofe. E72, 300 mgkg BEOME 1 HITAROBRE O MAERD LI Tzdy, 1 BlOIHDEAL
ThdrZ &, POREHMETRIGED OGN TWRWELTHELZ Eb, HRWERS LI1XHE
B 72 AL & L7

AE8R 22 A O43 i HRICFE L L7z 300 mg/kghEDME 1 FICik, Witz AR ERE oo e K OV J& PR P oD
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RO KNE, BRI O BM M IZ FEL O MR, MR A ORI 0 FEHE K O B R o 4%
EOUVS ANFEH 5, AEIOSLRITIARTZRICHE O BERREE L5 2 b/, MeFRUZEFH]

TROHILTVRWI &, IR R & OERER A X D8 ThRITRO 5L DL TH
D3 RENEER 22 AOSBFICET LT AZ s, WRWERS L IZEEO R MEREAZE
b &l L7z,

6.2. AFERAETHERRICETHHE
6.2.1. FEMMKITTRE
6.2.1.1. MEAHIRER OVERMEE IIRE

AT F 4 Table 39 46 TN Appendix 64~65 (27~

PERIIRE ClL, ZELAITECG-HIM A8 L <, BIERSROREERHE bz, HHRmERE Ik
R L 722 biEER D Lo 7z,

EFEREIRE TR, RELZEMEFATREIIRZL, REFITIWTNOHD 100%THh- 7o
Eio, ROOMBIHNSHERDERC 1 FI530d o, ZEOHMREIRIEEE, 20, 80 XU 300
mg/kg BECENLEI 100, 91.67, 91.67 KT 91.67% Tho7=h, EHERWE B R CRHBEEL b
WL TABEREZTIRDLONT, KREIHTOHHBYERSIZER U L5330 5o
7-.

6.2.1.2. R UHEIREE

A S % Table 40 & (Y Appendix 66 (2777

BREL L, DRROEHBEREBIZRATHO, TR, HEE, B, SREEROEKE
IR G LB RIZBD Do T, £, DM OB IRRRIC 0] 5 BF 113R
BRI T,

6.22. WREMICKITTRE

AL s JL % Table 40 K T8 Appendix 66 (27879,

SYWERFRRA T, HERE, AR, HAWRE, MIEHANRGEE, LR, HEROM AT
ARFZFHBERONT BT S BRI E R SRR L 72 ZBIEEE0 b o7,
WEHOMETE, FERD 4 BOAETFER, FERTHBROWTALTY, HBRMEHRSICER
L7 o hoTz.
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7. BE

B|HRILNT 7 4 L OREMICET 2EERBRO—IRE LT, HFREXT 7 0 %20, 80 KN
300 mg/kg DHET, MEIEZRELAT 14 A E N ORECHIM 24T 42 B, #E3AQEAT 14 B, 23k,
ERR O AR THE 4 B E T CROBEW CI3idik23 B T) R EREROZEEL, K
G FEN R OEER ARV RITTERBIZIOWTHRM L. $£72, SHRELROESHERIZSW
T 14 A OMEBR 2T, HIEARRICER L7e®%h o4& 5 Flic-oun T, MEXET7- 1kl

W E CREREL) 245 5 BB L CHEE RO 42 DRIPGERE 21T 8l >» T, £
DIFIBIE A RFT L 7.

1. E#H Gt

PRI A L C, #mMEREICERRN LA ORAER R, IR BT 5 BF IR
bpole. F7-, HEEBERAHE, KE, BHEENORRETE, BBRWEREICERL
Te AT HRRD LAV 72,

PRV E R G RN U 7222 HTIRIZER O iz, HTIR T, 300 mg/kgh¥ D MERE CRIIRAIC
HERASZ: D41, 80 mg/kght D7 K TN 300 mg/kghl O MERETHURE AL /INEE LM% O BFREIE 0O 48
DIERNFRBD ST, TR RTINS AE T TV A 2 &, JER LT o Mg 13 b
IS BERIFBEZ 2 L TVl &nh, 2L OAFEME THE S TW 2 YRR OFE,
TR LBR/REOHMCE S b0 L EZ ONEY £2, ITIREROSHE, PTRFAPTTO
e, v-GTPOREEMCFY 7V T4 FOEERRD LN, Zh o0& kiE, ATIRIZAER
FHREENREBBD ONRD T2 DD, EHRWERSONE~OZEL RETLEDEE
R Bl

[EE RS PR ORI T, FeEARIKE rRFOREIZSIEHEE, 300 mg/kg #EOMET v -GTP D
=2 A 540, 300 mg/kg FEDMERE CIFIR DM X OEAT EE&O SR8 bz, O
ARA & 7= IXERR P LD Doz 2 b, o OB LikRIEEMICSH DD EE
Z BT, FOMDOEIZ DN TIEWT R HIHAE L TV,

PLEDFERING, ARBREM MBI 2 EEGEMICET 2 BERERI IS b
mg/kg/day L HEL S, FEIEMEIZBL THo T,

2. EhEgE T
BEW T, MRAPRE, BIERS, RIEEEK, TRER, 2ERE, TEFAEALK, s,
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HREE, ARE, HREHIEENHERONT N THHBRWERGITEN L2 £10idG8o bivk
Mot Fiz, SRELOWHEREICREIIRD ko

WEM TIE, VR, iR, AR, FEER, M, AREFEHBIER, HERO 4 RE
{758, % 0 KOV 4 HOMEREMAERKREO NI THOHBRYE R 5] E LB TR b
oz,

LU EDFERNG, ARERSM: TIci T 2 BB 0 £FHRE S M ORISR 5 R E R,
HE R OIRE & H 12 300 mg/kg/day & HEZE STz,

8. ZBEIXM

) A 3F, KHE M (2000): A 15T FURIR LEUIMA, EMRERLECE, B RN
SR, HABIRESES, 4 &=, pp.435-446.

2) HEM B (191): 1 1EBR#R, 1.1 FEEGIERE, S URGEE 5. EmRE T, Al BE,
HOIE We, #AERE, R pp.58-76

3) Greaves P. Digestive system 2. Liver: Hepatocellular hypertrophy and hyperplasia. In "Greaves P.
editor. Histopathology of preclinical toxicity studies. 2nd. Ed", Amserdam: Elsevier (2000) pp.445-452.
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Table 1 Clinical signs in male and female rats
Sex Group Days of treatment
and Clinical sign
dosc 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Male Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
80 mg/kg Number of cxamined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg  Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
[Female  Control Number of examined 7 17 17 7 17 v 17 17 17 17 17 17 17 17 17 17 16 12 6 5 5
No abnormality 7 17 17 17 177 171717 17 17 17 17 17 17 17 160 12 6 5 5
20 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 2 1 0 0
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 2 1 0 0
80 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 3 3 1 0
No abnormality 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 3 3 1 0
300 mg/kg  Number of examined 17 17 17 v o177 171717 17 17 17 17 17 17 17 15 10 7 5 5
No abnormality 7 17 17 17 17 17 17 17 17 17 17 17 17 17 17 17 15 10 7 5 5
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Table 1 - continued Clinical signs in male and female rats
Sex Group Days of treatment
and Clinical sign
dosc 22 23 24 25 26 27 28 29 30 31 32 33 34 3 36 37 38 39 40 41 42
Male Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
80 mg/kg Number of cxamined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
[Female  Control Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5} 5 1) 5 5} 5 H
300 mg/kg Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5




Study No. P041486

Table 1 - continued Clinical signs in male and female rats
Sex Group Days of recovery
and Clinical sign
dosc 7 8 10 11 12 13 14
Male Control Number of examined 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 H 5
300 mg/kg Number of examined 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5
Female  Control Number of examined 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5
300 mg/kg Number of examined 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5
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Table 2 Clinical signs in Fo dams - gestation and lactation period —
Sex Group Days of gestation
and Clinical sign
dosc 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
[Female  Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
80 mg/kg Number of cxamined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2 - continued

Clinical signs in Fo dams - gestation and lactation period —

Study No. P041486

Sex Group Days of gestation Days of lactation
and Clinical sign
dosc 17 18 19 20 21 22 23 24 0 1 2 3 4
[Female  Control Number of examined 12 12 12 12 12 12 L 0 12 12 12 12 12
No abnormality 12 12 12 12 12 12 1 0 12 12 12 12 12
20 mg/kg Number of examined 12 12 12 12 12 12 2 1 11 11 11 11 11
No abnormality 12 12 12 12 12 12 2 1 11 Ll 11 Ll 11
80 mg/kg Number of examined 12 12 12 12 12 12 5 1 11 11 11 11 11
No abnormality 12 12 12 12 12 12 5 1 11 11 11 11 11
300 mg/kg Number of examined 12 12 12 12 12 12 4 1 10 10 10 10 10
No abnormality 12 12 12 12 12 11 4 1 10 10 10 10 10
Dead 0 0 0 0 0 1 0 0 0 0 0 0 0
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Table 3 Detailed clinical observation in male and female rats — before administration —
Group Number Cage side observation
Sex and of
dose animals Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Male Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12
Female Control 17 17 17 17 17
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 17 17 17 17 17

Not significantly different from control.

Observation and score.

Posture: 1, Completely {lattened. Lying on side or upright; 2, Normal; 3, Hunchback position

Convulsions: 1, None; 2, Extension covulsion of limb or/and head shivering:; 3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion
Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Table 3 - continued Detailed clinical observation in male and female rats — before administration —
Group Number lland held observation
Sex and of
dose animals Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration
2 1 L 1 L 1
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 L2 12 L2 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

llandling reactivity: 1, Easy; 2, Normal; 3, Dislress.

Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1,None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.

Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic [lexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.
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Table 3 - continued Detailed clinical observation in male and female rats — before administration —
Group Number [land held observation
Sex and of
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Salivation: 1, None; 2, Wel margin submaxillary area; 3, Slight(wel entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, None; 2, Wet 1lid margin; 3, Wet eye 1id; 4, Wet over eye lid.

Pupil size; 1, Clecar miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal secretions: 1, None; 2, Clear secretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 3 - continued Detailed clinical observation in male and female rats — before administration —
Group Number [land held observation
Sex and of
dose animals Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tonc); 3, Dcep dusky rosc.

Incontinence of urine: 1, None; 2, Incotinentia urinae.

Muscle tone: 1, Complete flaccid or slight [laccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia.
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Table 3 - continued Detailed clinical observation in male and female rats — before administration —
Group Number Observation on the open field
Sex and of
dose animals Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Male Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12
Female Control 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Arousal: 1, Low acliviiy(inanimation, stupor, coma); 2, Normal (exploration); 3, Iligh activity(excitement hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stercotypies and/or bizarre bechaviors: 1, None; 2, Occurrcnce.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrhea: 1, None; 2, Present.
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Table 3 - continued Detailed clinical observation in male and female - before administration —
Group Number Observation on the open field
Sex and of
dosc animals Defecation (number) Urination (number)
Male Control 12 2 0
+1 +0
20 mg/ke 12 1 0
+2 +0
80 mg/kg 12 1 0
+2 +0
300 mg/kg 12 2 0
+2 +0
Female Control 17 1 0
+1 40
20 mg/ke 12 1 0
+2 +1
80 mg/kg 12 1 0
+1 +0
300 mg/kg 17 1 0
+1 +0

Not significantly different from control.
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Table 4 Detailed clinical observation in male and female rats — week 1 —
Group Number Cage side observation
Sex and of
dose animals Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Male Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12
Female Control 17 17 17 17 17
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 17 17 17 17 17

Not significantly different from control.

Observation and score.

Posture: 1, Completely {lattened. Lying on side or upright; 2, Normal; 3, Hunchback position

Convulsions: 1, None; 2, Extension covulsion of limb or/and head shivering:; 3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion
Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Table 4 - continued Detailed clinical observation in male and female rats — week 1 —
Group Number lland held observation
Sex and of
dose animals Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration
2 1 L 1 L 1
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 L2 12 L2 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

llandling reactivity: 1, Easy; 2, Normal; 3, Dislress.

Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1,None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.

Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic [lexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.



0¢

Study No. P041486

Table 4 - continued Detailed clinical observation in male and female rats — week 1 —
Group Number [land held observation
Sex and of
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Salivation: 1, None; 2, Wel margin submaxillary area; 3, Slight(wel entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, None; 2, Wet 1lid margin; 3, Wet eye 1id; 4, Wet over eye lid.

Pupil size; 1, Clecar miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal secretions: 1, None; 2, Clear secretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 4 - continued Detailed clinical observation in male and female rats — week 1 —
Group Number [land held observation
Sex and of
dose animals Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tonc); 3, Dcep dusky rosc.

Incontinence of urine: 1, None; 2, Incotinentia urinae.

Muscle tone: 1, Complete flaccid or slight [laccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia.
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Table 4 - continued Detailed clinical observation in male and female rats — week 1 —
Group Number Observation on the open field
Sex and of
dose animals Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Male Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12
Female Control 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Arousal: 1, Low acliviiy(inanimation, stupor, coma); 2, Normal (exploration); 3, Iligh activity(excitement hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stercotypies and/or bizarre bechaviors: 1, None; 2, Occurrcnce.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrhea: 1, None; 2, Present.
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Table 4 - continued Detailed clinical observation in male and female - weck 1 -
Group Number Observation on the open field
Sex and of
dosc animals Defecation (number) Urination (number)
Male Control 12 2 0
+3 +0
20 mg/ke 12 1 0
+2 +0
80 mg/kg 12 3 0
+2 +1
300 mg/kg 12 2 0
+2 1
Female Control 17 1 0
+2 40
20 mg/ke 12 0 0
+0 +0
80 mg/kg 12 1 0
+3 +1
300 mg/kg 17 0 0
+1 +1

Not significantly different from control.
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Table 5 Detailed clinical observation in male and female rats — week 2 -
Group Number Cage side observation
Sex and of
dose animals Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Male Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12
Female Control 17 17 17 17 17
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 17 17 17 17 17

Not significantly different from control.

Observation and score.

Posture: 1, Completely {lattened. Lying on side or upright; 2, Normal; 3, Hunchback position

Convulsions: 1, None; 2, Extension covulsion of limb or/and head shivering:; 3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion
Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Table 5 - continued Detailed clinical observation in male and female rats — weeck 2 -
Group Number lland held observation
Sex and of
dose animals Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration
2 1 L 1 L 1
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 L2 12 L2 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

llandling reactivity: 1, Easy; 2, Normal; 3, Dislress.

Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1,None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.

Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic [lexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.
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Table 5 - continued Detailed clinical observation in male and female rats — weeck 2 -
Group Number [land held observation
Sex and of
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Salivation: 1, None; 2, Wel margin submaxillary area; 3, Slight(wel entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, None; 2, Wet 1lid margin; 3, Wet eye 1id; 4, Wet over eye lid.

Pupil size; 1, Clecar miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal secretions: 1, None; 2, Clear secretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 5 - continued Detailed clinical observation in male and female rats — weeck 2 -
Group Number [land held observation
Sex and of
dose animals Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tonc); 3, Dcep dusky rosc.

Incontinence of urine: 1, None; 2, Incotinentia urinae.

Muscle tone: 1, Complete flaccid or slight [laccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia.
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Table 5 - continued Detailed clinical observation in male and female rats — weeck 2 -
Group Number Observation on the open field
Sex and of
dose animals Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Male Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12
Female Control 17 17 17 17 17 17
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12
300 mg/kg 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Arousal: 1, Low acliviiy(inanimation, stupor, coma); 2, Normal (exploration); 3, Iligh activity(excitement hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stercotypies and/or bizarre bechaviors: 1, None; 2, Occurrcnce.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrhea: 1, None; 2, Present.
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Table 5 - continued Detailed clinical observation in male and female - weck 2 -
Group Number Observation on the open field
Sex and of
dosc animals Defecation (number) Urination (number)
Male Control 12 1 0
+2 +0
20 mg/ke 12 1 0
+1 +1
80 mg/kg 12 2 0
+2 +0
300 mg/kg 12 2 0
+2 +0
Female Control 17 0 0
+1 40
20 mg/ke 12 0 0
+0 +0
80 mg/kg 12 1 0
+1 +0
300 mg/kg 17 0 0
+0 +0

Not significantly different from control.
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Table 6 Detailed clinical observation in male and female rats — week 3 -
Group Number Cage side observation
Sex and of
dose animals Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Male Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12
Female Control 5 5 5 5 5
300 mg/kg 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Posture: 1, Complectely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position

Convulsions: 1, None; 2, Extension covulsion of limb or/and head shivering:; 3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion.
Stereolypies and/or bizarre behaviors: 1, None; 2,0ccurrence.

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body: 4, Body palindromic tremotr.
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Table 6 - continued

Detailed clinical observation in male and female rats — weeck 3 -

Study No. P041486

Group Number lland held observation
Sex and of

dose animals Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 L 1 L 1

Male Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 L2 12 L2 12 12

300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5

300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Handling recactivity: 1, Easy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1,None; 2, llead tremor; 3, Repetilive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.
Convulsions: 1, Nonc; 2, Distensible convulsion of limb or/and hcad shivering: 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Table 6 - continued Detailed clinical observation in male and female rats — weeck 3 -
Group Number [land held observation
Sex and of
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary arca; 3, Slight(wet cntire submaxillary arca); 4, Scverc{wet thoracic arca).
Lacrimation: 1, None; 2, Wet 1lid margin; 3, Wet eye 1lid; 4, Wet over eye lid.

Pupil size; 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal sccretions: 1, None; 2, Clear sccretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 6 - continued

Detailed clinical observation in male and female rats — weeck 3 -

Study No. P041486

Group Number [land held observation
Sex and of
dose animals Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Pilocrection: 1, Normal; 2, Slight pilocrection; 3, Clear piloercction.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose

Incontinence of urine:

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal: 3, Extreme resistance
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia

1,

None; 2,

Incotinentia urinae.
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Table 6 - continued

Detailed clinical observation in male and female rats — weeck 3 -

Study No. P041486

Group Number Observation on the open field
Sex and of
dose animals Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Male Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12
Female Control 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5

Not significantly different [rom control.
Observation and score.

Arousal: 1, Low activtiy(inanimation, stupor, coma); 2, Normal (cxploration); 3, High activity(cxcitement hyperscensitivity).

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereolypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrheca: 1, Nonc; 2, Present.
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Table 6 - continued Detailed clinical observation in male and female - weck 3 -
Group Number Observation on the open field
Sex and of
dosc animals Defecation (number) Urination (number)
Male Control 12 3 0
+3 +0
20 mg/kg 12 1 0%
+1 +1
80 mg/kg 12 3 0
+3 *0
300 mg/kg 12 2 0
+2 +0
Female Control 5 0 0
+0 +0
300 mg/kg 5 0 0
+0 +0

%1 P<0.05 (signiflicantly different from control).
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Table 7 Detailed clinical observation in male and female rats — weck 4 -
Group Number Cage side observation
Sex and of
dose animals Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Male Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12
Female Control 5 5 5 5 5
300 mg/kg 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Posture: 1, Complectely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position

Convulsions: 1, None; 2, Extension covulsion of limb or/and head shivering:; 3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion.
Stereolypies and/or bizarre behaviors: 1, None; 2,0ccurrence.

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body: 4, Body palindromic tremotr.
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Table 7 - continued

Detailed clinical observation in male and female rats — weck 4 -

Study No. P041486

Group Number lland held observation
Sex and of

dose animals Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 L 1 L 1

Male Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 L2 12 L2 12 12

300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5

300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Handling recactivity: 1, Easy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1,None; 2, llead tremor; 3, Repetilive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.
Convulsions: 1, Nonc; 2, Distensible convulsion of limb or/and hcad shivering: 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Table 7 - continued Detailed clinical observation in male and female rats — weck 4 -
Group Number [land held observation
Sex and of
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary arca; 3, Slight(wet cntire submaxillary arca); 4, Scverc{wet thoracic arca).
Lacrimation: 1, None; 2, Wet 1lid margin; 3, Wet eye 1lid; 4, Wet over eye lid.

Pupil size; 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal sccretions: 1, None; 2, Clear sccretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 7 - continued

Detailed clinical observation in male and female rats — weck 4 -

Study No. P041486

Group Number [land held observation
Sex and of
dose animals Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Pilocrection: 1, Normal; 2, Slight pilocrection; 3, Clear piloercction.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose

Incontinence of urine:

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal: 3, Extreme resistance
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia

1,

None; 2,

Incotinentia urinae.
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Table 7 - continued

Detailed clinical observation in male and female rats — weck 4 -

Study No. P041486

Group Number Observation on the open field
Sex and of
dose animals Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Male Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12
Female Control 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5

Not significantly different [rom control.
Observation and score.

Arousal: 1, Low activtiy(inanimation, stupor, coma); 2, Normal (cxploration); 3, High activity(cxcitement hyperscensitivity).

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereolypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrheca: 1, Nonc; 2, Present.
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Table 7 - continued Detailed clinical observation in male and female - weck 4 -
Group Number Observation on the open field
Sex and of
dosc animals Defecation (number) Urination (number)
Male Control 12 1 0
+2 +0
20 mg/ke 12 0 0
+0 +0
80 mg/kg 12 1 0
+2 +0
300 mg/kg 12 0 0
+1 +0
Female Control 5 0 0
+0 +0
300 mg/kg 5 0 0
+0 +0

Not significantly different from control.
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Table 8 Detailed clinical observation in male and female rats — week 5 —
Group Number Cage side observation
Sex and of
dose animals Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Male Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12
Female Control 5 5 5 5 5
300 mg/kg 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Posture: 1, Complectely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position

Convulsions: 1, None; 2, Extension covulsion of limb or/and head shivering:; 3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion.
Stereolypies and/or bizarre behaviors: 1, None; 2,0ccurrence.

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body: 4, Body palindromic tremotr.
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Table 8 - continued

Detailed clinical observation in male and female rats — week 5 —

Study No. P041486

Group Number lland held observation
Sex and of

dose animals Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 L 1 L 1

Male Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 L2 12 L2 12 12

300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5

300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Handling recactivity: 1, Easy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1,None; 2, llead tremor; 3, Repetilive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.
Convulsions: 1, Nonc; 2, Distensible convulsion of limb or/and hcad shivering: 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Table 8 - continued Detailed clinical observation in male and female rats — week 5 —
Group Number [land held observation
Sex and of
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary arca; 3, Slight(wet cntire submaxillary arca); 4, Scverc{wet thoracic arca).
Lacrimation: 1, None; 2, Wet 1lid margin; 3, Wet eye 1lid; 4, Wet over eye lid.

Pupil size; 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal sccretions: 1, None; 2, Clear sccretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 8 - continued

Detailed clinical observation in male and female rats — week 5 —

Study No. P041486

Group Number [land held observation
Sex and of
dose animals Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Pilocrection: 1, Normal; 2, Slight pilocrection; 3, Clear piloercction.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose

Incontinence of urine:

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal: 3, Extreme resistance
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia

1,

None; 2,

Incotinentia urinae.
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Table 8 - continued

Detailed clinical observation in male and female rats — week 5 —

Study No. P041486

Group Number Observation on the open field
Sex and of
dose animals Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Male Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12
Female Control 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5

Not significantly different [rom control.
Observation and score.

Arousal: 1, Low activtiy(inanimation, stupor, coma); 2, Normal (cxploration); 3, High activity(cxcitement hyperscensitivity).

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereolypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrheca: 1, Nonc; 2, Present.



Study No. P041486

Table 8 - continued Detailed clinical observation in male and female - weck 5 —
Group Number Observation on the open field
Sex and of
dosc animals Defecation (number) Urination (number)
Male Control 12 0 0
+1 +1
20 mg/ke 12 0 0
+1 +0
80 mg/kg 12 1 0
+2 +0
300 mg/kg 12 1 0
+1 +0
Female Control 5 0 0
+0 +0
300 mg/kg 5 0 0
+0 +0

Not significantly different from control.
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Study No. P041486

Table 9 Detailed clinical observation in male and female rats — weck 6 —
Group Number Cage side observation
Sex and of
dose animals Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Male Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12
Female Control 5 5 5 5 5
300 mg/kg 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Posture: 1, Complectely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position

Convulsions: 1, None; 2, Extension covulsion of limb or/and head shivering:; 3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion.
Stereolypies and/or bizarre behaviors: 1, None; 2,0ccurrence.

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body: 4, Body palindromic tremotr.
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Table 9 - continued

Detailed clinical observation in male and female rats — weeck 6 —

Study No. P041486

Group Number lland held observation
Sex and of

dose animals Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 L 1 L 1

Male Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 L2 12 L2 12 12

300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5

300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score

Handling recactivity: 1, Easy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1,None; 2, llead tremor; 3, Repetilive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.
Convulsions: 1, Nonc; 2, Distensible convulsion of limb or/and hcad shivering: 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Study No. P041486

Table 9 - continued Detailed clinical observation in male and female rats — weeck 6 —
Group Number [land held observation
Sex and of
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.
Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary arca; 3, Slight(wet cntire submaxillary arca); 4, Scverc{wet thoracic arca).

Lacrimation: 1, None; 2, Wet 1lid margin; 3, Wet eye 1lid; 4, Wet over eye lid.
Pupil size; 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.
Ocular or nasal sccretions: 1, None; 2, Clear sccretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 9 - continued

Detailed clinical observation in male and female rats — weeck 6 —

Study No. P041486

Group Number [land held observation
Sex and of

dose animals Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature

1 1 2 1 2 2

Male Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 12 12 12 12 12

300 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5

300 mg/kg 5 5 5 5 5 5 5

Not significantly different [rom control.

Observation and score.

Pilocrection: 1, Normal; 2, Slight pilocrection; 3, Clear piloercction.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose.

Incontinence of urine:

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal: 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia.

1, None; 2,

Incotinentia urinae.
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Table 9 - continued

Detailed clinical observation in male and female rats — weeck 6 —

Study No. P041486

Group Number Observation on the open field
Sex and of
dose animals Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Male Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12
Female Control 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5

Not significantly different [rom control.
Observation and score.

Arousal: 1, Low activtiy(inanimation, stupor, coma); 2, Normal (cxploration); 3, High activity(cxcitement hyperscensitivity).

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereolypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrheca: 1, Nonc; 2, Present.



Study No. P041486

Table 9 - continued Detailed clinical observation in male and female - weck 6 —
Group Number Observation on the open field
Sex and of
dosc animals Defecation (number) Urination (number)
Male Control 12 1 0
+1 +0
20 mg/ke 12 1 0
+2 +1
80 mg/kg 12 1 0
+1 +0
300 mg/kg 12 1 0
+1 +0
Female Control 5 0 0
+1 +0
300 mg/kg 5 1 0
+1 +0

Not significantly different from control.
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Table 10 Detailed clinical observation in Fo dams - day 7 of gestation —
Group Number Cage side observation
Sex and of
dose dams Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Female Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12

Not significantly different from control.

Observation and score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, lunchback position.

Convulsions: 1, None; 2, HExtension covulsion of limb or/and head shivering;

Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrence.
Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion
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Study No. P041486

Table 10 - continued Detailed clinical observation in Fo dams - day 7 of gestation —

Group Number lland held observation
Sex and of

dose dams Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 L 1 L 1

Female Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 L2 12 L2 12 12

300 mg/kg 12 12 12 12 12 12 12

Not significantly different from control.

Observation and score.

llandling reactivity: 1, Fasy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization

Tremors: 1,None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic trcmor.
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch

Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic [lexion or tonic extension convulsion

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Study No. P041486

Table 10 - continued Detailed clinical observation in Fo dams - day 7 of gestation —
Group Number [land held observation
Sex and of
dose dams Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Female Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12

Not significantly different from control.

Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
lacrimation: 1, None; 2, Wet lid margin; 3, Wet eye lid; 4, Wet over eye lid.

Pupil size; 1, Clear miosis; 2, Normal; 3, Clear mydriasis.
Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.
Ocular or nasal secretions: 1, None; 2, Clear secretlion.
Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 10 - continued Detailed clinical observation in Fo dams - day 7 of gestation —

Group Number [land held observation
Sex and of

dose dams Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature

1 1 2 1 2 2

Female Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 12 12 12 12 12

300 mg/kg 12 12 12 12 12 12 12

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tonc); 3, Dcep dusky rosc.

Incontinence of urine: 1, None; 2, Incotinentia urinae.

Muscle tone: 1, Complete flaccid or slight [laccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia.
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Study No. P041486

Table 10 - continued Detailed clinical observation in Fo dams - day 7 of gestation —
Group Number Observation on the open field
Sex and of
dose dams Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Female Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12

Not significantly different from control.
Observation and score.

Arousal: 1, Low activtiv(inanimation, stupor, coma); 2, Normal (exploration); 3, lligh activity(excitement

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.
Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrcnce.
Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrhea: 1, None; 2, Present.

hypersensitivity).
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Table 10 - continued Detailed clinical observation in Fo dams - day 7 of gestation —
Group Number Observation on the open field
Sex and of
dosc dams Defecation (number) Urination (number)
Female Control 12 0 0
+0 +0
20 mg/ke 12 0 0
+1 +0
80 mg/kg 12 0 0
+1 +0
300 mg/kg 12 0 0
+1 +0

Not significantly different from

control.
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Table 11 Detailed clinical observation in Fo dams - day 14 of gestation —
Group Number Cage side observation
Sex and of
dose dams Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Female Control 12 12 12 12 12
20 mg/kg 12 12 12 12 12
80 mg/kg 12 12 12 12 12
300 mg/kg 12 12 12 12 12

Not significantly different from control.

Observation and score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, lunchback position.

Convulsions: 1, None; 2, HExtension covulsion of limb or/and head shivering;

Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrence.
Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion
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Study No. P041486

Table 11 - continued Detailed clinical observation in Fo dams - day 14 of gestation —

Group Number lland held observation
Sex and of

dose dams Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 L 1 L 1

Female Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 L2 12 L2 12 12

300 mg/kg 12 12 12 12 12 12 12

Not significantly different from control.

Observation and score.

llandling reactivity: 1, Fasy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization

Tremors: 1,None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic trcmor.
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch

Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic [lexion or tonic extension convulsion

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Study No. P041486

Table 11 - continued Detailed clinical observation in Fo dams - day 14 of gestation —
Group Number [land held observation
Sex and of
dose dams Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Female Control 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
80 mg/kg 12 12 12 12 12 12 12
300 mg/kg 12 12 12 12 12 12 12

Not significantly different from control.

Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
lacrimation: 1, None; 2, Wet lid margin; 3, Wet eye lid; 4, Wet over eye lid.

Pupil size; 1, Clear miosis; 2, Normal; 3, Clear mydriasis.
Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.
Ocular or nasal secretions: 1, None; 2, Clear secretlion.
Skin: 1, None tension; 2, Normal; 3, Tension.
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Study No. P041486

Table 11 - continued Detailed clinical observation in Fo dams - day 14 of gestation —

Group Number [land held observation
Sex and of

dose dams Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature

1 1 2 1 2 2

Female Control 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

80 mg/kg 12 12 12 12 12 12 12

300 mg/kg 12 12 12 12 12 12 12

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tonc); 3, Dcep dusky rosc.

Incontinence of urine: 1, None; 2, Incotinentia urinae.

Muscle tone: 1, Complete flaccid or slight [laccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia.
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Study No. P041486

Table 11 - continued Detailed clinical observation in Fo dams - day 14 of gestation —
Group Number Observation on the open field
Sex and of
dose dams Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Female Control 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12
80 mg/kg 12 12 12 L2 12 12
300 mg/kg 12 12 12 12 12 12

Not significantly different from control.
Observation and score.

Arousal: 1, Low activtiv(inanimation, stupor, coma); 2, Normal (exploration); 3, lligh activity(excitement

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.
Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrcnce.
Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrhea: 1, None; 2, Present.

hypersensitivity).
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Study No. P041486

Table 11 - continued Detailed clinical observation in Fo dams - day 14 of gestation —
Group Number Observation on the open field
Sex and of
dosc dams Defecation (number) Urination (number)
Female Control 12 0 0
+1 +0
20 mg/ke 12 0 0
+1 +0
80 mg/kg 12 0 0
+0 +0
300 mg/kg 12 0 0
+1 +0

Not significantly different from

control.
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Table 12 Detailed clinical observation in Fo dams — day 4 of lactation —
Group Number Cage side observation
Sex and of
dose dams Posture Convulsions Stercotypies and/or bizarre bchaviors Tremors
2 1 L 1
Female Control 12 12 12 12 12
20 mg/kg 11 11 11 11 11
80 mg/kg 11 11 L1 11 11
300 mg/kg 10 10 10 10 10

Not significantly different from control.

Observation and score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, lunchback position.

Convulsions: 1, None; 2, HExtension covulsion of limb or/and head shivering;
Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

3, Clonic covulsion; 4, Tonic flexion or tonic extension convulsion

Tremors: 1, None; 2,Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Study No. P041486

Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation —

Group Number lland held observation
Sex and of

dose dams Handling recactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 L 1 L 1

Female Control 12 12 12 12 12 12 12

20 mg/kg 11 11 11 11 11 11 11

80 mg/kg 11 11 Ll 11 Ll 11 11

300 mg/kg 10 10 10 10 10 10 10

Not significantly different from control.

Observation and score.
llandling reactivity: 1,

Tremors: 1,None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic trcmor.
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch.

Easy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization.

Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic [lexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.
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Study No. P041486

Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation —
Group Number [land held observation
Sex and of
dose dams Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal sccretions Skin
1 1 2 1 1 2
Female Control 12 12 12 12 12 12 12
20 mg/kg 11 11 11 11 11 11 11
80 mg/kg 11 11 11 L1 Ll 11 11
300 mg/kg 10 10 10 10 10 10 10

Not significantly different from control.

Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
lacrimation: 1, None; 2, Wet lid margin; 3, Wet eye lid; 4, Wet over eye lid.

Pupil size; 1, Clear miosis; 2, Normal; 3, Clear mydriasis.
Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.
Ocular or nasal secretions: 1, None; 2, Clear secretlion.
Skin: 1, None tension; 2, Normal; 3, Tension.
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Study No. P041486

Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation —

Group Number [land held observation
Sex and of

dose dams Pilocrection Fur Mucous membrancs Incontinence of urine Muscle tone Body temperature

1 1 2 1 2 2

Female Control 12 12 12 12 12 12 12

20 mg/kg 11 11 11 11 11 11 11

80 mg/kg 11 11 11 11 11 11 11

300 mg/kg 10 10 10 10 10 10 10

Not significantly different from control.
Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tonc); 3, Dcep dusky rosc.

Incontinence of urine: 1, None; 2, Incotinentia urinae.

Muscle tone: 1, Complete flaccid or slight [laccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hyperthermia.
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Study No. P041486

Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation —
Group Number Observation on the open field
Sex and of
dose dams Arousal Gait Stercotypies and/or bizarre behaviors Ptosis Diarrhca
2 2 1 1 1
Female Control 12 12 12 12 12 12
20 mg/kg 11 11 11 11 11 11
80 mg/kg 11 11 11 Ll 11 11
300 mg/kg 10 10 10 10 10 10

Not significantly different from control.
Observation and score.

Arousal: 1, Low activtiv(inanimation, stupor, coma); 2, Normal (exploration); 3, lligh activity(excitement

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.
Stercotypies and/or bizarre behaviors: 1, None; 2, Occurrcnce.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.
Diarrhea: 1, None; 2, Present.

hypersensitivity).
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Study No. P041486

Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation —
Group Number Observation on the open field
Sex and of
dosc dams Defecation (number) Urination (number)
Female Control 12 0 0
+1 +0
20 mg/ke 11 0 0
+0 +0
80 mg/kg 11 1 0
+1 +0
300 mg/kg 10 1 0
+2 +0

Not significantly different from

control.
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Table 13 Sensory recactivity to stimuli in male rats — week 6 —
Group Number Sensory reaction
Sex and of
dose animals Visual Auditory Touch response Pain response Righting reflex Pupil response
2 2 2 2 1 1
Male Control 5 5 5 5 5 5 5
20 mg/kg 5 5 5 5 5 5 5
80 mg/kg 5 5 5 5 5 5 5
300 mg/kg 5 5 5 5 5 5 5

Not significantly different from control.
Observation and score.
Visual: 1, Low reactivity or disappearance of reactivity; 2, Approaching or sniffing ; 3, Jumping biting or attacking
Auditory; 1, low reactivity or disappearance of reactivity; 2, Pulling back or showing auricle reflex; 3, Jumping, moving rapidly or violently.
Touch response: 1, Low response or disappearance of responsc; 2, Turning arounfd or cvasion; 3, Jumping, biting or attacking
Pain response: 1, Low response or disappearance of response; 2, Evasion, turning around or biting;
3, Abnormal vocalization, turning around rapidly or attacking excessively.
Righting reflex: 1, Return to normal posture at once; 2, Taking over 2 seconds to return to normal posture; 3, Hold present posture.
Pupil response: 1, Appcaracc of responsc; 2, Disappcaransc of responsc



€l

Study No. P041486

Table 14 Sensory reactivity to stimuli in Fo dams — day 4 of lactation -

Group Number Sensory reaction
Sex and of

dose dams Visual Auditory Touch response Pain response Righting reflex Pupil response

2 2 2 2 1 1

Female  Control 5 5 5 5 5 5 5

20 mg/kg 5 5 5 5 5 5 5

80 mg/kg 5 5 5 5 5 5 5

300 mg/kg 5 5 5 5 5 5 5

Not significantly different from control.
Observation and score.
Visual: 1, Low reactivity or disappearance of reactivity; 2, Approaching or sniffing ; 3, Jumping biting or attacking
Auditory; 1, low reactivity or disappearance of reactivity; 2, Pulling back or showing auricle reflex; 3, Jumping, moving rapidly or violently.
Touch response: 1, Low response or disappearance of responsc; 2, Turning arounfd or cvasion; 3, Jumping, biting or attacking
Pain response: 1, Low response or disappearance of response; 2, Evasion, turning around or biting;
3, Abnormal vocalization, turning around rapidly or attacking excessively.
Righting reflex: 1, Return to normal posture at once; 2, Taking over 2 seconds to return to normal posture; 3, Hold present posture.
Pupil response: 1, Appcaracc of responsc; 2, Disappcaransc of responsc



Study No. P041486

Table 15 Grip strength in male rats — weck 6 —
Group [orelimb grip strength [lindlimb grip strength
Sex and (g) (g)
dosc
Male Control N 5 5
Mean 2390 738
S.D. +568 +99
20 mg/kg N 5 5
Mean 2753 818
S.D. +498 +95
80 mg/kg N 5 5
Mean 25H33 744
S.D. +690 +141
300 mg/kg N 5 5
Mean 1846 741
S.D. +396 +53

Not significantly different from control.

12



Gl

Study No. P041486

Table 16 Grip strength in Fo dams — day 4 of lactation —
Group [orelimb grip strength [lindlimb grip strength
Sex and (g) (g)
dosc
Female  Control N 5 5
Mean 779 497
S.D. +211 +174
20 mg/kg N 5 5
Mean 821 595
S.D. +324 +134
80 mg/kg N 5 5
Mean 719 545
S.D. +291 +53
300 mg/kg N 5 5
Mean 681 506
S.D. +231 +119

Not significantly different from control.
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Study No. P041486

Table 17 Mortor activity in male rats — week 6 —
Group Mortor activity
Sex and
dosc Time in minutes
0-10 10-20 20-30 30-40 40-50 50-60 Total
Male Control N 5 5 5 5 5 5 5
Mean 3172 1737 1272 707 791 625 8303
S.D. +200 +691 +439 +387 +645 +669 + 1863
20 mg/kg N 5 5 5 5 5 5 5
Mean 2414 1215 721 437 533 760 6079
S.D. +11565 +593 +557 +384 +413 +571 + 1786
80 mg/kg N 5 5 5 5 5 5 5
Mean 1992 1405 1152 740 516 938 6743
S.D. +1303 +1075 +397 +618 +540 +879 +2674
300 mg/kg N 5 5 5 5 5 5 5
Mean 3238 1866 1603 653 779 1309 9448
S.D. +874 +531 +406 +464 +462 +810 +1612

Not significantly different from control
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Table 18 Mortor activity in Fo dams - day 4 of lactation -
Group Mortor activity
Sex and
dosc Time in wecks
0-10 10-20 20-30 30-40 40-50 50-60 Total
Female  Control N 5 5 5 5 5 5 5
Mean 2221 951 253 297 436 120 4277
S.D. +574 +793 +322 +271 +667 +89 +1738
20 mg/kg N 5 5 5 5 5 5 5
Mean 3282 964 102 277 94 368 5086
S.D. +11563 +782 +135 +487 +79 +509 +1209
80 mg/kg N 5 5 5 5 5 5 5
Mean 2373 1690 488 274 41 94 4961
S.D. +805 +912 +643 +464 +37 +91 +1994
300 mg/kg N 5 5 5 5 5 5 5
Mean 1845 247 32 321 243 800 3489
S.D. +691 +129 +34 +542 +527 +855 + 1636

Not significantly different

from control.
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Table 19 Body weights in malc and female rats
Group and dose Male
Control 20 mg/kg 80 mg/kg 300 mg/kg
Body weight (g)

Days of treatment 1 320. 8+ 9.8 (12) 37.6  11.2 (12) 316.9+=  10.7 (12) 320.9=  11.0 (12)
4 339.4+  13.2 ( 12) 335.9+ 11.6 ( 12) 3371  13.3 (12 338.8+ 11.8 (12)
8 360.3+  17.8 (12) 356.5+ 14.8 (12) 353.5+ 16.1 (12) 360.9+ 14.1 (12)
11 375.2%+  19.6 (12) 370.5+  16.3 (12) 367.3+=  20.3 ( 12) 374.7  15.5 (12)
15 390.7+  23.5 (12) 386.0+  20.3 (12) 380.0+  22.3 (12) 390.3+  18.1 (12)
18 401.5+  24.0 ( 12) 399.6+  20.7 ( 12) 394.2+  24.0 (12 404.6+  19.7 (12)
22 423.7  26.6 (12) 420.5+ 22.6 (12) 413. 1=  27.5 (12) 425.7+  21.5 (12)
25 437.0+  26.0 (12) 435.8+  94.2 (12) 426.8+  30.8 ( 12) 439. 1= 22.7 (12)
29 4550+  27.1 (12) 447. 4+ 95.7 (12) 440.2+  33.2 (12) 453.0=  23.8 (12)
32 464.9+  29.6 ( 12) 459.6+  26.3 ( 12) 450.1+=  35.3 (12 465.6+  24.8 (12)
36 477.9+  31.5 (12) 474.9+  27.4 (12) 464.3+  36.0 (12) 479.3+  27.7 (12)
39 479.7+  30.7 (12) 476.0+  34.3 (12) 463.0+  35.7 ( 12) 482.5+  29.1 (12)
42 489.1+ 32,9 (12) 485.2+ 371 (12) 472.4+  35.9 (12) 491.9%  28.5 (12)

Days of recovery 1 493.6+ 24.9 ( 5) 504.8+=  29.5 ( 5)
4 502.0+  23.8 ( 5) 511.0+ 29.4 ( 5
8 507.8%+  27.6 ( 5 519. 7 29.7 ( 5
11 519. 1%+  28.2 ( 5 531.5%  25.5 ( 5
14 531.8+  28.6 ( 5) 542.9+  25.5 ( 5)

Not significantly different [rom control.
Values are mean®S.D. and the values in parentheses represent the number of animals.
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Table 19 - continued Body weights in male and female rats
Group and dose Female
Control 20 mg/kg 80 mg/kg 300 mg/kg
Body weight (g)

Days of treatment 1 211.1+  15.6 (17 208.8+  13.8 (12) 210.2+=  11.9 (12) 210. 3+ 9.8 (17)
4 225.6+  14.6 (17 224.3+  13.1 (12 226.4+  14.6 (12 223.8+ 9.3 (17)
8 235.1+  16.0 (17 232.7+  14.4 (12 235.5+  17.1 (12) 232.6+ 10.6 (17)
11 243.2+  18.1 (17 242.3+  16.8 (12) 244. 1+ 19.8 ( 12) 239.3%  10.6 (17
15 250.0+  20.7 (17 247.5+  17.9 (12) 247.9+  21.8 (12) 244,92+  10.4 (17)
18 248.8+  26.9 ( 6) 237.9+ - ¢ 239.1+  12.7 (3 250.2+  15.2 (7D
22 253.8+ 34.8 ( 5) 257.1+  20.8 ( 5
25 255.4+  34.1 (5 268. 4+  26.5 ( 5
29 259.6+  37.3 ( 5 275. 1= 32.1 ( 5
32 272.3+  37.9 ( 5) 283.7+  38.1 ( 5
36 274.94+  37.4 ( 5) 284.3+ 32.9 ( 5
39 284.2+  38.4 ( 5 286. 7  23.0 ( 5
42 280.7+  38.4 ( 5 289.9%=  26.9 ( 5

Days of recovery 1 284.8+ 38.1 ( 5) 290.8+  24.9 ( 5)
4 288.4+  40.2 ( 5) 291. 1+  26.3 ( 5
8 290.7+  39.4 ( 5 294,71 26.8 ( 5
11 202,24+  37.9 ( 5 298.9%x  27.8 ( 5
14 205. 7+  39.6 ( 5) 303.7t  30.1 ( 5)

Not significantly different [rom control.
Values are mean®S.D. and the values in parentheses represent the number of animals.
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Table 20 Body weights in Feo dams — gestation and lactation period -
Group and dose Female
Control 20 mg/kg 80 mg/kg 300 mg/kg
Body weight (g)

Days of gestation 0 260.1+  15.9 (12) 250.5+  17.2 (1) 956. 6% 19.9 C11) 248.9%  13.1 (11)
7 208.7+  16.6 (12) 287.3+  19.5 (11 208.2+ 21.5 (1D 286. 0+  15.0 (1D
14 338.0+t 17.9 (12) 323.8+ 24,0 (11 337.4+  23.8 (11) 319.0+ 16.5 (11
20 418.2+  19.0 (12) 401.6+  32.1 (1D 423. 1+ 33.1 (1) 402.3+  17.4 (1D

Days of lactation 0 318.1+  21.9 (12) 303.1+=  30.3 (11) 310.3%  25.8 C11) 313.1 21,9 (10)
4 340.2+ 18.7 (12) 326.1+  21.8 (11 334.9+  23.7 (1D 328.6+  23.8 (10

Not significantly different from control.
Values are mean=LS.D. and the values in parentheses represent the number of dams.
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Table 21 Food consumption in malc and female rats
Group and dose Male
Control 20 mg/kg 80 mg/kg 300 mg/kg
Food consumption (g)

Days of treatment 1 25. 7+ 1.7 (12) 26. 3+ 2.7 (12) 26. 4+ 2.0 (12) 26. 3+ 3.5 (12)
4 27.6+ 2.8 (12) 27.8+ 2.3 (12) 27.3+ 1.3 (12) 26.9+ 2.6 (12)
8 27.9% 3.0 (12) 28. 1+ 2.4 (12) 26. 6+ 1.9 (12 27. 4+ 2.5 (12)
11 28. 4+ 2.9 (12) 27.5+ 2.9 (12) 26. 8+ 2.6 (12) 27. 1+ 2.4 (12)
15 27.1=% 3.7 (12) 27.7% 3.1 (12) 25. 1% 2.1 (12) 26. 5% 2.6 (12)
29 30. 4+ 2.9 (12) 30.5+ 2.9 (12) 28.7+ 3.0 (12) 29.3+ 2.8 (12)
32 28. 8+ 3.5 (12) 27.7+ 3.0 (12) 27. 1+ 2.7 (12 28.1+ 1.8 (12)
36 28. 8% 3.1 (12) 29.8+ 3.2 (12) 28. 6+ 3.9 (12) 28.9+ 2.3 (12)
39 26. 4% 2.9 (12) 26. 5+ 3.6 (12) 25. 6% 2.9 (12) 28. 5% 3.8 (12)
42 27.2+ 2.8 (12) 25.8+ 3.6 (12) 25.4+ 2.0 (12) 27.7+ 1.9 (12)

Days of recovery 1 28.8+ 2.0 ( 5) 30. 54 3.7 ( B
4 27. 1% 0.8 ( 5 29. 1+ 1.9 ( 5
8 28. 5% 3.1 ( 5 30. 3+ 2.0 ( 5
11 31. 4+ 1.8 ( 5) 31.3+ 3.6 ( 5)
14 30. 0% 3.4 ( 5 28.9+ 2.7 ( 5

Not significantly different from control.
Values arc mean=S.D. and the values in parcntheses represent the number of animals.
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Table 21 - continued Food consumption in malc and female rats
Group and dose Female
Control 20 mg/kg 80 mg/kg 300 mg/kg
Food consumption (g)
Days of treatment 1 16. 4% 2.9 (17) 16. 6+ 2.5 (12) 15. 5+ 1.8 (12) 15. 5+ 2.8 (17
4 21.2+ 1.6 (17 19.8+ 2.1 (12) 20. 1+ 2.0 (12) 19. 4+ 2.4%  (17)
8 20. 2+ 1.9 (17) 18. 8+ 2.3 (12) 19. 8+ 1.7 (12) 19. 0+ 2.8 (17)
11 21. 4%+ 2.9 (17) 20. 9% 2.2 (12) 20. 6% 2.7 (12) 20.5% 2.2 (17
15 20. 1% 2.8 (17) 17. 9+ 1.8 (12) 18. 1+ 3.2 (12) 19. 1+ 1.9 (17
18 19.3+ 3.3 ( 5) 18. 4+ 4.0 ( b)
22 19. 7+ 4.2 ( 5 20. 3% 5.0 ( 5
25 15,4+ 3.6 ( 5 24. 0%+ 4, 4%%  ( B)
29 17. 1% 5.4 ( 5) 21. 0= 5.0 ( 5
32 21.1+ 3.4 ( 5) 22.3+ 6.0 ( b)
36 18.6+ 3.4 ( 5 19. 0+ 3.6 ( 5
39 22. 5+ 3.5 ( 5 20. 2+ 4.6 ( 5)
42 18. 3% 1.5 ( 5) 20. 5% 3.2 ( 5
Days of recovery 1 20. 0% 2.9 ( 5) 19.7+ 2.8 ( 5
4 17.5+ 3.5 ( 5 20. 1% 3.0 ( b
8 19.6+ 3.5 ( 5 22.6+ 4.9 ( 5)
11 19. 0% 2.9 ( 5) 21.9% 3.8 ( 5
14 18.5+ 4.9 ( 5 21.2+ 5.1 ( 5

%1 P<0.05, *x%: P<0.01 (significantly different [rom control).
Values are mean®S.D. and the values in parentheses represent the number of animals.
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Table 22 Food consumption in Feo dams — gestation and lactation period -
Group and dose Female
Control 20 mg/kg 80 mg/kg 300 mg/kg
Food consumption (g)
Days of gestation 1 18.4% 1.9 (12) 17. 8+ 3.2 (11) 19. 7+ 2.7 C11) 17. 9%+ 2.1 (11)
7 23.2+ 1.9 (12) 23.3+ 1.8 (11) 24. 8+ 1.6 (11) 22.8+ 2.3 (11)
14 24. 7+ 1.9 (12) 24. 4% 2.2 (11 2b. 4% 2.7 (1D 23.9%+ 3.7 (11
20 26. 8+ 1.9 (12) 26. 4% 2.5 (11) 28. 2%+ 4.2 (11 27.5% 2.5 (11
Days of lactation 1 19.4% 5.8 (12) 18. 5+ 9.4 (11) 14. 2+ 7.8 C11) 15. 5+ 10. 9 ( 10)
43.8+ 5.8 (12) 42,0+ 5.3 (11) 44,6+ 5.8 (11) 40.7+ 4.8 ( 10)

Not significantly different from control.
Values are mean=LS.D. and the values in parentheses represent the number of dams.
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Table 23 Urinary findings in malc rats — weck 6 -
Group Urine volume Osmotic pressure Na K Cl
Sex and
dose (mL/24hr) (0sm/kg) (mEq/24hr) {(mEq/24hr) (mEq/24hr)
Male Control N 5 5 5 5 5
Mean 29.3 0. 857 1. 666 3.328 2. 168
S.D. +3.6 +0.084 +0.414 +0. 282 +0. 342
20 mg/kg N 5 5 5 5 5
Mean 20.1 1. 226 1. 448 3. 056 2. 083
S.D +9.4 +0. 366 +0. 435 +0.575 +0.511
80 mg/kg N 5 5 5 5 5
Mean 19.: 1. 304 1. 625 3.042 2. 351
S.D +9.1 +0. 361 +0. 315 +0.424 +0. 453
300 mg/kg N 5 5 5 5 5
Mean 20. 4 1. 472 1. 550 3.337 2. 694
S.D. +12.6 +0.670 +0. 325 +0.234 +0. 241

Not significantly different from control.
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Table 23 - continued Urinary findings in malec rats — weck 6 -
Group Number Color pll Protein Glucose Ketone body Bilirubin
Sex and of
dosc animals
PY Y 7.5 80 8.5 - + + - - -
Male Control 5 5 0 3 2 0 3 2 0 5 5 5
20 mg/kg 5 2 3% 0 5 0% 1 3 1 5 5 5
80 mg/kg 5 1 4k 0 5 0% 3 2 0 5 5 5
300 mg/kg 5 1 4k 1 3 1 1 3 1 5 5 5
%1 PCO. 05, *%: P<0.01 (significantly different from control).
Abbreviation: PY, pale yellow; Y, yellow.
Grade sign: —, none; =, trace; +, slight; ++, moderate; +++, severe; ++++, very severe.
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Table 23 - continued Urinary findings in malec rats — weck 6 -
Group Number Occult blood Urobilinogen
Sex and of (mg/dl.)
dosc animals
- +++ <1
Male Control 5 ) 0 5
20 mg/kg 5 4 1 5
80 mg/kg 5 5 0 5

300 mg/kg 5

[$]
(e}
(S

Not significantly different from control.
Grade sign: —, none; +, slight; ++, modecrate; +++, scverc.
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Table 23 - continued

Urinary findings in malec rats — weck 6 -

Study No. P041486

Group Number Urinary sediment
Sex and of
dose ahimals Epithelial cells Erythrocytes Leukocytes Casts Crystals
- - - - - +
Male Control 5 5 5 5 5 5 0
20 mg/kg 5 5 5 5 5 5 0
80 mg/kg 5 5 5 5 5 5 0
300 mg/kg 5 5 5 5 5 3 2

Not significantly different from control.
Grade signs are as follows.

Epithelial cells: —

Erythrocytes
Leukocytes
Casts
Crystals

, < 3/field; +, 3/field = and < 10/field; ++,
: =, < 10/ficld; +, 10/ficld = and < 30/ficld; ++, 30/ficld = and < 100/ficld; +++ countless
, < 3/field; +, 3/field = and < 20/field; ++, 20/field = and < 10/field; +++,
! -, none; +, Z l/all [ield.

-, < 10/field; +, 10/field = and < 20/field; ++, 20/field = and < 30/field; +++ countless

10/field = and < 20/field; +++, = 20/field.

= 10/field.
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Table 24 Hematological findings in male rats - 43 day -
Group Leukocytes Lrythrocytes Illemoglobin Illematocrit MCV MCH MCIHIC Reticulocyte Platelets
Sex and
dosc (103 /ply (0% /ul) (g/dL) (%) (fL) (pg) (g/dL) (%) (10* /ul)
Male Control N 5 5 5 5 5 5 5 5 5
Mean 8. 82 822 15.1 42.9 52.2 18. 4 35.3 1.7 105.1
S.D. +1.22 +36 +0.7 +2.0 +1.2 +0.5 +0.2 +0.5 +10.0
20 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 9.30 791 15.0 42.5 53.7 19.0 35. 4 1.5 110.7
S.D. +1.63 +31 +0.6 +2.1 +0.9 +0.3 +0.4 +0.1 +8.6
80 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 7.91 786 14. 4 41.0 52.1 18. 4 35.2 1.7 111.8
S.D. +1.46 +23 +0.4 +1.0 +1.5 +0.6 +0.3 +0.3 +15.1
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 7.81 780 14. 6 41. 4 53.1 18.7 35.2 1.9 120.0
S.D. +1.75 +22 +0.4 +0.9 +0.5 +0.1 +0.4 +0.4 +8.3

Not significantly different from control.
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Table 24 - continued Hematological findings in male rats — 43 day -
Group PT APTT
Sex and
dose (scc) (sce)
Male Control N 5 5
Mean 15. 4 28.6
S.D. +0.7 +1.5
20 mg/kg N 5 5
Mean 19. 2 27.6
S.D. +5.0 +3.6
80 mg/kg N 5 5
Mean 21.1 30. 2
S.D. +7.1 +5.5
300 mg/kg N 5 5
Mean 26, 1% 37. 0%
S.D. +5.2 +4.1

%1 P<0.05 (significantly different from control).
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Table 24 - continued Hematological findings in male rats — 43 day -
Group Differential leukocyte count
Sex and
dose Eosinophil Neutrophil Lymphocyte  Basophil Monocyte  Large unstained cell
%) (%) (%) (%) (%) (%)
Male Control 5 5 5 5 5 5
Mean 1.9 21.5 73.8 0.2 2.1 0.6
S.D. +0.8 +4.7 +4.9 +0. 1 +0.5 0.2
20 mg/kg 5 5 5 5 5 5
Mean 1.8 17.8 77.8 0.1 1.6 0.9
S.D. +I1.1 +5.2 +6.0 +0. 1 +0.6 +0.3
80 mg/kg 5 5 5 5 5 5
Mean 1.4 17. 4 78.8 0.1 1.6 0.7
S.D. +0.6 +2.2 +3.2 +0.0 +0.9 +0.2
300 mg/kg 5 5 5 5 5 5
Mean 1.6 18.3 77.9 0.1 1.3 0.8
S.D. +0.4 +4.1 4.4 +0. 1 +0.4 +0.4

Not significantly different from control.
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Table 25 Hematological findings in Fo dams - day 5 of lactation —
Group Leukocytes Lrythrocytes Illemoglobin Illematocrit MCV MCH MCIHIC Reticulocyte Platelets
Sex and
dosc (103 /ply (0% /ul) (g/dL) (%) (fL) (pg) (g/dL) (%) (10* /ul)
[Female  Control N 5 5 5 5 5 5 5 5 5
Mean 10. 38 674 13.56 37. 4 55.56 20.1 36.1 4.8 127.5
S.D. +2.70 +42 +0.7 +2.1 +2.2 +0.9 +0.4 +1.3 +23.1
20 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 11.12 679 13. 4 37.7 55.7 19.8 35.6 4.8 119.5
S.D. +1.83 +42 +0.6 +1.4 +3.7 +1.3 +0.5 +2.2 +16.7
80 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 11.70 622 12.5 34.7 56.0 20.1 36.0 6.5 137. 4
S.D. +3.20 +43 +0.4 +1.0 +2.6 +1.0 +0.9 +1.2 +26.2
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 8. 69 646 13.0 36. 2 56. 2 20. 2 35.9 4. ¢ 150. 6
S.D. +3.34 +65 +0.8 +2.2 +2.7 +0.8 +0.4 +3.1 +38.0

Not significantly different from control.
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Table 25 - continued Hematological findings in Fo dams — day 5 of lactation —
Group PT APTT
Sex and
dose (scc) (sce)
Female  Control N 5 5
Mean 14.0 20.0
S.D. +0.9 +2.0
20 mg/kg N 5 5
Mean 13. 4 20.0
S.D. +0.8 +1.4
80 mg/kg N 5 5
Mean 13.5 19.9
S.D. +0.5 +1.8
300 mg/kg N 5 5
Mean 13.3 19.5
S.D. +0.2 +1.5

Not significantly different from control.



€6

Study No. P041486

Table 25 - continued Hematological findings in Fo dams — day 5 of lactation —
Group Differential leukocyte count
Sex and
dose Eosinophil Neutrophil Lymphocyte  Basophil Monocyte  Large unstained cell
%) (%) (%) (%) (%) (%)
Female  Control 5 5 5 5 5 5
Mean 0.9 32.5 63.0 0.1 2.4 1.1
S.D. +0.2 +7.8 +8. 1 +0.0 +0.7 +0.5
20 mg/kg 5 5 5 5 5 5
Mean 1.0 33.2 61.6 0.1 3.0 1.2
S.D. +0.3 +8.9 +9.4 +0.0 +0.5 +0.3
80 mg/kg 5 5 5 5 5 5
Mean 1.1 36.9 58.0 0.1 2.8 1.2
S.D. +0.7 +9.5 +8.5 +0.0 +0.9 +0.3
300 mg/kg 5 5 5 5 5 5
Mean 1.3 27.0 67.7 0.1 2.9 1.0
S.D. +0.7 +7.7 +7.2 +0. 1 +1.0 +0.3

Not significantly different from control.
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Table 26 Hematological findings in male and female rats — recovery day 15 -
Group Leukocytes Lrythrocytes Illemoglobin Illematocrit MCV MCH MCIHIC Reticulocyte Platelets
Sex and
dosc (103 /ply (0% /ul) (g/dL) (%) (fL) (pg) (g/dL) (%) (10* /ul)
Male Control N 5 5 5 5 5 5 5 5 5
Mean 8. 14 821 15.7 43.1 52. 4 19.1 36.3 2.4 97.6
S.D. +1.37 +22 +0.6 +1.8 +1.0 +0.4 +0.2 +0.5 +6.7
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 9.77 809 15.1 41.5 51.2 18. 6 36.3 2.3 105. 2
S.D. +1.98 +35 +0.7 +2.0 +1.5 +0.6 +0.2 +0.6 +12.5
Female  Control N 5 5 5 5 5 5 5 5 5
Mean 5.99 775 15.3 41. 2 53.1 19.7 37.1 2.0 101.0
S.D. +1.07 +34 +0.7 +2.6 +1.4 +0.3 +0.8 +0.4 +8.0
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 5.79 749 14, 3% 38.9 51.9 19, 1% 36.8 2.4 117. 3
S.D. +1.72 +21 +0.5 +1.3 +1.6 +0.5 +0.3 +1.3 +18.2

%1 P<0.05 (significantly different from control).
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Table 26 - continued Hematological findings in male and female rats — recovery day 15 -
Group PT APTT
Sex and
dose (scc) (sce)
Male Control N 5 5
Mean 15.7 23.5
S.D. +1.7 +1.8
300 mg/kg N 5 5
Mean 16. 9 24.5
S.D. +1.3 +0.8
Female  Control N 5 5
Mean 12. 4 19.8
S.D. +0.7 +2.1
300 mg/kg N 5 5
Mean 12.6 19.8
S.D. +0.7 +1.8

Not significantly different from control.
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Table 26 - continued

Hematological findings in male and female rats — recovery day 15 —

Study No. P041486

Group Differential leukocyte count
Sex and
dose Eosinophil Neutrophil Lymphocyte  Basophil Monocyte  Large unstained cell
%) (%) (%) (%) (%) (%)
Male Control 5 5 5 5 5 5
Mean 1.7 16. 4 79.0 0.1 2.2 0.
S.D. +0.5 +7.2 +7.8 +0.0 +0.5 0.
300 mg/kg 5 5 5 5 5 5
Mean 1. 0% 14. 2 82.0 0.1 1.5 1.
S.D. +0.2 +1.5 +1.3 +0.0 +0.5 0.
Female  Control 5 5 5 5 5 5
Mean 1.9 22.2 72.7 0.1 2.3 0.
S.D. +0.9 +5.2 +4.1 +0. 1 +0.4 0.
300 mg/kg 5 5 5 5 5 5
Mean 2.2 24. 1 70.8 0.1 2.1 0.
S.D. +0.7 +6.7 +7.6 +0. 1 1.1 0.
*: P<0.05 (significantly different from control)
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Table 27 Biochemical findings in male rats — day 43 -
Group T.Protein A/G ratio a1 —Globulin @2 -Globulin B -Globulin v -Globulin Albumin  T.Bilirubin GOT
Sex and
dosc (g/dL) (%) (%) (%) %) (g/dL) (mg/dL) (IL/L)
Male Control N 5 5 5 5 5 5 5 5 5
Mean 5 1. 07 19.8 7.2 16. 2 5.1 2.85 0.0 80
S.D. +0.1 +0. 06 +1.2 +0.9 +0.9 +0.9 +0.05 +0.0 +8
20 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 5.4 1.16 18. 56 7.1 15.8 4.9 2.90 0.0 81
S.D. +0.3 +0.11 +2.1 +0.7 +1.3 +0.5 +0.27 +0.0 +
80 mg/kg N 5 5 5 5 5 5 5 5
Mean 5.5 1.18 19.6 6.7 15.9 3. 6% 2.95 0.0 73
S.D. +0.3 +0.12 +2.3 +0.5 +1.4 +1.2 +0.25 +0.0 +4
300 mg/kg N 5 5 5 5 5 5 5 5
Mean 5.8 1.09 19.0 7.3 16.6 4.9 3.03 0.0 6hH%
S.D. +0.4 +0. 08 +1.6 +0.7 +1.2 +0.4 +90.23 +0.0 +6

%1 P<0.05 (significantly different from control).
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Table 27 - continued Biochemical findings in male rats — day 43 -
Group GPT y —GTP ALP T. Cholesterol Triglycerides Phospholipids Glucose BUN Creatinine
Sex and
dosc (TU/L) (1U/L) (1U/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
Male Control N 5 5 5 5 5 5 5 5 5
Mean 22 0.2 228 69 49 117 113 14. 8 0.4
S.D +1 +0.2 +56 +5 +23 +13 +8 +1.4 +0.1
20 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 28 0.1 255 62 29 102 113 17.3 0.3
S.D +13 +0.1 +17 +7 +14 +12 +4 +0.6 +0.1
80 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 24 0.7 236 68 24% 109 116 17.1 0.3
S.D +3 +0.4 +29 +8 +8 +9 +4 +2.2 +0.1
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 24 1. 6%k 214 76 18% 122 106 16. 2 0.3
S.D +3 +0.5 +51 +14 +6 +22 +9 +1.3 +0.0

*: P<0. 05, #%: P<0.01 (significantly different from control).
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Table 27 - continued Biochemical findings in male rats — day 43 -
Group 1P Ca Na K Cl
Sex and
dose (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Male Control N 5 5 5 5 5
Mean 7.1 10.0 146. 6 4. 28 108.5
S.D. +0.4 +0.2 +1.3 +0.17 +1.8
20 mg/kg N 5 5 5 5 5
Mean 8. 2%% 10. 1 148. 6% 4.39 110. 4%
S.D. +0.3 +0.1 +0.8 +0.11 +0.3
80 mg/kg N 5 5 5 5 5
Mean 7.6 10. 1 148. 3 4. 27 111, 1%
S.D. +0.7 +0.3 +1.0 +0. 25 +1.0
300 mg/kg N 5 5 5 5 5
Mean 7.5 10. 2 148. 3 4.34 110. 1
S.D. +0.3 +0.3 +1.6 +0. 23 +1.2

*: P<0. 05, #%: P<0.01 (significantly different from control).
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Table 28 Biochemical findings in Fo dams — day 5 of lactation -
Group T.Protein A/G ratio a1 —Globulin @2 -Globulin B -Globulin v -Globulin Albumin  T.Bilirubin GOT
Sex and
dosc (g/dL) (%) (%) (%) %) (g/dL) (mg/dL) (IL/L)
Female  Control N 5 5 5 5 5 5 5 5 5
Mean 6.0 1. 14 18. 2 8.1 15.9 4.7 3. 21 0.0 80
S.D. +0.3 +0.12 +1.8 +1.1 +0.7 +1.1 +0.29 +0.0 +6
20 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 5.5 1.19 18. 56 8.2 15.0 4.1 3. 00 0.0 80
S.D. +0.4 +0.05 +1.7 +1.0 +0.3 +0.6 +0.24 +0.0 +16
80 mg/kg N 5 5 5 5 5 5 5 5
Mean 5.9 1.19 19.1 7.9 15.0 3.6 3. 18 0.0 9
S.D. +0.3 +0.10 +1.6 +0.6 +0.6 +0.7 +0.22 +0.0 +11
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 5.9 1. 21 19. 3 7.1 15.2 3.6 3.23 0.0 83
S.D. +0.3 +0. 06 +1.2 +0.5 +0.6 +0.7 +0.17 +0.0 +9

Not significantly different from control.
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Table 28 - continued Biochemical findings in Fo dams - day 5 of lactation -
Group GPT y —GTP ALP T. Cholesterol Triglycerides Phospholipids Glucose BUN Creatinine
Sex and
dosc (TU/L) (1U/L) (1U/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
Female  Control N 5 5 5 5 5 5 5 5 5
Mean 40 0.6 141 81 93 167 110 30.7 0.5
S.D +6 +0.1 +13 +18 +36 +30 +8 +3.5 +0.1
20 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 44 0. 2% 160 79 125 163 108 26. 5 0.4
S.D +14 +0.1 +69 +15 +71 +25 +9 +3.0 +0.0
80 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 49 1. 0% 191 84 92 166 120 28. 1 0.5
S.D +7 +0.2 +76 +16 +25 +20 +10 +3.4 +0.1
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 46 1. 3% 106 84 73 162 111 30.0 0.4
S.D +8 +0.6 +30 +14 +31 +26 +10 +7.4 +0.0

%1 P<0.05 (significantly different from control).
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Table 28 - continued Biochemical findings in Fo dams - day 5 of lactation -
Group 1P Ca Na K Cl
Sex and
dose (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Female  Control N 5 5 5 5 5
Mean 9.6 11.2 145.9 4.23 106. 7
S.D. +0.6 +0.4 +2.9 +0.27 +4.4
20 mg/kg N 5 5 5 5 5
Mean 7. 9k 10. 5% 146. 3 4.13 108. 6
S.D. +0.6 +0.4 +1.1 +0. 20 +1.0
80 mg/kg N 5 5 5 5 5
Mean 9.1 11.2 146. 7 4.09 105. 6
S.D. +0.6 +0.3 +1.4 +0. 20 +1.5
300 mg/kg N 5 5 5 5 5
Mean 8. 3% 10. 7 145.6 4.52 107. 6
S.D. +0.9 +0.4 +1.7 +0.19 +2.4

*: P<0. 05, #%: P<0.01 (significantly different from control).
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Table 29 Biochemical findings in male and female rats — recovery day 156 -
Group T.Protein A/G ratio a1 —Globulin @2 -Globulin B -Globulin v -Globulin Albumin  T.Bilirubin GOT
Sex and
dosc (g/dL) (%) (%) (%) %) (g/dL) (mg/dL) (IL/L)
Male Control N 5 5 5 5 5 5 5 5 5
Mean 5.6 1.09 21.3 6.2 16. 2 4.2 2.91 0.0 83
S.D. +0.3 +0.07 +1.7 +0.4 +1.4 +1.3 +0.16 +0.0 +5
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 5.6 1.03 22.6 6.5 15.9 4.3 2.85 0.0 79
S.D. +0.1 +0. 09 +1.7 +0.5 +1.4 +0.6 +0.15 +0.0 +11
Female  Control N 5 5 5 5 5 5 5 5 5
Mean 6.3 1. 36 16. 4 6.0 14. 4 5.8 3. 59 0.1 66
S.D. +0.3 +0.15 +2.7 +0.6 +0.4 +0.8 +0.19 +0.0 +5
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 6.6 1.22 18.1 6.0 15.0 6.0 3. 62 0.1 133%%
S.D. +0.5 +0. 09 +0.6 +0.3 +1.0 +1.1 +0. 39 +0.1 +111
skt P<0. 01 (significantly different from control).
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Table 29 - continued Biochemical findings in male and female rats - recovery day 15 —
Group GPT y —GTP ALP T. Cholesterol Triglycerides Phospholipids Glucose BUN Creatinine
Sex and
dosc (TU/L) (1U/L) (1U/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
Male Control N 5 5 5 5 5 5 5 5 5
Mean 23 0.0 203 74 b8 122 134 17. 2 0.5
S.D +2 +0.0 +36 +18 +9 +16 +10 +1.2 +0.1
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 24 0.0 175 80 66 133 127 17.9 0.5
S.D +3 +0.0 +24 +13 +34 +19 +14 +1.6 +0.1
Female  Control N 5 5 5 5 5 5 5 5 5
Mean 21 0.0 116 87 25 170 121 17. 4 0.5
S.D +4 +0.0 +42 +17 +10 +24 +22 +1.1 +0.1
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 59 0. b* 87 111 31 195 119 18. 8 0.5
S.D +92 +0.5 +19 +23 +15 +52 +13 +1.7 +0.0

%1 P<0.05 (significantly different from control).
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Table 29 - continued Biochemical findings in male and female rats - recovery day 15 —
Group 1P Ca Na K Cl
Sex and
dose (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Male Control N 5 5 5 5
Mean 6. 2 10.1 146. 5 4.20 112.2
S.D. +0.5 +0.3 +0.9 +0.15 +1.9
300 mg/kg N 5 5 5 5
Mean 6.7 10. 1 146. 4 4.42 111.7
S.D. +0.3 +0.2 +1.5 +0.16 +1.9
Female  Control N 5 5 5 5 5
Mean 4.8 10. 4 145. 8 4.19 115.8
S.D. +1.0 +0.2 +0.6 +0. 24 +1.2
300 mg/kg N 5 5 5 5 5
Mean 4.1 10. 5 147. 2% 4. 20 115.0
S.D. +0.3 +0.6 +0.7 +0.19 +1.5

#k: P<0.01 (significantly different from control).
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Table 30 Necropsy findings in male rats — day 43 -
Sex Male
Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg
Number of animals
Organs and findings 7 12 12 7
Digestive system
Liver
Enlargement 0 0 0 Hk
Urinary systcm
Kidney
Dilatation, pelvic cavity,unilateral 0 1 0 0
Genital system
Epididymis
Nodule, unilateral, light yellow 0 1 L 0

%1 P<0.05 (significantly different from control).
No appreciable changes in all other organs and tissues

901
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Table 31 Necropsy findings in Fo dams — day 5 of lactation
Sex [emale
Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg
Organs and findings Number of dams 12 11 11 10
Digestive system
Liver
Enlargement 0 0 0 Tk

skt P<0. 01 (significantly different from control)

No appreciable changes in all other organs and tissues
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Table 32 Necropsy findings in rats in male and female rats — recovery day 15

Sex Male [Female

Group and dosc Control 300 mg/kg Control 300 mg/kg
Organs and findings Number of animals 5 5 5 5
All organs and tissues NR NR NR NR

NR: no remarkable changes
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Table 33 Absolute and relative organ weights in male rats - day 43 -

Sex Male

Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg

No. of animals 5 5 5 5

Absolute organ weights
Final body weight (g) 457.3+44. 1 428.3+27.2 437.6+40.6 449, 4+30. 8
Brain (g) 2.21£0.03 2.27+0.05 2.241+0. 04 2.200. 08
Thyroids (mg) 20.0%+2.9 18.8+2. 7 21.6+x2.7 23.6=X6.2
Heart (g) 1.47+0.21 1.41=+0.13 1.37+0.18 1.49=+0.23
Thymus (g) 0.31+0.10 0.38+0. 05 0.39+0.03 0.38=+0. 07
Liver (g) 12.45+1. 63 11.95%=1. 21 13.38+1. 29 17. 92122, 93%x
Spleen (g) 0.78=%0.10 0.84=x0.17 0.79=%0.11 0.83=0. 15
Kidneys (g) 3.11+0.17 3.07+0. 24 3.30+0. 41 3.5210. 26
Adrenals (mg) 65.2+3.9 57.3+7.2 56.7+8.7 63.418.8

Relative organ weights
Brain (g/100 gB.W.) 0.48+0. 04 0.53=0. 03 0.51+0.05 0.49+0. 04
Thyroids (mg/100 gB.W.) 4,4+0.7 4.4+0.5 4,910.4 5.2+1.2
lleart (g/100 gB.W.) 0.32£0.03 0.33x0.03 0.31£0.03 0.33%£0.04
Thymus (g/100 gB.W.) 0.07%0.02 0.09=x0.01% 0.09=£0.01x% 0.08=x0. 01
Liver (g/100 gB.W.) 2.72+0.12 2.79T0. 22 3.06+0. 14 3.9710. 39k
Spleen (g/100 gB.W.) 0.17+0.02 0.20+0.01 0.18+0.02 0.18+0.01
Kidneys (g/100 gB.W.) 0.68£0. 06 0.72x0.07 0.75£0. 07 0.78£0. 06
Adrenals (mg/100 gB.W.) 14.4£1.6 13.4=%1.1 13.1£2.5 14.1x£2.2

%1 P<0.05, #x%: P<0.01 (significantly different from control).

Values are mean=S.D.
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Table 33 - continued

Absolute and reclative organ weights in male rats - day 43 -

Study No. P041486

Sex Male
Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg
No. of animals 7 12 12 7
Absolute organ weights
Final body weight (g) 460, 7+36.5 455.6+34. 8 443.11t33.6 457, 5+30. 2
Fpididymides (g) L.21%0. 06 1.2240. 12 1.24+0. 11 1.21%0. 19
Testes (g) 3.42%0. 32 3.25=x0. 26 3.35%0.25 3.32%0. 42
Relative organ weights
Epididymides (g/100 gB.W.) 0.26%0. 02 0.27x0. 03 0.28%0. 03 0.2620. 04
Testes (g/100 gB.W.) 0.75=%x0.09 0.72=x0. 09 0. 76x0. 06 0.73x=0.10

Not significantly different from
Values are mean=S.D.

control.
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Table 34 Absolute and relative organ weights in Fo dams - day 5 of lactation —

Sex Female

Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg

No. of dams 5 5 5 5

Absolute organ weights
Final body weight (g) 298.9+8.2 292.7+23.7 289.4+9.5 282.5+11.2
Brain (g) 2.06£0. 08 2.090. 05 2. 13+0. 04 2.12+0. 06
Thyroids (mg) 17.0x2.5 18.2+3.8 16.6+2.8 20.2x£2.8
Heart (g) 1.02+0.04 1.05=+0. 06 1. 02+0. 09 0.95+0. 04
Thymus (g) 0.29+0.06 0.27+0.07 0.1840. 05% 0.21+0.04
Liver (g) 10.50+0. 59 10.96%1. 30 12. 6720. 663k 14. 66 1. 19%x
Spleen (g) 0.69=%0. 05 0.70=x0.12 0.65=%0. 05 0.65=0.10
Kidneys (g) 2.08+0.18 2.03+0.17 2.11+0.13 2.14+0.19
Adrenals (mg) 71.7+11. 4 69.0+6.8 77.0+3.6 74.1+6.5

Relative organ weights
Brain (g/100 gB.W.) 0.6910.01 0.72=+0. 05 0.74+0.02 0. 7510. 03%
Thyroids (mg/100 gB.W.) 5.7+0.7 6.3+11.4 5.71+0.9 7.27+0.9
lleart (g/100 gB.W.) 0.34+0.02 0.36+0.01 0.36+0.03 0.34£0. 01
Thymus (g/100 gB.W.) 0.09%0. 02 0.09=x0. 02 0. 06£0. 02x% 0.07=x0.02
Liver (g/100 gB.W.) 3.51%0.18 3.75T0.41 4. 38+ 0. 20%* 5. 1910, 42%x%
Spleen (g/100 gB.W.) 0.23+0.03 0.21+0. 03 0.23+0.02 0.23+0.01
Kidneys (g/100 gB.W.) 0.69£0. 06 0.70x0. 06 0.73+0. 04 0.75%£0.05
Adrenals (mg/100 gB.W.) 24.0%3.9 23.7x2.9 26.6x1.0 26.3x2.3

%1 P<0.05, #x%: P<0.01 (significantly different from control).

Values are mean=S.D.
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Table 35 Absolute and relative organ weights in male and female rats - recovery day 15 —

Sex Male Female

Group and dosc Control 300 mg/kg Control 300 mg/kg

No. of animals 5 5 5 5

Absolute organ weights
Final body weight (g) 493.1+28.1 507.3+28.2 275.7%36.0 280.3+25. 1
Brain (g) 2.28+0.06 2.280.09 2.080. 08 2.07x0. 10
Thyroids (mg) 20.8%5.0 24.0x£3.6 15.0=x3.2 21. 212, 4%x
Heart (g) 1.48+0.11 1.50=+0. 09 0.93+0.12 1.11%0.18
Thymus (g) 0.34+0.06 0. 4240, 04% 0.30+0.11 0.30+0.02
Liver (g) 13.7340. 83 15. 58 0. 3% 7.43%1.07 9.33&1.27%
Spleen (g) 0.79%0.13 0.90=x0. 05 0.55=x0. 10 0. 68=%0. 08
Kidneys (g) 3.30+0.32 3.41+0. 20 1.83=+0.26 2.08+0. 20
Adrenals (mg) 66.2+10.2 59.6+3.8 66.9+9.7 85.0E8. 1%
Epididymides (g) 1.23£0. 10 1.30=£0. 11
Testes (g) 3.51%£0.19 3.53=x0. 41

Relative organ weights
Brain (g/100 gB.W.) 0.46+0.02 0.45+0.01 0.760. 09 0.74%0. 06
Thyroids (mg/100 gB.W.) 4,.2%+1.0 4.8%0.8 5.4x0.8 7.60. 8%%
Heart (g/100 gB.W.) 0.30+0.02 0.30=0.02 0.34=0. 03 0.40+0. 06
Thymus (g/100 gB.W.) 0.07+0.02 0.08+0.01 0.11+0.03 0.11+0.02
Liver (g/100 gB.W.) 2.78+0. 04 3.080. 16%% 2.70x0. 19 3.320. 28k
Spleen (g/100 gB.W.) 0.16%0.02 0.18=0. 01 0.20x0. 02 0.24%£0.05
Kidneys (g/100 gB.W.) 0.67+0.07 0.67=0. 03 0.660. 03 0.74+0. 05%
Adrenals (mg/100 gB.W.) 13.1%+2.2 11.8%+1.0 21.1£2.9 30. 12, Ok
Epididymides (g/100 gB.W.) 0.25+0.03 0.260. 04
Testes (g/100 gB.W.) 0.71£0.02 0.70%£0. 10

%1 P<0.05, #*%: P<0.01 (significantly different from control).

Values are mean=S.D.
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Table 36 Histopathological findings in malec rats - day 43 -
Sex Male
Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg
Number of animals 5 5 5 5
Organs and findings - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total

Digestive system

Stomach NR(5) (0) (0) NR (5)
Duodenum NR (5) o (0) NR(5)
Je junum NR (5) (0) (0) NR (5)
Tleum NR(5) (0) (0) NR (5)
Cecum NR (5) (0) (0) NR (5)
Colon NR(5) (0) (0) NR(5)
Rectum NR (5) (0) (0) NR (5)
Liver (5) (5) (5) (5)
Necrosis, hepatocyte, focal 4 1 0 0 1 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0 5 0 0 0 0 4 1 0 0 1 3 2 0 0 2
Cellular infiltration, mononuclear cell 4 1 0 0 1 3 2 0 0 2 5 0 0 0 4 1 0 0 1
Respiratory system
Trachca NR(5) (0) (0) NR(5)
Lung NR(5) (0) (0) NR (5)
Hematopoietic system
Thymus NR(5) (0) (0) NR (5)
Submaxillary lymph node NR(5) (0) (0) NR(5)
Mesenteric lymph node NR(5) (0) 0) NR (5)
Spleen NR (5) (0) (0) NR (5)
Bone marrow (sternum) NR(5) (0) (0) NR (5)
Bone marrow (femur) NR(5) (0) (0) NR(5)
Cardiovascular system
Heart NR (5) (0 (0) NR(5)
Urinary sysiem
Kidney NR(5) (0 (0 NR (5)
Urinary bladder NR (5) (0 (0) NR(5)
Genital syslem
Testis NR (5) (0) (0) NR (5)
Epididymis NR(5) (0 (0) NR(5)
Prostate (5) (0) (0) (5)
Cellular infiltration, lymphocyte 3 2 0 0 2 2 3 0 0 3
Seminal vesicle NR(5) (0) (0) NR(5)

Not significantly different from control.

Grade sign: —, none; +, slight; ++, moderatle; +++, severe

NR: no remarkable changes

Figures in parentheses are number of animals with tissues examined histopathologically
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Table 36 - continued Histopathological findings in male rats - day 43 -
Sex Male
Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg
Number of animals 5 5 5 5
Organs and findings - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total

Endocrine system

Thyroid (5) (0) (0) (5)
Ectopic tissue, thymic 5 0 0 0 0 4 1 0 0 1
Remnant, ul timobranchial body 4 1 0 0 1 4 1 0 0 1
Parathyroid NR (5) (0) (0) NR(5)
Adrenal NR (5) (0) (0) NR (5)
Nervous system
Cerebrum NR(5) (0) (0) NR (5)
Cerebel lum NR (5) (0) (0) NR (5)
Mcdulla oblongata NR (5) (0) (0) NR(5)
Spinal cord NR (5) (0) (0) NR (5)
Sciatic nerve NR (5) (0) 0) NR (5)
Musculoskeletal system
Sternum NR(5) (0) (0) NR(5)
Femur NR (5) (0) (0) NR (5)

Not significantly different from control.

Grade sign: —, none; +, slight; ++, moderate; +++, severe

NR: no remarkable changes

Figures in parentheses are number of animals with tissues examined histopathologically
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Table 37 Histopathological findings in Fo dams - day 5 of lactation —
Sex [Female
Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg
Number of dams 5 5 5 5
Organs and findings - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total

Digestive system

Stomach NR(5) (0) (0) NR (5)
Duodenum NR (5) o (0) NR(5)
Je junum NR (5) (0) (0) NR (5)
Tleum NR(5) (0) (0) NR (5)
Cecum NR(5) (0) (0) NR (5)
Colon NR(5) (0) (0) NR(5)
Rectum NR (5) (0) (0) NR (5)
Liver (5) (5) (5) (5)
Necrosis, hepatocyte, focal 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0 4 1 0 0 1
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0 1 4 0 0 4%
Cellular infiltration, mononuclear cell 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0 4 1 0 0 1
Respiratory system
Trachca NR(5) (0) (0) NR(5)
Lung (5) (0) (0) (5)
Metaplasia, osseous 4 1 0 0 1 5 0 0 0 0
Hematopoietic system
Thymus NR (5) (0) (0) NR (5)
Submaxillary lymph node NR(5) (0) 0) NR (5)
Mesenteric lymph node NR(5) (0) (0) NR (5)
Spleen (5) (0) (0) (5)
Hematopoiesis, erythroblastic, extramedullary 41 1 0 0 1 4 1 0 0 1
Bone marrow (sternum) NR(5) (0) (0) NR(5)
Bone marrow (femur) NR (5) (0) (0) NR (5)
Cardiovascular system
lleart NR (5) (0) (0) NR(5)
Urinary system
Kidney NR(5) (0 (0) NR (5)
Urinary bladder NR(5) (0) (0) NR(5)
Genital system
Ovary NR(5) (0) (0) NR(5)
Uterus NR (5) (0) (0) NR(5)
Vagina NR (5) (0) (0) NR (6)

%1 P<0.05 (significantly different from control).

Grade sign: —, none; +, slight; ++, moderatle; +++, severe

NR: no remarkable changes

Figures in parentheses are number of animals with tissues examined histopathologically
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Table 37 - continued Histopathological findings in Fe dams — day 5 of lactation —
Sex [Female
Group and dosc Control 20 mg/kg 80 mg/kg 300 mg/kg
Number of dams 5 5 5 5
Organs and findings - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total

Endocrine system

Thyroid (5) (0) (0) (5)
Remnant, ul timobranchial body 3 2 0 0 2 4 1 0 0 1
Parathyroid NR(5) (0) (0) NR (5)
Adrenal NR(5) (0) (0) NR (5)
Nervous system
Cerebrum NR (5) (0) (0) NR (5)
Cerebellum NR(5) (0) (0) NR (5)
Medulla oblongata NR (5) (0) (0) NR (5)
Spinal cord NR(5) (0) (0) NR(5)
Sciatic nerve NR (5) (0) (0) NR (5)
Musculoskeletal system
Sternum NR(5) (0) (0) NR(5)
Femur NR (5) (0) (0) NR (5)

Not significantly different from control.

Grade sign: —, none; +, slight; ++, moderate; +++, scverce

NR: no remarkable changes

Figures in parentheses are number of animals wilh Lissues examined histopathologically
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Table 38 Histopathological findings in male and female rats — recovery day 15 —
Sex Male IFemale
Group and dosc Control 300 mg/kg Control 300 mg/kg
Number of animals 5 5 5 5

Organs and findings - + ++ +++ Total - + ++ +++ Total + ++ +++ Total - + ++ +++ Total

Digestive system

liver (5) (5) (5) (5)
Hemorrhage, focal 5 0 0 0 0 5 0 0 0 0 0 0 0 0 4 1 0 0 1

Not significantly different from control.
Grade sign: —, none; +, slight; ++, moderate; +++, severe.
Figures in parenthescs arce number of animals with tissucs examined histopathologically.
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Table 39 Reproductive performance of rats
Dose (mg/kg) Control 20 80 300
Number of females examined 12 12 12 12
Count of estrus ¥ 4.00+ 0.00 3.83+ 0.39 3.92+ 0.51 3.92+ 0.29
Estrous cycle 4,03t 0.10 4,00+ 0.00 4,21+ 0.33 4.00+ 0.00
Number of mated
Male 12 12 12 12
Female 12 12 12 12
Number of copulated ©
Male 12( 100 ) 12( 100 ) 12( 100 ) 12( 100 )
Female 12( 100 ) 12( 100 ) 12( 100 ) 12( 100 )
Number of impregnated ® 12( 100 ) 11(91.67) 11(91.67) 11(91.67)
Number of pregnant 2 12( 100 ) 11(91. 67) 11(91.67) 11(91.67)
Duration of mating Y 2.58+ 0.79 2.08£ 0.79 2,42+ 1.24 2.42+ 1.00

Not significantly different from control.
a) Values are mean=S.D.
b) Values are mean=S.D. (day)

¢) Values in parentheses represent percentages to the number of mated
d) Values in parentheses represent percentages to the number of copulated.
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Table 40 Terminal delivery of F, dams
Dose (mg/kg) Control 20 80 300
Number of dams 12 11 11 10
Number of corpora lutea & 17.50+ 1.62 16. 64+ 1.43 16.91+ 1.76 15.90+ 2.13
Number of implantations & 15.50+ 1. 38 14,91+ 1.70 15.91£= 2,12 15,10+ 1.91
Implantation index v 88. 57 89. 62 94. 09 94, 97
Gestation index © 100 100 100 100
Number of dams with live newborns 12 11 11 10
Gestational days e 22.08+ 0.29 22.09+ 0.30 22.36 £ 0.50 22.30+ 0.48
Number of newborns * 14.42+ 1.38 13.55 £ 1.81 14.82+ 1.83 13.00£ 3.16
Number of stillborns @

Male 0 1 2 0

Female 0 2 4 2

Total 0 3( 2.00) 6( 3.68) 2( L.54)
Number of live newborns ® 14.42+ 1.38 13.27x1 1.74 14.27= 1.74 12.80% 3.08
Birth index © 93.01 89. 02 89.71 84. 77

Scx ratio of live newborns ©
Body weight of live newborns (g)

1.14( 92/ 81)

0.68( 59/ 87)

Male on day 0 6.6t 0.4 6.6+ 0.6
on day 4 10.6+ 0.6 10,9+t 1.2
Female on day 0 6.2+ 0.4 6.3 0.5
on day 4 9.9+ 0.7 10,1 1.0
Viability index ¥ 100 98. 63
Number of external anomalies 0 0

1.09( 82/ 75)

6.7 0.4
10.4£ 0.7
6.4 0.5
9.9 0.9
99. 36
0

1.06( 66/ 62)

7.1+ 0.8
10.4+ 1.7
6.8+ 0.8
10.1£ 2.1
99. 22
0

Not significantly different from control.
a) Values are mean+S.D.

b) Implantation index=(Number of implantations/Number of corpora luteca) X 100.

c)
d)
e)
1)
g)

Gestation index=(Number of dams with live newborns/Number of pregnant females) X 100.

Values in parentheses represent percentages to the number of litter.

Birth index=Number of live newborns/Number of implantations) X 100.

Values in parentheses represent the number of male/female live newborns.

Viability index=(Number of live newborns on day 4 after berth/Number of live newborns) X 100.
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