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1. BEY
B E OBEFOWE ZTMET 5720, UFAV VB 0,0-V =T
N0 FEBED 1.0 vol% Tween 80 & 51 0.5 w/v¥% CMC-Na /KIBIR DAFL 5,
30, 100 33 X TN 300 mg/kg/day % F » hOARECHT 14 B 26 AECEARM, R
MBLUWHE 4 B CTEERHROES L, HERESMER LUAE - %
ECRIFTHEERM Lz, £, EKTOZF A HXRER X 300
mg/kg DHERER- 5 BlicoWT 14 BREBIEZ M L, HREEIC L 2FME0RIE
PEZOWTHRRE L.
FORERIIRO LS ITEHIND.

1) RERSENE ,

5 HAM PICHED 300 mgkg BT 6 FIOFETEMDE L O 2 Flodheizs|
B b, 2o OBMWIOTIRET RIS L UOKERET R & » F725ER
121, [REOSMREIC L DEELL HLEES I FRREBOE( LD
“FEENEZ b

WBRMERSICERT 5 —REBOLE L E LT, MRED 30 mgkg LA ED
B ERETHUE, MERED 300 mg/kg BETHRENBERINT-.

KE T, 300 mgke BEOMTIIHREHMEZE U T, MCIIERTHRSH
FIZARERIMIIHEIR D b, HRYWEREOEENRR Iz

BEERTIL, HEHEE b ICHBRWMER G DEBIIR D b d o7,

BREBSRERETIE, FFMREREE T HIT 100 B LT 300
mg/kg FET—RIREE & FIRRIZIRIE 2 T MW OISR bifz. $£7z,
HED 300 mygkg B CHENEBORE 2B 2 R B OEINNERD bh,
REOREHRE TERBLIUWE 4 BOBEXESHENMEEZ RLZZ &2
b, HERYEERGICERT S B2 o5 BREFDKTHERD N
BEIRERICOBRB I UBAICIIEBRMER S L OREIIFR DO LN
otz

MRFRRE T, BEORSHMKE TRIZIVT 300 mgkg H#T~NES 1
v U BER I URMEREAMEEL R L2, EEBRHE TR CIL, 300 mgkg B
THRMmMEE, FHERESEMEEZ R L. MOWE 5 B OMRE Tl 300 mgkg
BECI/IMEEMRE R R L. ORISR THTIL, 300 mgke BT~
EREUVERREERLED, BEREMTH ) EHFEHNERITENE
Zz o7,
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MREERERE CIL, HHEOWT ORI LB ERSICERT 5
EEZLNAELITFED bR T

MRENCFREICBNT, BEORGHFK THIZ 300 mgkg B THREHR
PNEEERZ7R L, HEORE S BOREIIBWTETORERHTa) v
2T T —PMEEER L. 77, 300 mgkg BETH U U AR EIEER R LT
MEDEIEHARIFE TR TIL, 300 mgkg BETT A D VAR T 7 2 —EREEE
~LTz. |

FRRETIL, HOFREHRHETBIC 100 BL 300 mgkg BETH i
BB U722, BERE(LTH Y HBWERE L OBEITH LN T
ANyl
Y TS —PERRET, BESEETEICHED 300 mg/kg &
BLUMED 100 BL 300 mgkg BHTHR= Y =R T7 5 —BiEHIEES
~L7E.

SRESRAE TIY, EMETR L LT 100 BET300 meke B CHEREE
DEEINTZ. BFEHRYA 7 NVOBIET 100 mgkg HOT L LT FT
IR RMIIRE L OV X IR RO b Y kS 72 D O ERMESE
BRLTE. F£72, 300 mgkg BEOEMBSG ) DREREFIT A Y MfaREEIC
BEERLEELTHD Z EBRBESNT. 20K, 300 mgke BEOBEIER
B TERCB W T L VERATH D Z L HBEED 5 WIITEITERE L &
bbb,

AEERTIE 300 mgke BHOBROBE LEEENMETL, HOKREE
& TR MARE RS 100 B L300 meke B TEMEL R L. 7z,
B 5 HOMED 300 mg/kg HTLIRE L UOBRBEESSELZ TR L.

TREEERE TR DN RBERENER L CEERREO—E CEMEH IR
TERPoTMN, TOMOEIZEE LTV .

2) AFEFEARME

FEHERIR L OREREICHERYER S OREITFRD bigd -7z, 300
mg/kg B CEHRAAAL & HIE SN 2 Bl RS RE CTRREM
PEEIN, I OOBEBRHRE RS SHRP-RETH D LHES
Niz. SRR T, FHRBOEREIINTHORSHETHRO N2
Do To. FAEROHAERER L UWE 4 B OBR TIIEE IR bhviedo
77, 300 mgkg BETHAIROWEE 4 B OEEEISIHI S h, HoL%4 B
AFRIZHHBREEERSED b, HRYEREICLDHEROREE
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FREIS R XL, Z0fth, HIRMARE, FREAES L OFREICHERY
HEREOREIROONT, HERE, HEARE, MBI OHERZ
HEEIIFEO 2o T

UEDZ Enn, OFFY LB 00 - FNDOARBEMTICBIT D E
BRI IMERE & 412 30 mg/kg/day SR & KT S vz,

AETEREIC RIT T B85 100 36 X TR 300 mg/kg/day 35 CTHEEFMEAGERD 5
Nz Z & O HEOERERIT 30 mgkg/day, HEiX 300 mg/kg/day 5 THE
EIFRD BT 300 mgkg/day LHIBT I, REMWIORA « BEICKIET
B3 300 mg/kg/day 5T DA% 4 BATEROA B72EEERI L O
F 4 B OEEEMAGHIDRD b, B|EEEIT 100 mgkg/day & HIBF &7z,
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14. RBRAH BB XL
14.1. #BRYE
CFF) VB 0,0-FF ) (CAS No. 298-06-6, . o
#I%&, Lot No. , SR 98.9wWt%, ZTFE 186.24) IIRFFEOIEHET

HY, FEARE THRWERERE (G (WRFELL. OFFY B 0,0
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P F N HE BN OVWTHOMT LT-RERIL, Reference data 1 IR L7z, #58R
BT 1.0 vol% Tween 80 2539 0.5 wyv% I /LR ¥ X F )L/ —ZF |k
Y (CMC-Na) 7KEE#E (CMC-Na : FoytHlisk T 2444, Lot No.
CKL1938, &K : BRI E4E, Lot No. A36AC1, Tween 80 : 4
FA T R BREH, Lot No. M3N4428) IZRNE L, 6, 20 3 X160 mg/mL
DOREREZFPRLUT-. #HBHED 1.0 vol% Tween 80 ZEZTr 0.5 wiv%
CMC-Na KK TOZREMT, 1 3B X00200 mg/mL DOEEIZ-OWT 7 AR
BRI TFEEERE 4RRIIRE CTHA Z ENRYR L F—IZB N THER S
nNTW5 [RBES 7887 (115—192 )]. L7zh-T, BERII®RS
TIHRERMIZRTE L, FB8% 7 BLUNIZER L.

BREWROBE H—MESITE, FIEIR X URKREMFICERML22To
RBREOBRERIZHOWTITo7-. FORKER, REBEEICY LYEFRMET
98.1~103.5%, B FHERIEE T 92.2~1003%DEHNTH 0, TEHMEEIL 7.8%
PUTFTThHo7- (Reference data2). L7=43- T, HRERIIFUIIFFARINT
BY, INIFTEEDYFZY VB OO -V TFNNEEINTWNWBE I LIk
B,

BERTRICEETIORAI L., #HBRYWEIZOWT, REHBITORE
HREGRD =D EE T THEMT LI-ER, 28I 989%TH Y, &EHHET
BETH-T-Z L 2R L7~ (Reference data3).

14.2.  EAE L UEERE

AAF ¥ —/V R « U R_A—RRAEHEN 5 A% 8 BERD CD(SD)IGS [SPF] %
MERES ~ FABEAL, REBRITIIHE 48 T, M S8 ILAFRA L. BALED
Yix 7 BRERE - BIHEERE L7, FREHERR LU—RRBIZEEFHD
LR T b D% RHE L EFETICBIT L.

B, 1REE 24+3°C (SZME : 23.5~24.3°C), 1B 55+20% (ZERHE :
47~66%), HRICIEL 15 [B],/BFRE], BREE 150~300 Ix, PRBARER] 12 BFE (F
BT 7 BEAUT, P68 7 BETEAT) IZRRESNENY T VAT AD 503 BRE=E
(W57xD10.0xH25m, 1425m’) THE L7z. BXEEERREMH—v
ADBEAGRFEERSFERAL, 7V IBEIE - RKAT VLV AEBEE S —
Y (W158xD250xH16.0cm, fAEFr— « 2~3—2X 6320 cm’) IZEMH
Z1IEFOREBELAE L. 7221, BEIEHES, 74 I 8Em - R
257V AMBRAEBE Y —Y (W368xD25.0xH160cm, HE—Y « &
~N—2R 14720 em’) ITIRE LTz, 1R 18 BUBOREMIIME 4 B TT
NI BETE - RAT UV AEBEE S —Y (W36.8 xD25.0xH 16.0 cm)
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B FL—BICBEERF ¥ — R - UNN—BFRSHROBEY $18 (F
Y7L—7) EANTEHE L.

FE T — VI3 1 B, #RfRsRIE 1 BERH L.

FEHT, ) = X NVEER T EKRASHRNED CRF-1 EAERE (B
BEETE ; Lot No. 030702) AL, fFASHRF B BRICERSE. 8ok
X, 7KEKERAK, VLY BRICERS S, BEVAEL #HE L7
B3 L UUKIZIE Reference data 4, 5 B LN 6 IR L=< RERIZ S pE A S
AIREMEDE 2 LI ATELRE DIRTEIL 2D Te.

L7=MoT, HEHED, F—FOEEFCEELRIZLZEERDNRS
REZERORIT R o7z,

143, BRI - (EEHER5]

O IR & B ICRR - BIMEEBRIIR T#, 8 BRIFREIE L7-&IC 10
B TITo72. 72720, MEI#ES TR 8 BREOHRAEE LTV, EF
AL R SR BV 11 K = s d A 1z LAY el

B TROBM OEEIIFED TR OB % 3D - EHEHKED 20%LL
PICINE > TEY, B TRROKEIL, #T317~385g, MET 208~247
g DEFATH - 7. B 5FLA A ORE % EICEIEATEEIC L D BEX 1 3
7Z0& 12 L5, HEIHBREBESIUOEHRERIZE 17K (ZF0R% S ILIXEHE
HERER g, KB I UhHERICE 12 ILEIREY 5 7. BEQT R OB,
VOBANIEMIHESB L UBHRNESE AR TS L LI —VIcEimE
#%F S (Animal ID-No.) #-Di}7-.

=120, BEoURIE CIMEEME S LD ER L.

LRI IREEN AT L REIEE T

144. #®E&, B#EE, BRENMBICRESE

MSDSIZEEH EN TV A AEBRE DT ~ MIBIT AR NEMHOR
2 (LDs : 4510 mgkg) 2ZE1ZL T, 0, 30, 100, 300 F X T* 1000 mg/kg
ORBETTFHRBR F 4 VB0 -PFADTy b BWARERD
BREEM - ATERASHEIERR 2 BRRETHERER GFRB) FBRE
5 7887) ] ZEH L7-. FORE, 1000 mgkeht TIXHED 5/5 HlE L UHED
2/5 BIRFELE L7= (HEOYHERFED) 1 BiIETe) . 72, —IRBOZEIE LT,
MEHEC TR, #EOIFENR, BENBXUOWUBEOER, FEET, #iE R
T&, RBERELBLIOCERESETHIEEIN. ML HITEEOHEM
R S OB EOE T AR bz, MiRFRE T, MOEFEI TR
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mEk#x, ~E7uv 8 ~< /Uy ME FEERmMEMERE FH
FRMERMAZBER IV o BREEPMEES, M) MrEkds L OFHEkE
KREMEER L. £, BROERERSEERZR L. RELFR
BETIX, MOEFF TRV AT a—)L, BREVAYY, TI5=2UT I/
FFoRT 25—, y-INEINKNT AT FE—E, HATT A,
EERY B IO Y vARBEEIIEEERERL, BEH, TLT7 L
v, AIG, TVHV 7+ A7 7 ¥ —PRBIUVEENEEELR L. FBE
BT, MoAFF CHBEEOSER L UHREEOEKMENRZD b
TRESERE T, $BRWERSORERRONLIFTRE L THEOATFRIC
HIE, BREOEED D WIIEEH KR X URTE OIRESBEI ..

300 mg/kg BETIX, —ARREOELE LT, HHERENGESHT.

HEAREORANEIAFED bz, MRFHRE T, ALK, ~T7o

EUBRBIUANT 7Y v MESHETIREMEREZ, MTEEEZRLE. F
7z, MARMEREECTEEY, M ORMEERL R L. REFHRET
X, ORI L AT u— R EEEZRL, REBMEEEZ R L. $£1z,

HOTNVT I B LURBZROEKME, ORE VAV E U AEEEZR L.

DLEDZ b, OFFY VB 0,0 -V =FNADOREHREIZLY 300 BX
X 1000 mg/kg BEDMEREIZ BBRER MR bz, Lo T, KIERD
WE5EM - AFERABEARRIIA SO RBHBRNBEN D Z & BT
&, REHORSHETLRECEHYRZR LN EEL LD 300
mg/kg/day ZEHBEE L, ATAKA 3 TERL, 100 3B LT 30 mgkg/day
FRIMEREIZRE L.

MEREE HICEMRBEE L LTI 420 R ICAERL, HIREKTHE,
RIRRE L BAEHOS 5 IL&2EK L CRIERBREHC AV, HEIEER
BREEDEM) L 1IN EEMRBREE L U CHRE L BAERICE S ILREL
7-.

R EZEKIT, OECD HA R4 422 THRRINTWARERKIZHEL
THEFRDNEE L L.

BEREIY, FE100g %720 05mL & L, RECHTE L USEHIR2 &
N RECHARIIE T R o SRR OMERE I, BEBNICEIE L= R&FEEIC
ESWTEH L. £, MRIMR XOWESRE P oML, #R0, 7,
14, 20 BXUWEE 0 BIZE L7-BABIGEIZESWTEB L. &5K
1%, BY U FEHAWT B 1 ESHET 8 BF 45 4y~14 FF 32 I EFR 0 &5
L7z, RTEREEIZIT 1.0 vol% Tween 80 &2 1p 0.5 w/v% CMC-Na /KIEIR DH%

-18 -
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BE L.

B EHARTY, HEIATECAT 14 B L AEREAR 14 B R LOSRECHIEIRE T
% 14 AR 42 BRI E Uiz, MEACAZRT 14 AR & RECHRHF &R 4
AR BXOREARSHHERZE T THthBOmME 4 BET 42~
46 BRY) & L7z, F£7z, RRESIHES TR L2V WK 25 B OfESIRTHE %
T(40 BR) & L7-. Mo BHEMHRBR eI IME L [ Uikt 42 AL L7z

15. B, HEBIURE

15.1. —HREBOBE
MERE L 3, SFC OV TR FER 2 B L (EEHFE T LU
BBEIZ1E) 7V, EERBIURCOFELTHE L.

152. H#H

iR E 1 (RERLER), 8, 15, 22, 29, 36, X BL43 B (FI#AE
HAWNIEEB) ICHEEL, #5125 2 BETOREENMEZE L
7z, EERBEEOMEY, EKTHERE 1, 8 4 BXU15H @A)
CHIEL, EME 125 14 BETOEREENEZEH L.

HEITIRE 1 (BEBAR), 8BNS RIZHIEL, ®E 115158
TOREMMEZBEH L. £/, ZRBRARMEOHT, AIR0, 7, 148X
R20 BiZ, o L7-Hixoie 0, 4 BXCS B (F#RB) CHIEL, &
NENEIR 0225 20 BB X UDHRE 0025 4 BE TORERMEZREHL
7-. EEERBRBEOMIT, RERBHOBLEFAICEEL, 51 0100642 H
BXOEIE 1225 14 BETOREEMNEZRH L.

BIEITEFRREPG2002-S (A FT—« P Rt #AWTITY, &L
7z.

153. $HEE
HEIRE 1 (B58), 8, 15 22, 29, 36 8L B (FIMkEIA)
ZEEEEAFEL, BEANDKROBIERETOREELZROFE 1 B
BERZEHTAL LIS 1B ISBERBIURE L2 "SR BETHDR
BEMAEZEN L. EERBREOMT, REETRENE 1, 8 BXT 14
B @RETHE) ZHIEL, BIE B HROBE B £ TOREEEE ROFEH 1
RIBEEEZEHTAL L BICEE L 76 14 BE TOREEREEZE T L.
MEHRE 1 (BE5EEE), 8BXLVN5 RICEEEZBIEL, BIEALLR
ORIE B £ TOEEREZROEY | HIBEEZEHT I L & biIckE 1 2
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515 BECToOREEHERLEH L. 72, ZEIKRL L3R 0, 7,
14 BXU20 BT, DR LI-HEINHE% 0 B8 XU 4 BIZEEEERZAIEL, A
EAPLROEIE R E TORMESZ RO | BEFEZEHTIE LS
WCEHR 0 225 20 BE CORBIBEZEH U7z, EERBRBEOMIY, FIiE
RBRHEOHELFBICHEEELZHEL, BERNLKROBIER E TOEEERE
EROFY 1 BEEEEZBHTI L L HIZR5 105 42 AR X OEE 1 2
514 RETORBREEZENTS.

BIBIXETFRFEPG2002-S (A T —+ ML N ZRAWVWTITVY, FE&L
7. 7238, REHETORBEEMIIFEEREZAIE LR o7z

154. HEEEEISRESRE (FOB)

BB ERB AREIILATEMIC OV TTo72. BEIL, RESRITIT
B 5 30 DHEN LA LTZ. LT OMESERESREDON, FHMREREE
FERES VRN 1 [E, R ERRMA%ITE 1 BTz (BRI A St . 12721,
RS LR 7 B LU 14 B, 5 L7-HE3IFEE 4 BIZ T 72 4
ORIz 2 EBRESOBE, BAREDS X UCEREHEREIL,
HEXAARE S B (RIEREER L OE AERHIEHEREREED 5 6, BB XUHH
ERIEEEOZE VIR 5 5) Ic oW TiE 42 BB L UEHE 14 BT T-
7o, WEIEMHE B OFVVIRIZEEE S B DWW T % 4 BiZiTo7. B
HBREOMITRE 42 BB LOWEIE 14 BIZfTo 7. BEDUTRIOREMZRAER
BT, REMESOBVIEICER L-. REHBPORER, BICXY
BREOCRBIHMES 2V IR L TiTo 7.

154.1. FHAZRERERIE

FHAERBIETIY, F—VNORBNIOWNTEEL, Hl%, fEH,
WRAITE), BBEBIOCRERFOFEEZBERL, &L £, F—v
HN~EERYHL, HLEE, HWES, BERS, %%, MFE, #%
FEOWRKE, RERIREE, W, TR, T, MR, RRER, FIRASEE, JRKEE
BLUOHZ LT —IZOWTEHEL, EBFLE. SHIA—F 74—V
FEBOFRTI0 cm OFINLOEFERRFAZEHEL, SN FHL
72BN D 3 A —T 0 7 4 =V FNTOEMORR, HIES), &8,
FRE, BT, HTRY, IREIRE, EFRITE, EE7TE KEXES B
BEEBLUBHEIIOWTELEL, b XY [EE, BEERE XUBER
EgEE %, FRELT-.
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15.4.2. FEx OREICRT 5 EBNRR UG DB
BARE, I, MERS, BERSBIVRERSEZREL, i
LT

154.3. #S @i
BIBEOBINCOWTIITPEZN T v a P NF—Y (FTAa—x Y
=7V 7)) ZRAWTENEN 2 BAEL, EHEZEE&H L.

1544. BRESHEAIE
CAS CREFEZEHGAESM) ZRAVWTERNCEIE L. 1541000 1543
HOBREKRTH FEE%N405) \THIEZBE L. 7 —F ONERRX
1 e L, £ 10080 1 RS Lz, BIEREIL, RBAZ AT
REE, BEZORE L YUIKRTA b A ZRALERE PA-1 CkBERER
BR&H) TR LZE 70 dBITHRD, Hi@EEEEE NA20 (RION) & FAWTH)
EL, ioELi.

155. A2HD

RENEATECHT 14 AOUEBE 21T - 12t L FIEENOREL 1 X1 1 TR
£ 4 BERRESY, ¥, BREFIEBHETORFERE L - TRER
MEL, FOREHIROBE L.

EMRFELT L7272 DICKRBEDMA BTN TE 2o BT OWTE, KREL
XRBZ L, FOEEREEHT, thokEd FERkicHR-72.
AT RAN B E TITV, BEE»ORORBBEHE COMOA
HFEMRH RS UCESERSEER L. 7, HESSESRTO
EEMRY @ 735 BUSNOMREE) EHRE [(EEEEARLZ R~
Wi BERMEEMED) > 100] AEH L.

REFEEN ORI OVWTRER [(REBIEBEF/EEWIE) x
100] 2B L7, 7o, EHERBREEOMIY, HEAMBERE L UE Y £
L7Azhso7z.

156. BRAYHEER L UHARO#HE

15.6.1. BEOEE
HREIIE TERS RIS E .
BARDHREFC D RIREBOBREZ{To 2. DHROEREZEIR 20 726 25 H
DIFT 8 BF 30 43 ~10 BEDRNTATV, Z ORFRI#IZBE T LTWH T &
FHER L7-83s L O i BRGE L =B o thse T £ THDL, TOHR%:
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SR 0 B & L. PR 10 R2BE Cotha BtA LR 138 B 2 o1k
0 BE L7=. E7-, R (D% 0 BOFER BEOLIFR0 BOFEARE
BUT-BE), 2R [ CZIREMIE ZRASTEMWIED) x 100], HER [(4
IRHPEMERTTERIERD) x 100], KR [ GERER MHIREFED < 100],
SR [ (RHEEERE BEHREE) x 100], HAR [(HEERE HWHE
7% x 100] ZEH L. HRE 25 BIZHEYS T 5 B OFRET 9 BrE Tiosoik
OH LN T-E EMES 2102) IREMESIL, FE% 10 vol%hi
b7 = AKEBIRCHRB LT, ZTORER, BRREORD LRI T
723, FHRARESL S HE L. WE 5 BICREMIIREAETI L, #FiEEd
L UOEFEEE A RNRMICEEOFELR .

1562. HWER (F1) O#E

HEER, HEREK (EFERIFECR) 2, HAEROHEIEZHEL,
BpEi et (REHA RS MEARE) #EH L. 2, AREFD
BFEEFRI-. £, HAEROKERE, HAR 0 BXU 4 BICHEHEEER)
I EFRFEPG2002-S (A hF—+« FL FH) ZRWTHEIEL, 1 EOMELHE
RIEEEEREH L.

HAERITHAR 4 BIo2plz =—T VBT CRINEZEIESE, 3#/E -
B ORBREE T o7z, Eiz, MBHEFOECIRIT 7 ARZEEL,
BE - EBONBEEEER L. £, HERD4 BAETFE ((ME4H
A RS HEEAEIRED < 100] #HEHLT-

157. ERIRRE

MEFHRE, MRERERER L CIMRAELEREIIES S OB A DK
L7-MEDFIRREE (HE: #8543 B, M : SiR2 S B) CEBHOBHESOE
VVIBLZ 5 4, MEREDRIERBREEOTIMRE (BIE 15 B) IT&fliz oWV T
L. 8435124720, 83K 16 BRI, 8aEr——7 1T
FREMEBEE L, KBRS ERM L. 72720, EMpEE 1009 (XER M
OBFEHT L AERERAHA LN, MEFHRE, MREFERERERS IV
MK LEREDT — F IIEEH» BRI L7z

15.7.1. MiEFHRE
FEEH (EDTA-2K) AVEMEA B3y 7-E @K EFELESKRS
) CEFREM AR L, BEMEFEREEE ADVIAI20 (1t %
BAWTHMERE (WBC: 7u—%A b A RV —), FRifiEk# (RBC : FEHi
BiRiE), ~EZubt & HGB: VTV A MESBELIE), ~< b7

-22.




15.7.2.

15.7.3.

15.7.4.

Exp. No. 7888 ( 115—193 )
FINAL REPORT

Y v ME (HCT : RBC, MCV XV &EH), FHRMEKRAERE MCV : BHRE
W), FHRMmERnEHFEE (MCH : HGB, RBC LW EH), EWRmERE
FBE (MCHC : HGB, HCT XYW EH), M/kE (PLT : FHREFRIE),
BHIMERE R (Ta—%A FA M) —) BLOHERMLEKSE (Reticulocyte :
RNA $efak) ZHIE LT,

B E 4 RITBHR OB TRIE L7228, BIRMRESHEALZ/ERL,
AA TV a2 UNEK - FATRE L TREFELE.

M REEE REIR R

FUgER 3.13% 7 = ) Y U AKER) AVBROLER) V=7 M
(FLERRESH) [Tk E R L 72, 3000 rpm. T 13 iz OoBEL T
Bl ML BB .. SEBMEEERARERERE STA Compact (2
vath) ERAVWCTm br v URRE T - BEE RGN BIOE
HALERSY b2 R T RF B (APTT ¥ EEBRAER) 28IE L.

MR L FRE

BmEA Ly 7 SQ WEKMEZIEKRESH) IR EERE L 724,
3000 rp.m. T 7 SRHEOOBE L TE-ME A BREICH V. SEBALER
BB AL 7170 (BRRSt: B BUERT) AW THER (T protein :
Biuret ), 7/ 7 3 > (Albumin : BCG %), A/G GtE(E), ¥ (Glucose :
HK-G-6-PDH #£), MERERS (Triglyceride : GK-GPO BV & 0 — L {3
1), =1 L 25 1 —/L (T. cholesterol : = L 27 w—LA % & —+¥ HDAOS
), REZE BUN: YL 7—¥ GLDH{E), 7 V7 F =2 (Creatinine :
BEEEE), BE U ALY (T bilitubin : /S F2 U BEEELEE), T ARG EE
TIN5 AT7=25—Y (AST: BER-UVE), 79=V73I /) bR
7x5—F¥ (ALT : BER-UV L), 7L HIUKRRT7#—F¥ (ALP:P-= h
o7 x=/VY) UEEEEE), 2z RX5F5—¥ (ChE: 3 LT FVNLF
Fal o EEE), v-INFINVETUARTFF—E (Gamma-GTP : L-
y-TNE I3 TINRFTANA 1), I DA (Calcium : MXB #5),
Y > (I phosphorus : PNP-XDH %) 3 X U%AREYEE (T. bile acid : B¥5R
VA7 VTR &, EEERIEEE EAOR (FASttoA 7 K7 1 —)
ZRAWTH FY oA (Sodium : A A @IREMREE), 7V 72 (Potassium :
A F L BIRERRE) 3L UMEFE (Chloride : 1 A BINERRE) ZHEIE L.

JRIGE
BREHRBETEIZ, KEENEN 5 5 (@ES 1001~1005, 1101~1105,
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1201~1205, 1301~1305) DOHEBMWIZ SV TREZITo 7.

HREH - FKDORETFT TR — V2 BWT 3 RER (G811 10 B b 414
1 EFET) BRO24BRIR (FaT10BE0 5B BFR1 10 BBET) 28U
7.

3REIREAWVTC pH, ¥M, 5, R, 7 bofE, EUAEC/BRTY
abtl ) —FUERELE. BEICIE N-AT A AT 497 A SG (/31
oL AT 4 HVBRRERD) 2RV, HIEIIRSITERE CLINITEKS00 (X
A Tvft) TATo T

U EMREPHAVCVTRE GHB) BLUEH (BHR) 2RELLK, RE
iR, 1500 tpm. TS5 bR LL, HEBIUR®EICHB L. BHEZAW
TEROEAERIELERE EAGR THRY U A, IV U LABIUERZAE
Lz, EHIZREZAVWTH I DA, #) v ABLIUEROKRIETEZ
BHL. £72, Auto&stat OM-6030 BRXEHET—27 VA7 727 FU—)
TRIZFETE CkRBETE) ZRAIELT.

158. 2 X7 5 —UEHRE
EERRE 2 EfT 2B FIOMD ) o 27T —¥ (ChE) {HEH%
BIEL. fEREICNERZIE L%, MOEESZ2HEINL TEREZH
ELRE L. ERAER, MOLEFESIIN-80°C THREFL, al iz
FS5—PIEREAIE L. BIEIL, T7=arAAl (Gr==a4) #H
WTa k7T eFAFAa) VEEE L35 DINBETITo 7.

159. JRESPRE

159.1. MBI VREER

FEERITCIIBMONE, DFE, BB IUEEERE, K, MBS IUHERD
S8 L B, MalE, RERER X OVBMREE FoWiE, FERIOMREE L UEs
BEAHRELE. AFEREICOVWTL, BICEEZHAVRELZ. £TOH
IRPOBREIZOWT, B, K& X, BIREETEHF L. Fiz, BEILE
S TOEIIOVWTEE, IR, V%8 (BRE T, BmER &FT
fR, TEED, BWE, KBE, BH (WE, KBEE), WR K& W (K
EXEEt  EUEAEE), DB PR ER/ME F, BE B, T
¥R, =8B, EIE (M UREELY), B, &, BB, TR, R,
Pk, EXRE, BIRE, BERE, RBE, BNAR, JRE, FE, K, B (e
BEte), N—F—fR, B KB, /MM, BEet: a) AT T—8E
HRIEEBIE o OLEE), TEE, FEE GRS, B, BEEX), &4F

=24 -




Exp. No. 7888 ( 115—193 )
FINAL REPORT

R R L ORI CEERENTRD bN-ERE - k% 10 vol% P EE &R /v
< U R, BEBIURE EREL 77 IR CRTEE L7, 10 vol%FE
fRERL~ ) ARCEE L.

BEEERX, REEBAEHBERRE PE360 (A FF—+ ML R %
FAWTHRIEL, FOEM@EEZT&HKLE-. BEEZAIELEBEICOWVTL, #3#
TER/AEE BEMER 2800 HBRADEKEBIUVREEEND
BHL [(BREEE FRBEOFE) x100]. 2B, 2) o775 —E
EEREDOT D, MOBEEAIELZRINCERLT-.

O FETEMW @EMES 2303, 2304, 2306, 2307, 2309, 2314) BLUHH

FEENY (BhMER 2301, 2302)

B3 AT E THEBEIZREL, ATWELERLET 72D,
BRELARWVWE ST L. BREEMII—— T VBN T CRRM%, il IE
SRS LT, SRR 0 BE S 2301, 2302, 2303, 2306) i3,
FERERIERIGED b8 (EpES 2301, 2302) 1220
TITHIRARRNL L HIE LTz, 7B, BMHE S 2306 134k 1 HICTH% 3 5H
IZFET L, HREIENRERETH o170, T OEMOHRR DT — 4
ITEFHTE D)o T,

OHEEMY

42 BEH&RER, Y20 B 16 BEMER S ¥k —— 7 VREY T CHRILE
EESRT-. BE - MEONBEELZITo%, M MR SRR PR
IR, DR, FFIR, R, R, B, BEBIHBRELAGEEZAIEL.
R RIEE EREIE Lz
@B AR LT

Stet% 4 BOBER, SR HK 16 A S -B—F AT T
BMZEIE ST, 358 - MRONRBELITo72%, MK, MR, HERLR,
FIRER, (UIB, TR, B g BIBBIUIRRERLTAIE L. K,
LR B ER X OB RIER R TR~
@ERDHROTED b2V BB 2102)

R 25 BICHYT 5 BIZ, =—F VBT CRILZHFESE, 3JE -4
BRORNIBBARLITo7. FERNZRE, EREVIRD LRI T/t
PRARRSL & HIE Lz,

GOEHEASRELDHE

B8 14 BOZ LN DR 16 R R X W 7= %= —7 /LB T CTHRILE,

HMMZBEIE S, BE - SORIEBREZITo 2%, M MR EER,
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FORER, D, AR, B, W, B, BREIURRLAEEZHE
L7z, FRBRIEESRAIE L.
OEEY 5

Bl 14 BOSZIH 67 16 B R S oo —7 LRI T TR,
BMEZRIESE, BE - ERORNIRBEZT oK., M, MR, SRR
FORER, (DlgL AR, EER, MR, BIRRIOURREEZUAE L. B
BRIEERRIE Lz

TRE R R

TR YT HEMZ OV COREMEFERE L i L 7=

FERRAEAR DVERU IS A AFREFFERT T L7z, (EROFFMIT
Reference data 8 IR L72. BAIIEAE (v~ MEEKESH) TExEL
7w B, B2 —TT, REOREME, BEICOWTIEELE.
2B, BRIZOWTIIPAS » ~< hXx Y Ve LN bR U -
TFO Y LT, ~T LYY Y U RRER TR E
BEL, @, @BXUGIZOWTIFPAS « ~= b ) VYEBIER TR
A 7 (VIE-IIVD) 2BELED . BFEERTA 7V OREBITLET
X —IREBRENETIToT. REERIESE (v~ MERKAS
) TERELE.
OF T8 (EYEE 2303, 2304, 2306, 2307, 2309, 2314) 3L UWHEE
B @rES 2301, 2302)

2EERE.

OMHIR % AL S W71

XIREED S Bl BRAERD 3 6] (BMHE S 1001~1005, 1303~1305) D
2EEFRELB L OENUNOREREEAERS (0 2iE S 1211, T
&L 1106, iR : 8MpES 1101, /MG BESE 1205).

BRI LTt

XIFRRE L BB DS 5 6] (EM)ES 2001~2005, 2305, 2308, 2310,
2311, 2312) DLEEREB LIUCENLAOEEREER (WIR - 2%
52204, 2209, 2210, fiti : BipES- 2010, 2011, 2204, & : BMES 2110,
B EME S 2008, 2104, iThE : &5 2009, 2111, e : 8% 5 2201,
N—F—fR . EiEE 2009).

DIHEZ RIS Bed -T2/ EWES 1102, 1301, 1302) B LOHERER
FRSLOME (BWES 2102)

MERAR, B, TE, IR, BE, RBERLE BEBIURIR
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OEIEHABREE DM

2EERE.

EZ, @QIZOVWTIEIRARRORE, BRB IURE LKEBRYERS
DEBEPFEONIT2DH, TRHDHEIZOVTULEBLUHHERLE 5
Bl oREEZER L. QI OVWTIIERERO B ICHRYWEREOEE
BEONI2), BEIUOTHERLBZE S I oREZFEmML .

15.10. SEEHARAT

BHE, REHNE REE RERER THHEH, BEHR BFRER
%, (TUREAR, HHEEVRER, FEREVRER, YR, BERFE, AR, ok, 4
REERERE, HARD 4 BARTR, FOBREME (BH, BREBHE, X
b Y EI, BEEER, SERELE), MRFREME, MKGEEERER,
MEEFREE, =) AT 7 —EENREE, RREE (RERBE
VRIZBET), WEEEB L UHERNERIC WL CIXBEEHBIFRICRE, &
FNZ Bartlett DE Y BARTED % FHE L T-. BHBDBA I Dunnett O£ BB
B CRTIRRE L R BB OB ESRE LTz, Bartlett DESEIRE THE
SEDOBEIISteel DIEDTHRBRE L R ERMOEEEEZRE L.

HEER, ZFRRB LSRRI OV TIE ¢ EE v,

BEEMERERE, b ENRY, HEDBIUPEREZR FHMEREIE
72 BN 4 ORRZIZ X 2 EBEKERCOBROEFEE, HRFTRL X
UYREBAERRAT R DR A SR DU VTl Fisher D EHEFERB EE) CRE L /-

BTFRY A 70BN s U HIRY - Y O/ R T — Y OMEILESRIZ OV
T Mann-Whitney 0 U BRE % £ L 7-.

—REIRBEDFT A DU T OFRHEITIZ T e o Te.

B KUEIT Bartlett DESYBAREIZ OV TIX 5%, £ DMMORBRET 5% &

1% DEHAIBRE TEME L 7.

TeiEL, BEEREME 1 BRI X 2 BILLTORE, FEEREIXITOR
yiL YooY ral

728, WEHETOHAEIRICET A& 1 BEYSZD OFHE 1 ER
ELTERH LR
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16. RBRFER
16.1. HEW (FO) ITRIFTTE

16.1.1. TR I U—IKEE (Table 1-1~1-6, Appendix 1-1~1-6)

B 5 R Iz HED 300 mg/kg BET 6 BIDSFET L, 2 BISHEFEREEIC /e o7
ToohafEs Lz, T OEMORETIY, #&E 5, 128108020 BIZE 141
(EES 2307, 2309, 2314 (BIERERED), HIR1 BLU 12 BIZH 14
(BEME 5 2306, 2303), % 0 BiZ 1 6] (EMpES 2304) LN,
F7-, UhafgsEmiy, @R 13 Bz 2 Bl EEE 2301, 2302) RO LI
7o, BEZIIECHIEEIN o7

—RRREEDE L & LT, HETITREH% 30~60 /3 THREEDS 30, 100 BI T
300 mgkg HETENFN2, 10 BXOOFICEBRIN:E. 72, E&EM 30
BLO300 mgkg HETENFN 1 BXO3 FTBEINEZ. oM, BR
FEEMLEEZ ONARTRE LT, SMESHRREED 1 i, IRSUWHXIFREE
FB L300 mgkg HETE 1 PR I 72, 300 mg/kg BEDEIEHAREICE
WT SRS HIM ISR S OSENBIR S-S, BERPICE—
KEEDELIIERD L ieh o T,

TR EHIR 218 U TR G4 30~60 Z3IZFREEDS 30, 100 38X T% 300
mgkg BHETENFN 2, §BITHIBREN-. BEFAON 3 Fl &
FH 2304, 2306, 2307) IFFETRNZERAR—BREBOELITBRE IR -
7208, MMOFETHIR X OEhaRERIFICITEE, SE, HEOFh, BH,
IREe T, HBRIKT, KSR, #&E AKE ZEEERE, RIS,
B LR RS DS REOE(LERTERBRD bz, BEFRE
%, A0 35 (BEHERBREED 1 flE2ETe) ICHEEHIZED L.
ZOM, ERDWBIIEREET 1 6], #ES 30 mgkg #T 141, FRBILT
R E D 100 mgkg B TH | GBI N2, 300 mg/kg BEOREIERBRFEZ
BOWTHERSHEPICHE, BEFEPRE, FEETRIOFERESE S22
SN, EHEHRPIZIT—REBOEITRBD biigh o7,

16.1.2. &% (Figure 1~4, Table2-1~2-4, Appendix 2-1~2-4)
HETIY, XPERBEICHE 300 mg/kg BE TR E 15 A LB SR TRE T
IEEERRRD Hh, #5105 42 BOFEENELEEERZ R L.
300 mgkg BEDEIERERBITIV T H & 5-HH F O KR ER MBI KFEE
LT, BEEHIECII Rt AR EH#EZRL, SFEEMEI
HEITERO b Rd Tz,
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HETIE, STFRERIZEE 300 mg/kg B C#H G- 8 B L UM 15 BITRMEREMH3FE
Do, ®E 1205 15 HOEEENESHFAFIICEBEREELZ R L.
TEREARIES X UV B Criot BREE & SR E B 588 & ORICHERFHY
(CHEEREITED bhied o Tz, 300 mgkg HORIERBREICBNTHERS
HAR P OB INEMEEEM 2R L7228, BIEHAR Crdoe BREE & [FAR72
HEHSEZRL, GEEMNEIZLEIRD o7,

fBEER (Figure 5~8, Table 3-1~3-4, Appendix 3-1~3-4)
MEREE i, BEHMB L OEEHEZE U TR L R E R 54
L ORI FENRBREIRD bh o7z,

HEBIERARE (FOB)

HAMERBRB LU« ORI T 2 EHRERICOBIE (Table
4-1~4-4, 5-1~5-4, 6-1~6-4, 7-1~7-4, 8-1~8-4, Appendix 4-1~4-3,
5-1~5-4, 6-1~6-4, 7-1~7-4, 8-1~8-4)

HAERERIZBVT, KBRWEREORELEXONDIELE L
T, HETIE, 7—UABRICBW TIRGEHBO% IR L OB
100 B L300 mgkg BETHEEICED L, WICBREOTEEZ ~T BRI A
BTN, Zoft, BELRBEROEREZ R LIZFTRAFRD b,
RAEICEELARY, —BLEBETIEARY, H 50V BEOMEIMEREN
B2 LIEEALEE (L TH - 77,

EIERIECIY, LEUEBEOFREZ R EMIIFRED bR o 7.
HETIL, 7 — MBI TR 7 BIZERE DTN R R B 100
mgkg BETEEICHEMLZ., £z, =77 4—/V FROBRIZBNT
300 mg/kg B THRE 10 BICBEIBRORE 2B 2/~ T WA BIZHEM
L7z, Z0fth, FELRRBEROBEZ R LUIEFARRD bR, AREIC
BE LV, HIWVEEHFEMNICERORWVWELTH 7.

EMERBREECIY, HRYEREHICIERTSLELXONDIELITFEDL
Nignotz,

4 ORKICXT T 2 EENRRE UG OB T, ML L ICHBMERE
DEELEZ DNARIGOELIIRD o T,

B (A8 (Table 9-1~9-3, Appendix 9-1~9-4)

HEDO R BRI THRER L ORISR T, MORSEHMETREIT
[EE AR T2 G ONTHE 4 B OWTIZIW T H X & BRI E K
E&FE & O TR K OBBOBIZEIA D27
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16.143. B3EEE (Table 10-1~10-4, Appendix 10-1~10-4)

HETIE, [EE AR TR 300 mg/kg BECHRIERRMAHE 20~30 DD BHE
EENKIREICHER L TERLABMEE R LR, —BHoZELTHY, #&
EHARHE TREO RIBEZIIELRRO bR Tx.

B TI3 300 mg/kg BETHE 4 B ORIERLEE 10~20 2338 L OVAIRE 1 FRefH
DORFOEREEENEFNETNEEREEL L, K5EHR% TROREIE
BARATR 0~10 5B L N10~20 5D B R EBES TN ENAEBEREMELZ R L
7=. EERIRE TRORBEIZIIELITEED b e o 7=

16.1.5. ERERMRE
16.1.5.1. IM#E¥#HBE (Table 11-1~11-4, 12-1~12-4, Appendix 11-1~11-4, 12-1~
12-4) '

HEOMRFRE T, REEIRER TRICHREEICHEA 300 mekg BT~
E7u vy ER L ORLERESFEFRCHEERIEEEZ R L. ¥/, 30
mg/ke BECHFERILENFTEREME, Vo BREERNFEREEEZRLE
28, ARG LRWELTH o7, EEHRE TR T, 300 mgkg BT
BINEREL, FHERESEEREMEEZ R L. £, FECHBERENEE
REEETR LD, BB (b ThoT.

HEDMARFIRE TIX, WE 5 BITHREAICEE~ 300 mg/kg BT/ MRE
NEBZREEEL R L. EHEBRE TR T, 300 mgkg BECT~ES B E Y
BNEREREEL R L.

MREERERAE CIL, M E IR EHER TR L ONEE IR TR
TWTNOREEBICH R B ERS S ORMICETFED LR
A Y el

16.1.52. MRAE(LZERE (Table 13-1~13-4, Appendix 13-1~13-4)

HETIE, IWREHIRHE TR BREAIZEE 300 my/kg BE THE A MEIEER
WMERL-. BEHEAKTETE, WTFhoREEBICHLXEELE 300
mg/kg B & ORMICEITRD b2 o 7.

HETIE, WE 5 BICHBREIC RS COEBRYEREH T Vo AT
T — VY RFEHERNCEBREMEE R Uz, E£72, 300mgkg ETH Y 7 AR
FELEELZR L. 351, 30 BLV300 mgkg T LT F=0BE
BAKMEZ R LT, B L Th - 7. BIEHFE TR TIL, 300 mgkg
BTTAN VKRR 7 Z—EREERBEL R LE.
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16.1.6.
16.1.6.1.
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2V LT RF 5 —PIEHRRE (Table 14-1~14-4, Appendix 14-1~14-4)

HETIY, BESHIRKE TR X UCREIESHK TRICRWT, STRRERCEES
300 mgkg BETHhI= U V=R T T —BIERSFHHERICEREREEEZSRL,
i) v A7 —PHERIIZNEN 146 BL UL 4.6%ThHoT-.

HETIT, HE 5 BIZBWT 100 B LT 300mg/kg BETR =z U V= X7 T —
PIEMENEEREKELZRL, M=V x5 5—PHEERIIZNFN 138
BLU303% T o7z, EHERARHE TR Tl R & 300 mg/kg B & DREIZ
AP Y5y (WS Ry

JR#Z (Table 15, Appendix 15)

BEEDT P ABBHEF ORI, *HHBEE, 30, 100 I XUV 300 mgkg FFTE
hWEh2, 3, SBLXOSHITHY, 100 33X TR300 mgkg BETH bR B
BB LT, £72, 30mgkg B0 1 ) @EHES 1102) BNEMm 3+E2FR L
7223, ZOEOHRDEATHY, 100 B L300 mgkg FETRD HNRNT
EMLBRBOREEEZ LN, TOMOREEBICHRWEREICX
5 EEZLNAELIRD b o7z
TRERE

EEE (Table 16-1~16-4, Appendix 16-1~16-4)

ORGSR TR T, FlRIHBRBEIZ L~ 100 mgkg HFTEEER,
300 mg/kg B TEEED LU EENHHEMICEERSHELRLE. S
512 300 mg/kg & CHFE, BIEE L UBBOMEMNEES AR LRMEZ L,
EERARE L UOMR EEROEEENFERIKEZ R LZ. £0Oft, 100 mgkg
BHOHMOEEENEREREELZ R LY, ARCBEELRWE(LThoT.
EMEHARTC TR TIY, 300 mg/ke B TREB L UWRER LEOEE RIS JTUKHE
HNEENAEREEEZRL, MBOHMEENEEEZR L.

METIY, TE S5 BIZ 300 mgkg B TBROEEERR JUMEHEENFE
REEERL, DROENERSEERAEL R L. BEEHHK TRT
i%, WTNOBIESREIZLXERREL 300 mgkg # L ORICEITRO b
oYY fel

LMRFTR, (Table 17-1~17-6, Appendix 17-1~17-4)

FEL - GAMES) U780 300 mgkg BOMOHRIIFRO b, B
EBEDOERIZhIZ 2 H AT L 2 NIERRS B2 NIRFTR TH D, #HE8R
WEERSIZLDBRNREEEZ DN, MAT, MR X OMROZE
W 4 FUTRD LI, EbIT, FORE(LE L UREHE/ KEOT D
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%@%/Eﬁﬁz%,%ﬁﬁﬁlm_ubahtm FaRR O TRRERS L UR
BEL X, ETOHMLE XUFRES N, BENEHIN, BgoREH, XK,
BoOREANEY: LML EEE T AEREE 2 b NI EE ONEILER
ICERT2EOEEL LS 1 PUIRRD L. b ORFRIIDEBIDOF
A LIIO 2 FHEEHOELE T v MIIHRE(LTH D Z LoD AHEITHEER
YWEEREOEEND 5 WIIFERRE L B2 bz, BOBEIC OV T,
B TR LRI BEREAR & BFRE N2 WVERR 1 mm LU OBSRIRE
Th O EBRYERSICERTA2E(LEITB L o7z,

*7-, EMERBRBEO®RE 20 B T L7z 300 mgkg BED 1 5 (@MHES
2314) IZBWTH RERICAFOREEE, Kk, BOBREH XEBLIUORT
DOFREALHRD b, XDHITTEHY U FOREIR 5N RO B A
/K& o T,

B EHARR TREOHEDOTIR TIL, HIRZ RIS ¥ 72 300 mgkg FED 1 41
(BEMEF 1305) ORERICEHANEZENESFRD bivz. FREILXENEE DL
BTy MU EAFBEINRZVWHEETH Y, BibT 5 EEHIRERE TR
DORBFEICEERERERIIALNTWD Z L, RLNIZEOMBEN S
WEBRMEREOREBLEZ LN, HBRYWEREGHICEEINEOMD
FTRIIWVTIS 1 FIOAIRE LI BRREOBRERFRETHY, TORAE
AR S OBEIT RN T

[EITEEARIHE TR OBETIX 300 mg/kg B TREEZENEDN 4 HUTROH BN, B
BRBEROBMERLE. WAMORETHY, BEKLZNIEND
WRYEREOEELEZ bz, BEBIUEE ELMNBIE SN
F DO RIXFEIEROELE T » M UIZLITRD b5 WE &L BAEHK,
FREE DN I EN 2N b BRRBERE L EX DN,

B R0 U7t X OESE IR TR OMEICBRE SR, Win
HRBEEOHRDORA, 1 BIOHBDRED DVITHARE OREEDRNEELR
L7z,

THRE FRAL SRR ToHED 30 mg/kg BED 1 B EHER 1102) BLD
3mmygﬁ@2muﬁ%%%nm,Bm)@ﬁiﬁﬁﬁﬁﬁwgn&mo

. —F, EREARRSIOM @& S 2102) TIRIFER X URBITHKRORT
% X AR FRD bz, THIIMEMI IR R R I NS T
RTH5.

16.1.6.3. #BEELFFR. (Table 18-1~18-11, Appendix 18-1~18-6)
ERARAREERTE LI, EBEmE > TRIIED D \WVITEnafs L
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7= 4 5 (B 2301, 2302, 2303, 2309) Tix, ATE HDVVIERE (photo.
D) ICBARED BN, TD5H0 26 (EMES 2301, 2303) TITHIB
HEOEELHRBIN-. IHIZ14] @ES 2301) TIXERGICHIEE
REH BN, FT, TIHLEDDVIIEBIC L A THEHESFITIE, 260z
A IR RERRA D F— 7 VERRLOWY, FROZEENRH D, K
BROZERE EMHE S 2301, 2302, 2303, 2309), AEEIZIIT 2 EE7ME MO
T @rES 2301, 2302, 2309), UV - \EREOZEM @ES 2301, 2302,
2309), BRECRITAEMDET EES 2301), D5 i - KiE (@)
W& 2309) bEIEINT.

—75, RERYEELTICEMORBE & > TFHRE L 3 fl BMES
2304, 2306, 2307) TIEFWTHHREBFIZERARBEORELRD bIRE
ORI IFIBE L CHREIZIRSIRE L O PRk E A L LB HRSATE L
TED, KENERZE L TV (photo. 2). TIUTfE-> TEBITHD H -
i+ 7&f& (photo. 3), BIBEBEDIERIED b, 2 5 (EnES 2304,
2306) (ZLEOIRRMR, 3 ] @EER 2304, 2306, 2307) IZBRBOVSL
AHY, 16 @MHES 2304) TIIEROSENER, FREOEmIT L
AL, “hde & biclign ) o oNEROEHELRD O, £z, [E
ERBREEORE 20 BIZFELT L7z 300 mgkg B0 1 ) (EES 2314) TH
DI U T-B & FRRIZID 5 o - /KIE, KJEORE, LRFIBER X
U MEZR S NCRIBREE ROz, BREOHMm, THEY o/ 8k
L OFHIBD 5 - 172 & N AR EREESE R U BE S iz,

723, BHEREBRE TRIRMICHNEEILIROFE D b7/ MER KUK ORS
FEICER T e ot FOMIZBRETA L B 2Eke LT, BRORK
WE DR L, BER IORRoHMm, BE, TEEROZ NrE, FEO
INEEDRE TR OZ b ERBE I N,

G HARE TR OIIHRE RN S B HERS L UWHE 5 B O TidgiBmE
BEIZEELEE{LE LT, 300 mgkg BEORE?2 F, M1 AUCRBOULA
DWERD HNIEh, HETII2RIOBR TV MU HilRDOZERE GHRBEE
photo. 4, 300 mg/kg & : photo. 5) BEEEIN, TD 5 H 1 FITHME DE
MEa ko TWe, I HITHOLFITHRE HEENOIKFF1RD L TR
D, 2 FICIIIRENICENE LR LR & B 2 MRaFREDRTE 5380
bRz, 2B, ITROHOELIWTNR S FRERR L UIRAERICITEE
XNtz

R R S W2 Do 72 30 mgkg BEO 1 4] EHES 1102) (THEBFRY
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BREBEINT, MRARLOFERIITATH 7. —77, 300 mgkg B
O 26 EEE 1301, 1302) T, BERICELV MY R0t BE
FEIZBT 2 BN OB FED B X UORRAE O HIRNBE SN, 1 HITi
JRFTRI T H o 2B OFEMRE L > TV Z &b T b DB LD
AR SRR RRTH o T FIREERE. HRRHLOME (B
£52102) TRFBEOENE, BONEIRBLIUORERDHY, ThbDE
{EBFEEOREREE 2 b,

F O, ML HIZREED DV MT 300 mgkg BEICERAERRFAOEL
DRSNS, WINbYER TEEINS BRARENE(LTHY,
ARIZHTHEHEE BAEM L ORICERA LNV LD, BBRYWER
ELIIBEDRVVELTH S LW IND. 28, HOBAERHD 14 (&)
WEE 1304) 12, DEIZRB LoDk & BRI IRIE S £ o 7o RAETERRAD
BERH Y Z - THEBEMIBOFE—4 L EBRIOED bRD bz
2, FOBMEFHERIIASLNCT S Z Lidskid -7z,

EEHIRTE TR T, SR ER5ICRER L& E LT, 300 mgkg B%
DOHELFIOBRIZE N N MO E FEo T BB OFRR DY, £
D5H 4 FITIREMEE (547 ¢ v efiiR) OBERLED LN, BEO
AT SR TR SRS & » 13858 L TV /e (photo. 6). ZAL &t
(ZHED2F| THRE HEREN OB FRED L TRV, 3 FICIIRENICEMS
L7-BERfRRa L B A HREDRTENRBD bz, £, HTHE
DOWUNAZFEEDRENFRIZED LTV, EHENICERDOH I E(L
TR0 Tz. ZOM, HEREE HIZBRD 5 WIXE AR BR MU ER
B BBIN, WD MiER THEIN D BRBERELT
H Y, FERICHABEEL 300 mgkg B & ORIZERHLNBRNI LhD,
WA L IIEAED R WELTH D LTINS,

BHERBEOB TR A 7 VOBETIL, 100 mgke B THBIHILA~
2 AANWE | T EY N WA R Rl oA i S I SRR VAT /AN oy S
MOFNENDOLRENFERIEEZ LU, HIREZRZ SR >72 30
mg/kg BED 1 5] @& S 1102) 3 L T8 300 mg/kg B 2 5] (BMES 1301,
1302) b ZNENOHIEII R L FREE Th o7z, 728, RIRANICH
MRS BEIERE DA H T~ 300 mykg BEED 1 4] @BHEE 1305) TiX, B
BN - SFEHE LB T Z L DR FRYA I NVDAT—
SR Do T2 T DI E IR ER ) BRI L=,

[EHEHARHE TR 300 mgkg B CIXWIRMIZERHEDEREI A L,
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W T B R EIEENTELE Th - - DIZHIRIC BN 2 2o 72 1 5 (B
WEE 1311) ZRWTCEEHRIRO D T b TRRp-oT2. LIRS T,
FHECE 2o T,

16.2. AEFEHFEAERME

162.1. XRRBFB I UZHERE (Table 19, Appendix 19-1~19-2)

BRI REL S TORERTRFINKS L. 21T 30 mgkg &
T 1 B8 XU 300 mgkg BT 2 BB TZRRIIENENILTBLT
77.8%TH YV, HOBETIIVTND 100%THo7-.

AR TIY, EFHERZ RIS LU 300 mgkg T
FREN 1 BIO2 FNZED 7223, 300 mgkg BED 1 BlIIATIROIREE
ERTHDOTH Y REEAPERBILEIIZRD LN o7, £, T
BIERHAIC b RTEREE & SR E R E A L OFICEIIFRD b o Te.

1622. i L UWHE (Table 20, Appendix 20)

X E SOV TIUORGH THOAERBICREIIBE I o Tz
FREOTRAME, R, BRER, HEREE LOHEAREITITER
BREZRL, HESE, BRE, o3, HARER IUMHICHERZEITEE
D HNenoTn. MHARDAER 4 BAEENIRENIH 300 mgkg B
THREZRNCEEREMEZ R L, RBEOBELAER JUHEL SO
ERDOAER 4 BATFRLIEEERZRLZ. B 0 BIZFELTES 30, 100
B L300 mgkg BETEN TN 4, 3 BLV FICBE SN2, 300mgke
BED 9 HlON S FIIR—ETH Y, ZOREM EWES 2304) IIHHE
BIFEC LTV BRRIOWThoOBC VBRI ho T,

16.23. FrAEIROIEE, (FER IUBIRETR (Table 21, 22-1~22-2, Appendix 21,
22, 23-1~23-2)

FrAEROARBRETIL, EEFRIEEDLNR1oT-.

FEZLTIL, 300 mgkg BETHE 4 BOKENKBH L LETHEER
e, HETEREBRmIED b

HEHEDOFETIROTRR T, BEFFRIIGED LN -7 (Table,
Appendix (ZI3R L TWRYY).,

HE 4 BOEMRTIX, BoOREH KB 300 mgkg BEORET 4 FlicH
B2, BRI ANEERREROEMBRD LN, LirL, ZOFT
BiZ 4 )% 3 FINE—BIZRO N bDThoT. Foft, FioBaxH
SR, BRI, REIE, WMOBGIE /XD 5\ IXEEOFEEN
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HEOXRE A SHARITHIENRD DWVIIDEBICBE S .

17. ZEBIUWR

17.1.

RE®R 5B

B SRR D 300 mg/kg BET 6 BIDFETEMER LU 2 Flobla s
B0 o, TN OO HHWIIThEMAERIICESFEmE L
T, BZERLREROENDN 72 BT AP LIRAIEKEDKT LE
AR L > TEFRENRE(L TS 2 DD Z A FTH3T bz, i OR
BE LS TRETLEFITE, BEFFRE LT TNbLRE (RE) ITHE
R OFIBER (o T ERALRSMRENH D, REIBHRICELY, F
LS<BMEL TV, LT, ZhbDFIDERFRITITEDOSMER
TEIZKBBEFELEZ bz, —FREOZBZ W TET L2FIX, W
THLBHIVIIERBICUL A - BEXIRD O, BN WNRER B
MoOFT—5 BRI OB LRI U D ET 5% 0D DI EICEMHIR
DN END, MEBEEIES FRREOBMUNERARLEELS
Nz, ZTUOHOFEND, AERYWHEIL, REREHEEZE L TEY, £0
DR OMICER LSS EEEEIC, £-HEENEROER
FlZ LV RERNICAS TSI EICEMREEZEE L, REEICE
Hb0EEZ BN, TOM, JEiRE X OCBROZERE D > T2l
TIRBRNWZ NG, Vo EMHR~OEENLREEL T O TR
<, KDRESEVEMNCALNTZIERFRNRE(LTH B FIREER .
—REREEDE L L LT, HERED 30 mg/ke L EDRSRECIRENBEIN
7o, MEETHAEICEE U TRAGIESD A WVIIHE BESEML WD Z &,
7, 2 BEBREFRREBRIZBWVTD 100 mgkg L EOBREGHTEREINT
WB I ENOHBRMEREORELEZ DN, R EIIEBEYE T
HY, FRERFOREHEICER L-b 0L &2 bz, HEED 300 mgkg
B TR ONEE D AP RV DOBRBROEBE D SEBRMERES D
BELEZ N2 30 mgkg B TR® bNEIIMHENTIE 1 BOXH
DRETH Y, HRYERSE L OBREIIA LTI 7.

{RE T, 300 mgkg HOBETIIREHRZE LT, M TlIRETREH
MIZHEEMIHEIIFED b, KR ERGOEEN TR I,

BEEE T, MRS b ICHBRYERSOREIIRD oo Tz
BREEIERARETIL, FHERSIE TS BIZ 100 BL T 300
mg/kg BEC—RRIREE & [FRICHRIE 2 /R T B8R O INASER b T, 7,
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#ED 300 mg/kg B CREMMPICBEIEOBRE 2B 23 B O
NEDH N, REOKRSEHEKTRBIUWE 4 B OBREHENMEKEL
R, Zhb BRESOER T IR ERSICER L2 EX BN
7-.

BECRRRET TiY, OB EHIRME T RO MKFREIZIBT 300 mekg #¥
TAEZu B BB I OHRMERENMEEEZ L, Bl THD LEZ LN,
ZOEIE 2 BEBRETHRBRICBOTHED LN TRY, HRWERE
iz BbnEELX OGN, EEEE TR T, 300 mgkg B CHRMERE,
FPEREAEEELRL, REHOBLThHIEEL LN, HOWE 5 B
OB TIZ 300 mgkg B TI/IMREDMEEEZ R L, BFIIRATH DB
BYOEREDOHELE L bz, HORIEHRKE TR TIX, 300 mgkg BT
~NESu L UERBMEEZRLEY, BREREMTH Y BHEFHERITED
EEZ L.

MREERERE TIX, MOV T ORI LEBRYEREICER TS
EEZ ONAEITFED NPTz

A LFREIZBN T, BEOBREHFIHE TR 300 mg/kef THREBR A
EEEmZRL, BFIITRBETH-70 2 AEERE T RERICBWTHE
DELIIFRDOENTRY, HBRYWEREOHELEZ LN, HOHE 5
HOBRBIZBW TR TOREHE T2 ) V=X T 7—EREEEZRL, #HR
WEREDEELEZ LN, LLERDS, Mol X755 —E0
KREIIRBETH D, =V AEEMMOMRGEIZIIRADEE S LT
WIZ EBEBNTEYY, a2V AEEMESIROFHEIC OV TIIRR 32 K=
Yy AT T—PIEHEREICL > TRHME L 72. %72, 300 mgkgBETH Y ¥
LNBEZ L, RMERE OB LEZ DN PEFIIARRATH 7.
MEDEIEHARHE TRFTIL, 300 mgkgBECT VA UARRT 7 ¥ —EBhREER
RLTEZDS, EEHBROROEILTHD Z L LEBRMERS & IXBhED 2
WAL &I L7z

RRETIY, HEOREHRHETRFC 100 3L 300 mgkg BTH bufE
REMEFIASHEIN LTS, MERTILTH W BRI ERS & OBEITALHT
AQIR Y el

U 2T T —EEERE T, BE5HIRKETRIZHED 300 mg/kghfds
L UMED 100 3B L T300 mgkgBE Tt = U > = X7 7 —BIEHMEEEZ L,
EBRMBEREORELEZ LN, ThLDOEND, M) Vo X TF T —
PIEMAEEEND Z &L, a2 ) AEEMEOMREER~DOEERH
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BlEZOLNE. 2l L AT S —PIERNE 2 RTERY L RIORRD
BREMEERE LTREBIOCTHB LT NS Z 2157, FHER 300
mg/kgRt TRD LN EKEIIHBRWE D =2 ) =27 T —BIEHEMHIZES
HELEBEEZEZ O, LR, ZOBBIARECLVEIERETS
EEZILNTE.

SREYRAETIY, BMFTRE LTIT 300 mgkg B CHEBRENEIERIN
7278, REHIRE TERESIGNZ VT, AL RBHEERD VIR E
FAREE DR SNZ2WEIIZBWTH 'V b VIO ZRENBIE SN
TWAZ ENnD, BREFIELV M MEESICER L-E(LTHDZ L
WIREIND. B, ZOEL, EERBRHIBVWTLVERTHIZ
b, BEMSIWVITETERELZEX NS, BROBRLEAERED
IhE R L CEEHREKTRICL D ARRBD PR ONZ. £, B
FRRLY A 7 VOBEIZEBWT 100 mgkg BT L L7 M7 U HIKRME
BLUORET UHIERAIRROEL b UMBESZ Y OERPMET L, Z
DEL L EBRMEOREBEEZ "R Tb0EEZ L. 28, BHR
BREED 300 mg/kg FED 1 4 & EIEREREED 300 mg/kg BHED 4 iz OV TITNE
FRETA ZADA T N TE otz ToM, D 300 mgkg BT
Frig, Mg L OEROMEMEROEME, ERROEEEDRMEIIHED
BEICERTAIEEEL bz, & SHICEEHRR T RO.LIBROMEXTE
BENRMELAEORMEICERT AR EE X DN, T2, FREED 100
BLU300 mgkg HETHIEEZ L, BECEELEZELTHEZ E0DH
BRWERESOFEINRRINZ. LL, BFIIFRHTH-/-. WE S B
DWED 300 mg/kg B TOER L OEIREEDOEE L HKBRMEER EORE)
‘b,

TRERERTE CRD DNTRBRFMR L OBRARRE O—E CREME SRS
TERMDDTEN, FOMOEBLIIEE L TV .

UEDZ End, PFFY VB 0,0-=F NV 30 mgkg/day UL EDOEE
LD MR, M=) X T S —EBEDRESRBD L. L
el T, FRBEETIBITZUFFY VER 0,0-=FNOREEREIZ
L DR IR & b ITHERS T & 3 30 mg/kg/day K & BT S vz

17.2. AGEZEAEN
SRR L O BRI R E R 5 O BIIRD oo 7. 300
mg/kg B TIHRARRSL & HIE I NTHE 2 Bliz oW T, FREERFERE TR
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Rzt b Y MEoZERE, RBER AR 2EENOR FBAE LU
FapE8 OHBEBBE SN, 1 fITIIBEITIEd > BB HE OFR b o
TWeZ enb N DB LR E AL SR T RERTH 5 L HEE
ANz, FEBETHIROI L K ALRBEREENRBD LN TREY, BE
IR TRFOF R L0 'V b U MREDOZEIYESEA T Z &R E5H
BDOIERIZHEVEREPMET T 5D EEX BT,

SHEREERER TIE, DRREORFEIIVThoBREHETHLRD bhiho
7= FAEROSNERRER LUOWE 4 BOTRTIIEEIFED b o7
300 mg/kg BETHAIRDOHE 4 B OEREEMDIHISh, HEOER 4 AT
FIZHEBEREEEMIED O, HRWERS LI IHEROREHRE
DR X Tz,

Z M, FEREAR, ERFRAEE X UERKICIIHERE R EDORENT
Roond, HEREK HEARE MHEBIUCHERIZLEEIIRD L
nighotz.

DEDZ s, PFFY B 00-VF VORI RITTRENT
100 3 X U8 300 mg/kg/day B 5 TREZMENRD b o Z L HREOERE
B 30 mgke/day, X 300 mgkeg/day ¥5THEEIIFRD BT 300
mg/kg/day &S sz, REMIORAE « BHICKITTEEIL 300 mg/kg/day
B ETHOER 4 BATROFEREEENEB XOWE 4 B OKERENM
HINFED b, ERERIT 100 mgkg/day LRIz,
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Table 1-1. Clinical observations in male rats Exp. No. 7888 (115-193)
— ReproTox study —-—

Administration period (day)

Signs se level Total
?mg /kg) 1-7 814 15-21 22-28 29-35 36-42 43 a) ( 1-43)
number per group 0 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12
100 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12
normal 0 12 12 1 1 11 12 12 10
30 12 12 11 12 12 10 12 9
100 12 12 8 4 4 2 11 2
300 9 7 4 6 8 4 12 3
3 T T A ;
100 0 0 0 0 0 0 7 7
300 0 0 0 0 0 0 7 7
t rauma 0 0 b) 0 1 0 0 0 0 1¢)
30 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0
eye discharge 38 8 8 8 5 6 8 8 6
100 0 0 0 0 0 0 0 0
300 0 0 0 1 0 0 0 1
g R T T T ;
100 0 0 4 8 8 10 0 10
300 3 5 8 5 4 8 0 9
g N T T R ?
100 0 0 0 0 0 0 0 0
300 0 1 1 1 0 0 0 3

The day of necrops
b No. of animals with clinical sign in_group
Total no. of animals with clinical sign in group
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Table 1-2. Clinical observations in male rats Exp. No. 7888 (115-193)
~-— Recovery study ——
. Administration period (day) Recovery period (day)
Signs Dose level Tota Total
(mg/kg) 1-7 8-14 15-21 22-28 29-35 36-42 ( 1-42) 1-7 8-14 15 a) ( 1-15)
number per group 0 5 5 5 5 ‘5 5 5 5 5
300 5 5 5 5 5 5 5 5 5
normal 0 5 5 5 4 4 5 4 5 5 5 5
300 3 3 2 3 3 2 2 5 5 5 5
sacrificed ¢ 0 0 0 0 0 0 0 0 0 5 5
300 0 0 0 0 0 0 0 0 0 5 5
eye discharge 0 0 b) 0 o] 1 1 0 1¢) 0 b) 0 ] 0 c)
300 0 0 0 0 0 0 0 0 0 0 0
salivation 0 0 0 0 0 0 0 0 0 0 0 0
300 2 2 3 2 2 3 3 0 0 0 0
loose stoo! 0 0 0 0 0 0 0 0 0 0 0 0
300 0 ] 1 0 0 0 2 0 0 0 0

a) The day of necropsx . o
b} No. of animals with clinical sign in group
c) Total no. of animals with clinical sign in group
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Tabie 1-3. Clinical observations in female rats (Pre-mating period) Exp. No. 7888 (115-193)
-— ReproTox study ——-

Pre-mating period (day)
Signs Dose level Tota
{mg/kg) 1-7 8-14 15-19 (141

number per group

normal

w
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o
ik d e e s sk
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——t od ok e ek ek

WNROO OO0 OO0 OO0 OO0 QOO0 OCOOO IR oMM
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dead

b)

o
~

dirty hair

pallor 0

subnormal temperature ¢

lacrimation 0

ptosis of eyelid

salivation

GIWOO NNOOO OOOO OOOOD

ag No. of animals with clinical sign in_group
b) Total no. of animals with clinical sign in group
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Table 1-3, -continued Clinical observations in female rats (Pre-mating period) Exp. No. 7888 (115-193)
——— ReproTox study ——

Pre-mating period (day)

Signs Dose level Total
(mg/kg) 1-7  8-14 15-19 ( 1-19)
loose stool 0 0 0 0 0
30 0 0 0 0
100 0 0 0 0
300 0 1 0 1
abdominal distention 0 0 0 0 0
30 0 0 0 0
100 0 0 0 0
300 0 1 0 1
tachypnea 0 0 0 0 0
30 0 0 0 0
100 0 0 0 0
300 1 0 0 1
abnormal resp. noise 0 0 0 0 0
30 0 0 0 0
100 0 0 0 ¢
300 0 3 2 3
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period)

Clinical observations in female rats {Gestation
-—— ReproTox study ———

Tablie 1-4.
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ag 1t was impossible to make a pregnancy judgment because of death before implantation
b) No. of animals with clinical sign in group
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period)

~continued Clinical observations in female rats (Gestation
- ReproTox study ——-

Table 1-4.

Gestation period (day)
Total
14 15 16 17 18 19 20 21 22 23 ( 0-23)

13

Dose level
(mg/kg)
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period)

~continued Clinical observations in female rats (Gestation
— ReproTox study —-

Table 1-4.

12
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10

Gestation period (day)
6

Dose level
{mg/kg)
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~continued Clinical observations in female rats

Table 1-4.

Exp. No. 7888 (115-193)

(Gestation period)

-— ReproTox study ——-

Gestation period (day)
Total
14 15 16 17 18 19 20 21 22 23 ( 0-23)

13
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Table 1-5. Clinical observations in female rats (Lactation period) Exp. No. 7888 (115-193)
—-— ReproTox study —-

' Lactation period (day)
Signs D%se level Total
mg/kg) 1 2 3 4 53a) (0-5)

o

number per group 38
100
300

normal 0

acaea
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— et
el
et
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a) The day of necrops o L
No. of animals with clinical sign in group
c) Total no. of animals with clinical sign in group
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Table 1-6. Clinical observations in female rats Exp. No. 7888 (115-193)
—-—— Recovery study —
) Administration period (day) Recovery period (day)

Signs Dose level Total Total
mg/kg) -7 8-14 15-21 22-28 29-35 36-42 ( 1-42) 1-7 8-14 15 a) ( 1-15)

number per group 0 5 5 5 5 5 5 5 5 5
300 5 5 5 4 4 4 4 4 4

normal 0 5 5 5 5 5 5 5 5 5 5 5
300 2 2 0 2 1 3 0 4 4 4 4

dead 0 0 0 0 0 0 0 0 0 0 0 "]
300 0 0 1 0 0 0 1 v} 0 0 0

sacrificed 0 0 0 0 0 0 0 0 0 0 5 5
300 0 0 0 0 0 0 0 0 0 4 4

subnormal temperature 0 0 b) 0 0 0 0 0 0c) 0 b) 0 0 0 c)
300 0 0 1 0 0 0 1 0 0 0 0

salivation 0 0 0 0 0 0 0 0 0 0 0 0
300 3 3 5 2 3 1 5 0 0 0 0

dyspnea 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 1 0 0 0 i 0 0 0 0

abnormal resp. noise 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 2 0 0 0 2 0 0 0 0

a) The day of necrops
b) No. of animals wit

clinical sign in group

c) Total no. of animals with clinical sign in group
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)
Table 2-1.  Bady weight change of male rats Exp. No. 7888 (115-193)
—— ReproTox study ---
Unit : g
Dose level (mg/kg) 0 30 100 300
No. of animals 12 12 12 12
Mean = S.D. (N) Mean £ S.D. (N) Mean = S.D, (N) Mean += S.D. (N)
Administration p?é;%j 1 349 £ 18 (12) 30 £ 19 (12) 350 + 18 (12) 350 £ 20 (12)
364 = 23 (12) 364 = 23 (12) 35 = 24 (12) 363 = 18 (12)
15 388 £ 28 (12) 387 £ 25 (12) 380 £ 28 (12) 379 £ 19 (12)
22 402 = 32 (12) 401 + 30 (12) 399 &£ 31 (12) 386 + 18 (12)
29 417 £ 36 (12) 420 + 34 (12) 416 + 38 (12) 398 £ 20 (12)
36 436 £ 40 (12) 440 £ 38 (12) 439 + 40 (12) 420 =+ 20 (12)
42 443 = 37 (12) 45 =+ 36 (12) 443 = 41 (1) 425 £ 22 (12)
43 a) 430 £ 34 (12) 424 £ 36 (12) 428 = 42 (11) 412 = 20 (12)
é Gain 1-42 94 += 23 (12) 95 + 22 (12) 97 £ 28 (1) 76 £ 22 (12)
' a) The day of necropsy
Significant difference from control group; ' p = 0.05 *; p = 0.01
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)
Table 2-2. Body weight change of male rats Exp. No. 7888 (115-193)
-— Recovery study —-
Unit : g
Dose leve!l (mg/kg) 0 300
No. of animals 5 5
Mean + S.D. (N)  Mean = S.D. (N)
Administration p?éé%j 1 341 £ 18 (5) 342 + 18 (9)
354 + 25 (5) 353 14 (59)
15 376 & 30 (65 372 16 ( 5)
22 389 % 32 (5) 380 10 (5
29 404 £ 33 (5) 389 £ 18 (5)
36 421 = 42 (5) 409 = 19 (5)
42 429 38 (5) 4,15 £ 16 (5)
Gain 1-42 89 £ 25 (5) 73+ 25 (65)
Recovery period (day) 1 429 + 38 (5) 415 £ 19 (5)
8 435 £ 37 (5) 423 £ 21 (9
14 453 + 40 (5) 44 £ 22 (5)
15a) 427 = 37 (5) 415 £ 22 (5)
Gain 1-14 25 + 3 (5 20 11 (5
a) The day of necropsy
Significant difference from control group; * p = 0.05 ¥ p = 0.01
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Table 2-3. Body weight change of female rats Exp. No. 7888 (115-193)
~~~ ReproTox study ——-
Unit : g
Dose level (mg/kg) 0 30 100 300
No. of animals 12 12 12 12
Mean + S.D. (N)  Mean £ S.D. (N) Mean = S.D. (N) Mean * S.D. (N}
Pre-mating period (day) 1 228 £ 10 (12) 229 + 8 (12) 227 + 10 (Q12) 228 £ 11 (12)
8 23t £ 14 (12) 232 = 13 (12) 235 = 11 (12) 223 & 24 (11)
15 244 15 (12) 242 = 14 (12) 243 £ 11 (12) 236 = 20 (10)
Gain 1-15 16 = 8 (12) 14 & 7 (12) 16 = 5 (12) 34+ 13¢ (10)
No. of dams 12 1 12 10
Mean * S.D. (N)  Mean £ S.0. (N)  Mean = S.D. (N)  Mean £ S.D. (N)
Gestation period (day) 0 249 £ 15 (12) 249 = 14 (1) 248 = 12 (12) 244 = 15 (7)
276 = 17 (12) 278 & 15 (11) 278 £ 16 (12) 263+ 42 (7)
14 310 &£ 18 (12) 315 £ 19 (1) 309+ 19 (12) 31+ 13 (6)
20 384 + 18 (12) 392 £ 27 (1) 377 £ 26 (12) 383+ 26 (6)
Gain 0-20 13 £ 12 12) 143 £ 17 (1) 129 £ 19 (12) 135+ 22 (6)
No. of dams 12 1 12 6
Mean = S.D. (N)  Mean = S.D. (N) Mean £ S.D. (N) Mean £ S.D. (N)
Lactation period (day) 0 303 £ 24 (12) 308 + 21 (11) 289 £ 24 (12) 299 £ 18 ( 5)
4 316 £ 20 (12) 21 £ 26 (1) 306 + 19 (12) 314 + 22 (5)
5a) 200 £ 18 (12) 292 = 24 (11) 281 £ 16 (12) 286 £ 12 (5)
Gain 0- 4 13+ 13 (12) 12 = g (n 17 &+ 13 (12) 15+ 15 (5
a) The day of necropsy
Significant difference from control group; * p = 0.05 *; p = 0.0}
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Table 2-4. Body weight change of female rats Exp. No. 7888 (115-193)
——— Recovery study —
Unit : g
Dose level (mg/kg) 0 300
No. of animals 5 5
Mean = S.D. (N} Mean = S.D. (N)
Administration p%;g()j 1 229 += 14 (5) 230 £ 10 (5)
236 £ 14 (5) 234 = 19 (5)
15 247 = 19 (5) 244 £ 20 (5)
22 256+ 18 (5) 249 £ 21 (4)
29 262 £ 15 (5) 252 = 25 (4)
36 271 £ 17 (5) 263 = 29 ( 4)
42 273 18 (5) 264 £ 26 (4)
Gain 1-42 Mt 6 (5) 3+ 20 (4)
Recovery period (day) 1 2712+ 17 (5) 266 = 28 ( 4)
8 279+ 18 (5) 267 + 27 (4)
14 289 15 (5) 282 £ 30 (4)
15a) 270 £ 15 (5) 262 £ 28 (4)
Gain 1-14 17 4 (5) B 5 (4)
a) The day of necropsy
Significant difference from control group; *p =005 **:p =001
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Table 3-1.  Food consumption of male rats Exp. No. 7888 (115-193)
--— ReproTox study —-
Unit : g/day
Dose level (mg/kg) 0 30 100 300
No. of animals 12 12 12 12
Mean & S.0. (N)  Mean *+ S.D. (N)  Mean *x S.D. (N} Mean x S.D. (N)
Administration pea;g -8 22 &% 2 (12) 22 + 2 (12) 2+ 2 (2 23 £ 1 (12)
8-15 23 2 (12) 23+ 2 (12) 26 = 2 (12) 24+ 2 (12)
15-22 a) - - - 21 1 (2
22-29 23 2 (12) 24 + 2 (12) 25 + 3 (12 2 + 2 (12)
29-36 25 2 (12 25 & 2 (12) 25 £ 3 (12) 25 + 1 (12)
Cumtlative consumpt i 36—4? 23 (12) 23 £ 2 (12) 24 + 3 an 24 + 1 (12)
ption (g) b
1-15 318 = 30 (12) 6 28 (12) 325 £ 29 (12) 325 £ 14 (12)
22-42 473 = 41 (12) 478 £ 37 (12) 501 = 46 (11) 481 £ 22 (12)

a) Mating period
g sy

The sum of individual values on each measurement<da

Significant difference from control group;

*x=

8.05 **.p = 0.01
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Table 3-2. Food consumption of male rats Exp. No. 7888 (115-193)
——— Recovery study —-
Unit : g/day
Dose level (mg/kg) 0 300
No. of animals 5 5
Mean £ S.D. (N) Mean £ S.D. (N)
Administration period 1-8 21+ 2 (5) 23 1 (5)
(day
8-15 22+ 2 (5 24+ 2 (5)
22-29 23+ 2 (5) 23+ 2 (5)
29-36 24 % 3 (5) 24 L 1 (5
Cumulative consumption (g?ﬁg 2+ 2 (5 2+ L9
1-15 305 £ 28 (5) 327 £ 12 (5)
22-42 459 = 40 (5) 476 = 21 (5)
Recovery period (day) 1-8 23 + 2 (5 23 £+ 1 (5)
Cumulative consumption (g§—;§ B x (o #2095
1-14 299 =+ 21 (5) 304 = 14 (5)

a) The sum of individual values on each measurement daz
Significant difference from control group; *1p = 0.05 *:p =< 0.01
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Table 3-3. Food consumption of female rats Exp. No. 7888 (115-193)
——~ ReproTox study ——
Unit : g/day
Dose level (mg/kg) 0 30 100 300
No. of animals 12 12 12 12
Mean %+ S.D. ( N) Mean *+ S.D. (N)  Mean £ S.D. (N)  Mean *+ S.D. (N)
Pre-mating period (day) 1-8 17 * 2 (12) 17+ 2 (12) 7 2 (12 15+ 3 (11)
Cumulative consumot i 8—1? 17 & 2 (2 17 + 1 (12) 17 % 1 (12) 16 &= 3 (10
ption (g) a
1-15 236 &+ 22 (12) 23 = 20 (12) 237 = 19 (12) 225 £ 33 (10)
No. of dams 12 1 12 10
Mean X S.D. (N) Mean = S.D. (N) Mean £ S.D. (N) Mean £ S.D. (N)
Geostation period (day) 0-7 20 =% 2 (12) 21 = 1 3an 21+ 2 (12) 21 4 (7
7-14 22 * 2 (12) 23 *+ (n 23 & 3 (12) 23 & 1 (86)
14-20 24 + 2 (12) 25 = (1 23 %= 3 (12) 25 + 2 (86)
Cumulative consumption {(g) a)
0-20 436 + 38 (12) 457 = 38 (11) 442 £ 43 (12) 468 = 3t (6)
No. of dams 12 " 12 6
Mean * S.D. (N) Mean = S.D. (N) Mean = S.D. (N)  Mean * S.D. (N)
Lactation period (day) 0-4 31 % 4 (12) 31 * 5 (11) 3t + 4 (12) 30 + 5 (5)

a) The sum of individual values on

Significant difference from control

each measurement da

group;  *: p

= 8.05 **.p = 0.01
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Table 3-4. Food consumption of female rats Exp. No. 7888 (115-183)
—-— Recovery study ——-
. Unit : g/day
Dose level (mg/kg) 0 300
No. of animals 5 5
Mean * S.D. (N) Mean £ S.D. (N)
Administration pea;gc)j -8 17 1 (5 18 3 (5)
8-15 18 2 (5) 19 2 (5
15-22 18+ 1 (5) B 2 (4
22-29 18+ 1 (5) /9 2 (4
29-36 18 X 1 (5) 19 + 2 (4
Cumulative consumption (g§—4§ 7 x 0 (8 7 E rota
732 £ 48 (5) 752 + 83 (4)
Recovery period (day) 1-8 17+ 1 (5 16 1 (4)
Cumulative consumption (g? ;§ 72 () 7E 2 (e
1-14 225 £ 14 (5) 23 20 (4)

a) The sum of individual values on each measurement dax
Significant difference from control group; *: 05 **:p = 0.01
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Table 4-1. Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male rats
---ReproTox study---

Signs Dose level Administration period (day)

(mg/kg) B.G. 2 9 16 23 30 37 42

No. of animals 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

au/os/pilo/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

au/os/eye/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

au/os/lacri/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

au/os/sali/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 10 11

100 12 12 12 11 8 6% 4% T*
300 12 11 9 9 8 9 8 6%

au/os/sali/sl 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 2 1

100 0 0 0 0 3 4 6% 2

300 0 1 3 2 4 2 4 5%

au/os/sali/profuse 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0

100 0 0 0 1 1 2 2 2

300 0 0 0 1 0 1 0 1

au/os/incon/none 0 9 9 10 11 10 12 12 11
30 9 8 11 12 12 10 10 12

100 11 10 10 11 11 12 12 10

300 11 7 5 10 9 10 11 7

au/os/incon/unusu 0 3 3 2 1 2 0 0 1
30 3 4 1 0 0 2 2 0

100 1 2 2 1 1 0 0 1

300 1 5 7 2 3 2 1 5

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-1. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male rats
---ReproTox study---

Signs Dose level Administration period (day)

(mg/kg) B.G. 2 9 16 23 30 37 42

au/of/palpe/w open 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

au/of/diarrhea/none 0 12 12 12 12 12 12 12 12
30 12 12 12 11 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 11 12 12 12 12

au/of/diarrhea/unusu 0 0 0 0 0 0 0 0 0
30 0 0 0 1 0 0 0 0

100 0 0 0 0 0 0 0 0

300 0 0 0 1 0 0 0 1]

m,p/og/myoto/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

m,p/of/gait/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

m,p/of/ab-ga/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

m, p/of/mid/norm [+} 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

se/os/palpe/w open 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

se/os/cata/norm 0 12 12 12 12 12 12 12 9
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 11 12 12 10

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01



_OL_

) )

Table 4-1. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male ratsn male rats
---ReproTox study---

Signs Dose level Administration period (day)
(mg/kg) B.G. 2 9 16

w
3
[ -3
N

se/os/cata/sw return 0
30
100
300

ce/hc/posture/prone 0
30
100
300

ce/hc/posture/curled up 0
30
100
300

ce/hc/posture/hunch over 0
30
100
300

ce/hc/posture/sit 0
30
100
300

[}
oHREO ~NJguo NN OOCOO [eNoNoNo) [oRoRoXaol [=ReloRo)

ce/hc/posture/sit/stand 0
30
100
300

ce/hc/posture/rear 0
30
100
300

Hooo rOPRN bW HENe R Wwwun [« X=Rag ol Qo000
oOOoOMO N W oNwvw CO0O0O ©COo0O0 [~X oY) [~R=N=Nol
HOOO v wn noapR,m NOoObD [=R=NoXa) 0000 CcoOoo
OoONOO Ui, (SR copRpR N =W [=X=No¥al [=Rel=X-]
ONWO wOhOo W [+ X-RwXa] oORropR QO O0O RPOOO m
HNMRBE ~1 0 N W [N SN N [eJsRoXaol OO OO0 O00 ©OO0OO0O0 g
HOOKR WOANO Sy ©OO0OO0O HOoOOO O 0O NOoOOW

ce/hc/voca/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12

100 12 12 12 12 12 12 12 11

300 12 12 12 12 12 12 12 12

ce/hc/repe/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-1. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male ratsn male rats
---ReproTox study---
Signs Dose level Administration period (day)
(mg/kg) B.G. 9 16 23 30 37 42
ce/hc/tonic/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/hc/clonic/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/he/tremor/none [+} 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/he/bite/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/hc/struggling/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/os/removal/very easy 0 0 3 6 5 5 1 10 4
30 2 6 11* 8 6 gx* 8 7
100 1 5 6 6 9 5 10 4
300 0 7 6 6 6 6 11 7
ce/os/removal/easy 0 8 7 6 5 6 9 1 7
30 7 6 1 4 6 4 2 4
100 9 3 6 5 3 5 1 6
300 8 4 6 4 5 5 1 5
ce/os/removal/mod diff 0 3 2 0 2 1 2 1 1
30 3 0 0 0 0 4 2 1
100 2 4 0 1 0 2 1 1
300 4 1 4] 2 1 1 0 0
ce/os/removal/freez 0 1 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0
100 0 ] 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0
B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 *#%: P<0.01
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Table 4-1. -continued Detailed clinical cbservations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male ratsn male rats
-~~-ReproTox study---

-ZL-

Signs Dose level Administration period (day)
(mg/kg) B.G. 2 9 16 23 30 37 42
ce/os/hand/very easy 0 1 5 7 6 5 5 10 6
30 1 6 11+ 9 9 8 11 7
100 1 4 7 7 9 5 9 6
300 0 6 4 7 7 8 10 5
ce/os/hand/easy 0 10 5 5 6 7 6 2 5
30 10 5 1 2 3 4 0 5
100 10 6 5 5 3 7 3 4
300 9 5 6 3 4 3 2 5
ce/os/hand/rather easy 0 0 2 0 0 0 1 0 1
30 1 1 0 1 0 0 1 0
100 1 1 0 0 0 0 0 1
300 3 1 2 2 0 1 0 2
ce/os/hand/rather dAiff 0 1 0 0 0 0 0 0 0
30 0 0 0 0 0 0 Q 0
100 0 1 0 0 0 0 0] 0
300 0 [} 0 0 1 0 0 0
ce/os/vocalization/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/og/bi,wo/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/os/hair/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/os/breath/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of/tonic/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 *%: P<0.01
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Table 4-1. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male ratsnh male rats
---ReproTox study---
Signs Dose level Administration period (day)
(g /kg) B.G. 9 16 23 30 37 42
ce/of/clonic/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of/tremor/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of/coordination/norm o] 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of /grooming/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of/vocalization/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of/breath/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of/ambu/norm 0 10 5 6 3 9 10 11 9
30 12 6 5 7 7 8 11 9
100 10 5 8 8 10 10 12 10
300 11 8 7 5 6 5 9 10
ce/of /ambu/imm 0 0 0 0 1 0 0 0 0
30 0 0 0 2 0 1 0 0
100 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0
ce/of/ambu/sl decr 0 0 3 3 5 3 0 1 1
30 0 2 4 1 3 1 1 1
100 1 6 2 2 1 1 0 0
300 1 3 4 4 4 4 2 1
B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 *%: P<L0.01
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Table 4-1. ~continued Detailed clinical observations and sensory reactivity
to stimuli of different types in male ratsn male rats
---ReproTox study---

Exp. No. 7888 (115-193)

Signs Dose level Administration period (day)
(mg/kg) B.G. 2 9 16 23 30 37 42
ce/of/ambu/mod decr 0 2 4 3 3 0 2 0 2
30 0 4 3 2 2 2 0 2
100 1 1 2 2 1 1 0 1
300 0 1 1 3 2 3 1 1
ce/of/arousal /norm 0 12 12 12 12 12 11 12 11
30 12 12 12 12 12 12 12 11
100 12 12 12 12 11 11 12 10
300 12 12 12 12 12 12 12 12
ce/of/arousal /mod high 0 0 0 0 0 0 1 0 1
30 0 0 0 0 0 0 0 1
100 0 0 0 0 1 1 0 1
300 0 0 0 0 0 0 0 0
ce/of/ste/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ce/of/bizarre/none 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
ph/os/mucous/norm 0 12 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12 12
100 12 12 12 12 12 12 12 11
300 12 12 12 12 12 12 12 12
B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **; p<0.01
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Table 4-1. -continued Detailed clinical cbservations and sensory reactivity
to stimuli of different types in male ratsn male rats
-=--ReproTox study---

Exp. No. 7888 (115-193)

Signs Doge level Administration period (day)
(mg/kg)

au/sr/pupil/norm 0
30

100

300

se/os/click/norm 0
30

100

300

se/sr/app/no react 0
30

100

300

se/sr/app/slow app 0
30

100

300

se/sr/touch/no react 0
30

100

300

se/sr/touch/mod react 0
30

100

300

se/sr/touch/vocal, ener 0
30

100

300

se/sr/touch/abnorm 0
30

100

300

se/sr/tail/no react 0
30

100

300

OOO0OK OOKO COO M B»UTWN HOMKN &t Hooo wviuviuwv (L SRV NS s

Significant difference from control group by Fisher’s exact test; *: P<0.05

*he

P<0.01
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Table 4-1. -continued Detailed clinical observations and sensory reactivity
to stimuli of different types in male ratsn male rats

---ReproTox study---

Exp. No. 7888 (115-193)

Signs

Doge level

(mg/kg)

Administration period (day)
2

se/sr/tail/walk away

se/sr/tail/freez

se/sr/tail/norm

0
30
100
300

0
30
100
300

0
30
100
300

wWuid HoOooOO HoORN

Significant difference from control group by Fisher’s exact test;

*:

P<0.05

ded e

P<0.01
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Table 4-2. Detailed clinical observations and sensory reactivity
to stimuli of different types in male rats

---Recovery study---

Exp. No. 7888 (115-193)

Signs Doge level Recovery period (day)
(mg/kg) 7 14
No. of animals 0 5 5
300 5 5
au/os/pilo/none 0 5 5
300 5 5
au/os/eye/norm 0 5 5
300 5 5
au/os/lacri/none 0 5 5
300 5 5
au/og/sali/none 0 5 5
300 5 5
au/os/incon/none 0 5 5
300 5 4
au/os/incon/unusu 0 0 0
300 0 1
au/of/palpe/w open 0 5 5
300 5 5
au/of/diarrhea/none 0 5 5
300 5 5

Significant difference from control group by Fisher’s exact test; *: PL0.05 **:; P<0.01
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Table 4-2. -continued Detailed clinical observations and sensory reactivity

to stimuli of different types in male rats
---Recovery study---

Signs Dose level Recovery period (day)
(mg/kg) 7 14
m, p/os/myoto/norm 0 5 5
300 5 5
m,p/of/gait/norm 0 5 5
300 5 5
m, p/of/ab-ga/norm 0 5 5
300 5 5
m,p/of /mid/norm 0 5 5
300 5 5
se/os/palpe/w open o] 5 5
300 5 5
se/os/cata/norm 0 5 5
300 5 5
ce/hc/posture/curled up 0 1 0
300 0 0
ce/he/posture/sit 0 3 2
300 3 1
ce/he/posture/sit/stand 0 1 3
300 2 4

Significant difference from control group by Fisher’s exact test;

*:

P<0.05

g

P<0.01

Exp. No. 7888 (115-133)
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Table 4-2. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male rats
---Recovery study---

Signs Dose level Recovery period (day)
{(mg/kg) 7 14
ce/hc/voca/none 0 5 5
300 5 5
ce/hc/repe/none 0 5 5
300 5 5
ce/hc/tonic/none 0 5 5
300 5 5
ce/hc/clonic/none 0 5 5
300 5 5
ce/hc/tremor/none 0 5 5
300 5 5
ce/hc/bite/none 0 5 5
300 5 5
ce/hc/struggling/none 0 5 5
300 5 5
ce/os/removal/very easy 0 3 2
300 4 0
ce/os/removal/easy 0 2 3
300 1 4

Significant difference from control group by Fisher’s exact test; *: P<0.05 *%; P<0.01
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Table 4-2. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male rats
---Recovery study---
Signs Dose level Recovery period (day)
(mg/kg) 7 14
ce/os/removal/mod diff 0 0 0
300 0 1
ce/os/hand/very easy 0 3 2
300 4 0
ce/os/hand/easy 0 2 3
300 1 4
ce/os/hand/rather easy 0 0 0
300 0 1
ce/os/vocalization/none 0 5 5
300 5 5
ce/os/bi,wo/none 0 5 5
300 5 5
ce/os/hair/norm 0 5 5
300 5 5
ce/os/breath/norm 0 5 5
300 5 5
ce/of/tonic/none 0 5 5
300 5 5

Significant difference from control group by Fisher’s exact test;

*

: P<0.05

dekey

P<0.01
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Table 4-2. -continued Detailed clinical cbservations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in male rats
---Recovery study---
Signs Dose level Recovery period (day)
(mg/kg) 7 14
ce/of/clonic/none 0 5 5
300 5 5
ce/of/tremor/none 0 5 5
300 5 5
ce/of/coordination/norm 0 5 5
300 5 5
ce/of/groaming/norm 0 5 5
300 5 5
ce/of/vocalization/none 0 5 5
300 5 5
ce/of/breath/norm 0 5 5
300 5 5
ce/of/ambu/norm 0 2 5
300 3 4
ce/of/ambu/sl decr 0 2 0
300 0 0
ce/of/ambu/mod decr 0 1 0
300 2 1

Significant difference from control group by Fisher’s exact test;

*:

P<0.05

*kg

P<0.01
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Table 4-2. -continued Detailed clinical observations and sensory reactivity
to stimuli of different types in male rats
-~-Recovery study---

Exp. No. 7888 (115-193)

Signs Dose level Recovery period (day)
(mg/kg) 7 14
ce/of/arousal/norm 0 5 5
300 5 5
ce/of/ste/none 0 5 5
300 S 5
ce/of/bizarre/none 0 5 5
300 5 5
ph/os/mucous/norm 0 5 5
300 5 5

Significant difference from control group by Fisher’s exact test; *: PL0.05 **; P<0.01
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Table 4-2. -continued Detailed clinical observations and sensory reactivity

to stimuli of different types in male rats
---Recovery study---

Exp. No. 7888 (115-183)

Signs Dose level Recovery period (day)
(mg/kg) 14
au/sr/pupil/norm 0 5
300 5
se/os/click/norm 0 5
300 5
se/sr/app/slow app 0 5
300 5
se/sr/touch/mod react 0 4
300 2
se/sr/touch/vocal, ener 0 0
300 2
se/sr/touch/freez 0 1
300 1
se/sr/tail/no react ] 1
300 0
se/sr/tail/walk away 0 3
300 2
se/sr/tail/norm 0 1
300 3
Significant difference from control group by Fisher’s exact test; *: PL0.05 **: P<0.01
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Table 4-3. Detailed clinical cbservations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---
Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10
No. of animals 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
au/os/pilo/none 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
au/os/eye/norm 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
au/os/lacri/none 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
au/os/sali/none 0 12 12 12
30 12 12 12
100 12 12 10
300 12 11 8
au/os/sali/sl 0 0 0 0
30 0 0 0
100 0 0 2
300 V] 0 2
au/os/sali/profuse 0 0 0 0
30 0 0 0
100 o] 0 0
300 0 1 1
au/os/incon/none 0 8 12 12
30 11** 11 10
100 9 12 9
300 7 12 9

B.G.: Before grouping
Significant difference

from control group by Fisher’s exact test;

**: P<O0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

Signs Dose level Administration period (day)

(mg/kg) B.G. 3 10

au/os/incon/unusu 0 4 o] 0
30 1 1 2

100 3 0 3

300 5 0 2

au/of/palpe/w open 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 10

au/of/palpe/sl ptosis 0 0 0 0
30 0 0 0

100 0 0 0

300 0 0 1

au/of/diarrhea/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

m,p/os/myoto/decr, limp 0 0 0 0
30 0 0 0

100 0 0 (1}

300 0 0 1

m, p/os/myoto/norm 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 10

m,p/of/gait/norm 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 9

m,p/of/gait/sl impair 0 0 0 0
30 0 0 0

100 0 0 [}

300 0 (4] 2

m,p/of/ab-ga/norm 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 9

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: PL0.05 **: P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 0

m,p/of/ab-ga/walk tiptoe 0
30

100

300

1
0
0
0

[=XoRoNw]
[sNoRoNa)

2

[}
N

12
12
12
11

m, p/of/mid/norm 0 12
30 12
100 12
300 12

e
ININRY

[
N

12
12
12
11

se/os/palpe/w open 0 12
30 12
100 12
300 12

PR
NN

=
[ M)
[
N

se/os/cata/norm 0 12
30 12
100 12
300 12

B
(I
R
RN

ce/he/posture/prone 0
30

100

300

ce/he/posture/curled up 0
30

100

300

ce/he/posture/sit 0
30

100

300

ce/hc/posture/sit/stand 0
30

100

300

ce/hc/posture/rear 0
30

100

300

OO0 w» Wwaun ~ oo Ul RrROO [~X=N=N-]
HOOO OO by OCOCO HoHO
PRrRRPO o UI(”:NI—' cooo [=XeNoNa)

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<O0.05 **: P<0.01



Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

-Lg-

Signs Dose level Administration period (day)

(mg/kg) B.G. 3 10

ce/he/voca/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/hc/repe/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/hc/tonic/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/hc/clonic/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/hc/tremor/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/hc/bite/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/he/struggling/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/os/removal /very easy 0 4 3 8
30 8+ 0 6

100 8* 0 6

300 5 1 9

ce/os/removal/easy 0 8 8 3
30 3 11** 6

100 4 10 5

300 6 11 2

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *:; P<0.05 **: P<0.01



Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-183)
to stimuli of different types in female rats
---ReproTox study---

_88_

Signs Dose level Administration period (day)

(mg/kg) B.G. 3 10

ce/og/removal /mod diff 0 0 1 1
30 1 1 0

100 0 2 1

300 0 0 0

ce/os/removal/agg 0 0 0 0
30 0 0 0

100 0 0 0

300 1 0 0

ce/os/hand/very easy 0 3 5 7
30 8** 3 6

100 T* 2 6

300 5 3 7

ce/o8/hand/easy 0 7 6 5
30 2 8 6

100 5 7 4

300 4 8 4

ce/os/hand/rather easy 0 2 1 0
30 2 1 0

100 0 3 2

300 0 1 0

ce/os/hand/rather diff 0 0 0 0
30 0 0 0

100 0 [4] 0

300 2 0 0

ce/os/hand/diff 0 0 0 0
30 0 0 0

100 0 (1} 0

300 1 0 0

ce/os/vocalization/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/os/bi,wo/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-3. ~continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimull of different types in female rats
---ReproTox study---
Signs Dose level Administration period (day)
(mg/kg) B.G. 10
ce/os/hair/norm 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 10
ce/os/hair/sl soil 0 0 0 0
30 0 0 0
100 0 0 0
300 0 0 1
ce/os/breath/norm 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 9
ce/og/breath/sev impair 0 0 0 0
30 0 0 0
100 0 0 0
300 0 0 2
ce/of/tonic/none 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
ce/of/clonic/none 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
ce/of/tremor/none 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
ce/of/coordination/norm 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11
ce/of/grooming/noxm 0 12 12 12
30 12 12 12
100 12 12 12
300 12 12 11

B.G.: Before groupi

ing
Significant difference from control group by Fisher’s exact test;

*3

P<0.05

kg

P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

_06-

Signs Dose level Administration period (day)

(mg/kg) B.G. 3 10

ce/of/vocalization/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 10

ce/of/vocalization/unusu 0 0 0 0
30 0 0 4]

100 0 0 0

300 0 0 1

ce/of/breath/norm 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 9

ce/of/breath/sev impair 0 0 0 0
30 0 0 0

100 0 0 0

300 0 0 2

ce/of/ambu/norm 0 : 12 11 11
30 11 10 ]

100 12 9 6

300 12 8 5

ce/of/ambu/imm 0 0 0 0
30 0 0 0

100 0 0 2

300 0 0 0

ce/of/ambu/sl decr 0 0 1 0
30 1 2 1

100 0 2 2
300 0 3 4*

ce/of/ambu/mod decr 0 0 0 1
30 0 0 2

100 0 1 2

300 0 1 2

ce/of/arousal/mod low 0 0 0 0
30 0 0 0

100 0 0 2

300 0 0 1

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 *%: P<L0.01



_16_

) )

Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-1393)
to stimuli of different types in female rats
---ReproTox study---

Signs Dose level Administration period (day)

(mg/kg) B.G. 3 10

ce/of/arousal/norm 0 12 11 11
30 12 11 12

100 12 10 10

300 12 11 9

ce/of/arcusal/mod high 0 0 1 1
30 0 0 0

100 0 2 0

300 0 1 1

ce/of/arousal/extre high 0 0 0 0
30 0 1 0

100 0 0 0

300 0 0 Q

ce/of/ste/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ce/of/bizarre/none 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

ph/os/mucous/norm 0 12 12 12
30 12 12 12

100 12 12 12

300 12 12 11

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
No. of animals 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
au/os/pilo/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
au/og/eye/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
au/os/lacri/none o] 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
au/os/sali/none o] 12 12 12
30 11 10 11
100 7* 8 9
300 5 5
au/os/sali/sl 0 0 0 0
30 0 0 0
100 5* 2 3
300 1 0 1
au/os/sali/profuse 0 0 0 0
30 0 1 0
100 0 2 0
300 1 1 0
au/os/incon/none 0 11 11 11
30 9 9 10
100 9 9 8
300 5 5 3
au/os/incon/unusu 0 1 1 1
30 2 2 1
100 3 3 4
300 2 1 2

Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-3. -continued

Detailed clinical observations and sensory reactivity Exp. No.
to stimuli of different types in female rats
---ReproTox study---

7888 (115-193)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
au/of/palpe/w open 0 12 12 12
30 11 11 11
100 12 12 12
300 6 6 5
au/of/palpe/ptosis eye 0 0 0 0
30 0 0 0
100 0 0 0
300 1 0 0
au/of/diarrhea/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
m, p/os/myoto/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
m,p/of/gait/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
m,p/of/ab-ga/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 6 6 5
m,p/of/ab-ga/walk tiptoe 0 0 0 0
30 0 0 0
100 0 0 0
300 1 0 0

Significant difference from control group by Fisher’s exact test;

*: P<0.05 **: P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 3
m, p/of /mid/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
se/os/palpe/w open 0 12 12 12
30 11 11 11
100 12 12 12
300 6 6 5
se/os/palpe/ptosis eye 0 0 0 0
30 0 0 0
100 0 0 0
300 1 0 0
se/os/cata/norm 0 12 12 11
30 11 11 11
100 12 12 12
300 7 6 5
se/os/cata/sw return 0 0 0 1
30 0 0 0
100 o] 0 0
300 0 0 0
ce/hc/posture/prone 0 0 0 0
30 0 0 0
100 0 0 0
300 1 0 0
ce/hc/posture/curled up 0 0 0 0
30 1 1 2
100 1 1 2
300 0 1 1

Significant difference from control group by Fisher’s exact test; *: P<0.05 **; P<0.01
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Table 4-3. -continued Detailed clinical cbservations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---
Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
ce/he/posture/sit 0 4 4 4
30 6 3 4
100 4 8 5
300 3 3 2
ce/hc/posture/sit/stand 0 8 8 8
30 4 6 4
100 4 3 4
300 2 2 1
ce/hc/posture/rear 0 0 0 0
30 0 1 1
100 3 0 1
300 1 0 1
ce/hc/voca/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/hc/repe/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/hc/tonic/none o] 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/hc/clonic/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/hc/tremor /none o] 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/hc/bite/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5

Significant difference from control group by Fisher’s exact test;

*:

P<0.05

ko

P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
~=--ReproTox study---

_96_

Signs Dose level Gestation period (day) Lactation period (day)

(mg/kg) 7 14 4

ce/hc/struggling/none 0 12 12 12
30 11 11 11

100 12 12 12

300 7 6 5

ce/os/removal/very easy 0 9 8 9
30 5 3 9

100 10 10 11

300 7 6 5

ce/os/removal/easy 0 3 4 3
30 6 8 2

100 2 2 1

300 0 0 0

ce/os/hand/very easy 0 7 8 9
30 8 3 9

100 8 10 9

300 7 5 )

ce/os/hand/easy 0 5 3 3
30 3 8% 2

100 4 2 3

300 0 1 0

ce/os/hand/rather easy 0 0 1 0
30 0 0 0

100 0 0 0

300 0 0 0

ce/os/vocalization/none 0 12 12 12
30 11 11 11

100 12 12 12

300 7 6 5

ce/os/bi,wo/none 0 12 12 12
30 11 11 11

100 12 12 12

300 7 6 5

ce/os/hair/norm 0 12 12 12
30 11 11 11

100 12 12 12

300 6 6 5

Significant difference from control group by Fisher’s exact test; *: P<0.05 **: PL0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---
Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
ce/os/hair/sl soil 0 0 0 0
30 0 0 0
100 0 o 0
300 1 0 0
ce/os/breath/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 6 6 4
ce/os/breath/sl impair 0 0 0 0
30 0 0 0
100 0 0 0
300 0 0 1
ce/os/breath/sev impair 0 0 0 0
: 30 [+} 0 0
100 0 0 0
300 1 0 0
ce/of/tonic/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/of/clonic/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/of/tremor/none 0 12 12 12
30 11 11 11
100 12 12 i2
300 7 6 5
ce/of/coordination/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/of/grooming/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5

Significant difference from control group by Fisher’s exact test;

*:

P<0.05

ko
.

P<0.01



Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

_86_

Signs Dose level Gestation period (day) Lactation period (day)

(mg/kg) 7 14 4

ce/of/vocalization/none 0 12 12 12
30 11 11 11

100 12 12 12

300 6 6 5

ce/of /vocalization/unusu 0 0 0 0
30 0 0 0

100 0 0 0

300 1 0 0

ce/of/breath/norm 0 12 12 12
30 11 11 11

100 12 12 12

300 6 6 4

ce/of /breath/sl impair 0 0 0 0
30 0 0 0

100 0 0 0

300 0 0 1

ce/of/breath/sev impair 0 0 0 0
30 0 0 0

100 0 0 0

300 1 0 0

ce/of/ambu/norm 0 9 7 10
30 9 7 11

100 7 10 12

300 6 5 4

ce/of /ambu/imm 0 0 1 0
30 0 1 0

100 1 1 0

300 0 0 1

ce/of/ambu/sl decr 0 1 2 0
30 1 3 1]

100 4 1 0

300 0 1 0

ce/of/ambu/mod decr 0 2 2 2
30 1 0 0

100 0 0 0

300 1 0 0

Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---ReproTox study---

_66_

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
ce/of/arousal/nom 0 12 12 11
30 11 11 11
100 12 12 12
300 6 5 5
ce/of/arousal/mod high 0 0 0 1
. 30 0 0 0
100 0 0 0
300 1 1 0
ce/of/ste/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ce/of/bizarre/none 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5
ph/os/mucous/norm 0 12 12 12
30 11 11 11
100 12 12 12
300 7 6 5

Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity
to stimuli of different types in female rats
---ReproTox study---

Exp. No. 7888 (115-193)

Signs Dosge level Lactation period (day)
(mg/kg) a

au/sr/pupil/norm 0
. 30

100

300

se/os/click/norm 0
30

100

300

se/sr/app/no react 0
30

100

300

se/sr/app/slow app 0
30

100

300

se/sr/app/vocal, ener 0
30

100

300

se/sr/touch/mod react 0
30

100

300

se/sr/touch/vocal, ener 0
30

100

300

se/sr/tail/no react 0
30

100

300

se/sr/tail/walk away 0
30

100

300 3*

WNDN OOKHO NRWN WidhdhbDw OMOO Rkl PORO Ui TOIUT

Significant difference from control group by Fisher’s exact test; *: P<0.05

Rk o
.

P<0.01
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Table 4-3. -continued Detailed clinical observations and sensory reactivity
to stimuli of different types in female rats
---ReproTox study---

Exp. No. 7888 (115-193)

Signs Dose level Lactation period (day)
(mg/kg) 4

se/sr/tail/freez 0
30

100

300

se/sr/tail/norm 1]
30

100

300

[ SHSESR N QOOoOR

Significant difference from control group by Fisher’s exact test; *: P<0.05

*k

P<0.01



Table 4-4. Detailed clinical cbservations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
~=--Recovery study---

- <01 -

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 42 7 14
No. of animals 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
au/os/pilo/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 S 4 4 4 4 4 4
au/os/eye/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
au/os/lacri/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
au/os/sali/none 0 5 5 5 5 5 5 5 5 5 S
300 5 5 4 4 4 1* 4 4 4 4
au/os/sali/sl 0 0 o] 0 0 0 0 0 0 0 0
300 0 0 1 1 0 1 0 0 0 0
au/os/sali/profuse 0 0 0 0 0 0 0 0 0 0 0
300 0 0 [ 0 0 2 0 0 0 0
au/os/incon/none 0 5 3 4 4 4 4 5 5 5 4
300 5 4 4 4 4 2 4 4 3 3
au/os/incon/unusu 0 0 2 1 1 1 1 0 0 0 1
300 0 1 1 1 0 2 V] 0 1 1

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 *¥; P<0.01
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Table 4-4. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---Recovery study---

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 42 7 14
au/of/palpe/w open 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 4 4 4 4 4 4 4
au/of/palpe/sl ptosis 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 1 0 0 0 0 0 0
au/of/diarrhea/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
m, p/os/myoto/noxrm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
m,p/of/gait/norm 0 5 5 5 5 5 5 5 s 5 5
300 5 5 5 5 4 4 4 4 4 4
m,p/of/ab-ga/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
m,p/of /mid/norm 0 5 S 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
se/os/palpe/w cpen 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
se/os/cata/norm 0 5 5 5 5 5 5 4 5 5 5
300 5 5 5 5 4 4 4 4 4 4
se/os/cata/imm 5-30 sec 0 0 0 0 0 0 0 1 0 0 0
300 0 0 0 0 [/} 0 o] 0 0 0

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: PL0.05 *%: P<L0.01
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Table 4-4. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---Recovery study---

Signs Dose level Administration period (day) Recovery period (day)
(ng/kg) B.G. 2 9 16 23 30 37 42 7 14
ce/hc/posture/curled up 0 0 0 0 1 0 0 0 0 1 0
300 0 0 0 0 0 0 0 0 2 0
ce/he/posture/git 0 2 1 1 2 2 2 0 1 1 2
300 4 1 2 3 1 2 1 0 1 0
ce/hc/posture/sit/stand 0 3 4 4 2 3 3 4 2 2 3
300 1 3 3 2 3 1 2 2 1 4
ce/hc/posture/rear 0 0 0 0 0 0 0 1 2 1 0
300 0 1 0 0 0 1 1 2 o] 0
ce/hc/voca/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/hc/repe/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/hc/tonic/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/he/clonic/none 0 5 5 5 5 5 5 5 5 5 5.
300 5 5 5 5 4 4 4 4 4 4
ce/hc/tremor/none 0 5 5 5 5 5 5 5 5 ] 5
300 5 5 5 5 4 4 4 4 4 4

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 *x: P<0.01
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Table 4-4. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---Recovery study---

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 42 7 14
ce/hc/bite/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/hc/struggling/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/os/removal/very easy 0 3 0 2 3 4 4 3 1 4 1
300 5 3 3 3 4 3 3 4* 4 2
ce/os/removal/easy 0 2 4 2 2 1 1 1 4 1 4
300 0 0 2 1 0 1 1 o* 0 2
ce/os/removal/mod diff 0 0 1 1 0 0 0 1 0 0 0
300 0 2 0 1 o] 0 0 0 0 0
ce/os/hand/very easy 0 2 2 2 4 3 4 3 2 4 1
300 5 2 3 2 4 4 3 4 4 3
ce/os/hand/easy 0 3 2 2 1 2 1 2 3 1 4
300 0 1 2 3 0 0 1 0 0 1
ce/os/hand/rather easy 0 0 1 1 0 0 0 0 0 0 0
300 0 1 0 0 0 0 0 0 (1} 0
ce/os/hand/rather diff 0 0 0 0 0 0 0 0 0 0 0
300 0 1 0 0 0 0 0 0 0 0

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **: P<0.01
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Table 4-4. -continued Detailed clinical cbservations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---Recovery study---

Signs Doge level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 42 7 14
ce/os/vocalization/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/os/bi,wo/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/os/hair/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 3 4 4 4 4
ce/os/hair/sl soil 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 1 0 0 0 0
ce/os/breath/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 4 4 4 4 4 4 4
ce/os/breath/sev impair 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 1 0 0 0 0 0 0
ce/of/tonic/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/of/clonic/none 0 5 5 5 5 5 5 5 5 5 5
300 ] 5 5 5 4 4 4 4 4 4
ce/of/tremor/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/of/coordination/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4

B.G.: Before grouping
Significant difference from control group by Fisher‘’s exact test; *; P<0.05 **: P<0.01
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Table 4-4. -continued Detailed clinical observations and sensory reactivity Exp. No. 7888 (115-193)
to stimuli of different types in female rats
---Recovery study---

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 42 7 14
ce/of/grooming/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/of/vocalization/none o] 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/of/breath/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 4 4 4 4 4 4 4
ce/of/breath/sev impair 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 1 0 0 0 0 0 0
ce/of/ambu/norm 0 5 5 4 2 5 4 4 4 4 [
300 5 5 5 2 4 4 4 4 4 4
ce/of/ambu/sl decr 0 0 (¢] 1 1 0 1 0 1 0 0
300 0 0 0 0 0 0 0 0 0 0
ce/of/ambu/mod decr 0 0 0 0 2 0 0 1 0 1 0
300 0 0 0 2 0 0 0 V] 0 0
ce/of/ambu/tot impair 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 1 0 0 0 0 0 0
ce/of/arousal /norm 0 5 5 5 5 5 4 4 4 5 3
300 5 5 5 5 4 4 3 4 4 2
ce/of/arousal/mod high 0 0 0 0 0 0 1 1 1 0 2
300 0 0 0 0 0 0 1 0 0 2
ce/of/ste/none 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/of/bizarre/none 0 5 5 5 5 5 5 4 5 5 5
300 5 5 5 5 4 4 4 4 4 4
ce/of/bizarre/straub tai 0 0 0 0 0 0 0 1 0 0 0
300 0 0 Q 0 0 0 ] 0 0 a
ph/os/mucous/norm 0 5 5 5 5 5 5 5 5 5 5
300 5 5 5 5 4 4 4 4 4 4

B.G.: Before grouping
Significant difference from control group by Fisher’s exact test; *: P<0.05 **k: P<0,01
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Table 4-4. -continued Detailed clinical observations and sensory reactivity
to stimuli of different types in female rats
---Recovery study---

~—

Exp. No. 7888 (115-193)

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) 42 14
au/sr/pupil/norm 0 5 5
300 4 4
se/os/click/norm 0 5 5
300 4 4
se/sr/app/slow app 0 5 5
300 4 4
se/sr/touch/mod react 0 3 3
300 4 0
se/sr/touch/vocal, enexr 0 2 2
300 0 4
se/sr/tail/walk away 0 1 4
300 2 o*
se/sr/tail/norm 0 4 1
300 2 4*

Significant difference from control group by Fisher’s exact test; *: P<0.05

ks

P<L0.01



Table 5-1. Summary of no. of supported rears in male rats Exp. No.7888 (115-193)

—— ReproTox study ——

=601 -

Dose level No. of BG o Administration period (day)

~ (mg/ke) animals 2 9 16 23 30 37 42
0 12 8+ 4a) 3*3 4 %4 3%5 66 6+6 65 86
30 12 84 66 4x5 4+4 3£3 5x4 5x4 544
100 12 §+5 2+2 5+5 65 5+4 7+5 66 8501
300 12 74 5%5 4+3 3+2 4+6 3+3 2+3 3+£3 *

B.G. : Before grouping

a) Mean =+ S.D.

Value in parentheses is expressed no.of animals examined

Significant difference from control group; * p = 0.05 *k p =< 0.01



Table 5-2. Summary of no. of supported rears in male rats
—— Recovery study —

Exp. No.7888 (115-193)

Dose level No. of o
(mg/kg) animals 7 14
0 5 5+ 3a) 9x5
300 5 32 21

]
— a) Mean X S.D.

Significant difference from control group; *:p < 0.05 *x p =< 0.01



-1t

Table 5-3. Summary of no. of supported rears in female rats
—— ReproTox study —-—

Administration period (day)

Dose level No. of B.G
(mg/kg) animals e 3 10
0 12 12 £ 4a) 14 £ 6 12 £ 8
30 12 114 116 §x5
100 12 114 9+6 65
300 12 11x5 107 77 (11)

B.G. : Before grouping
a) Mean = S.D.
Value in parentheses is expressed no.of animals examined

Significant difference from control group; *: p = 0.05 **: p < 0.01

Exp. No. 7888 (115-193)




Exp. No. 7888 (115-193)

Table 5-3. —continued Summary of no. of supported rears in female rats
—— ReproTox study ——
Dose level No. of Gestation period (day) Lactation period (day)
(me/ke) dams B A 14 - 4
0 12 6 x8a) 8 +7 9+8
30 N 6 +£3 7+3 84
o
' 100 12 6+ 4 8§ +5 74
300 7 8+7 106 (6) 9+8(5)

a) Mean = S.D.
Values in parentheses are expressed no.of dams examined

Significant difference from control group; * p = 0.05 *k: p = 0.01
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Table 5-4. Summary of no. of supported rears in female rats

—— Recovery study —

Exp. No.7888 (115-193)

Dose level No. of BG Administration period (day)
~ (me/ke) ~ animals - 2 9 18 23 30 37 42 o
0 5 82 a) 127 838 5+7 9+7 13+ 8 10 = 10 129
300 5 112 14+ 4 17 £ 1 45 1254 15+ 5(4) 10 + 13 (4) 11+ 4(4)
Dose level No. of Recovery period (day)
(mg/kg) animals 7 14 -
0 5 g§+8 11 £ 10
300 4 12 £ 8 17+ 9

B.G. : Before grouping
a) Mean = S.D.

Values in parentheses are expressed no.of animals examined

Significant difference from control group; * p = 0.05 **:p = 001
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Table 6-1. Summary of no. of unsupported rears in male rats
——— ReproTox study —-

Exp. No.7888 (115-193)

Dose level No. of B.G Administration period (day) -
(me/kg) animals o 2 I 16 23 30 37 42
0 12 1+1 a) 0+1 01 0+1 11 2+ 4 3+3 2+3
30 12 141 0+ 1 0+0 + 1+1 2+2 4+5 3+2
100 12 1+2 0x1 141 + 1%+1 3+3 5+ 6 3+4(11)
300 12 1+3 01 0+0 + 2+3 3+4 4+ 4 5+ 4

B.G. : Before grouping

a) Mean &= SD.

Value in parentheses is expressed no.of animals examined

Significant difference from control group; * p < 0.05 ** p =< 0.01



Exp. No. 7888 (115-193)

Table 6—2. Summary of no. of unsupported rears in male rats
-—— Recovery study —
Dose level No. of - - Recovery period (day) 7 o - o B
(meg/kg) animals 7 14
0 5 2+ 1a) 2+ 2
300 5 2%+3 11

— a)Mean = SD.
Significant difference from control group; *:p = 0.05 **:p = 0.01
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Table 68-3. Summary of no. of unsupported rears in female rats

——— ReproTox study ——

Exp. No. 7888 (115-193)

Dose level No. of B.G Administration period (day)
(mg/ke) animals e 3 10 -
0 12 0+ 1a) 0x1 1+£2
30 12 0x0 1x£3 0x0
100 12 0+1 01 0+0
300 12 01 12 1200

B.G. : Before grouping
a) Mean + S.D.

Value in parentheses is expressed no.of animals examined
Significant difference from control group; *:p < 0.05 % p < 0.01



Exp. No.7888 (115-193)

Table 6-3. —continued Summary of no. of unsupported rears in female rats
—— ReproTox study —
Dose level No. of B Gestation period (day) Lactation period (day)
(Tg/ ke) dams 7 o R 4 -
0 12 0x+1a) +2 2+3
30 1 01 12 0+ 1
] .. — _ -
3
' 100 12 00 0+1 1x1
300 7 1+£1 2+3(6) 2+2(5)

a) Mean =® S.D.
Values in parentheses are expressed no.of dams examined

Significant difference from control group; * p < 0.05 *k: p < 0.01



Table 6—4. Summary of no. of unsupported rears in female rats

—— Recovery study ——

Exp. No.7888 (115-193)

Dose level No. of B.G Administration period (day)
(mg/kg)  animals - 2 9 16 23 30 37 42
0 5 00 a) 00 0x0 00 00 12 4+ 4 1+ 1
300 5 1£2 1x£1 1x1 00 1£1 @ 2+1 @ 6+6M4 33
)
s
Dose level No. of Recovery period (day) B . -
(mg/kg) animals 7 14
0 5 143 22
300 4 43 33

B.G. : Before grouping
a) Mean %+ SD.

Values in parentheses are expressed no.of animals examined
Significant difference from control group; *:p = 0.05 **: p = 0.01
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Table 7-1. Summary of no. of pools of urine in male rats Exp. No. 7888 (115-193)
—— ReproTox study —-—

Dose level No. of B.G Administration peﬁodﬁ@ay)

(me/ke) animals 2 9 16 23 30 37 42
0 12 1+1a) 11 11 11 1x1 1+1 11 0xo0
30 12 11 11 00 0x1 0x1 1+1 0+1 11
100 12 01 01 0x1 11 0+x1 00 11 1£101)
300 12 1+1 00 00 10 041 00 0x0 0x1

B.G. : Before grouping

a) Mean & SD.

Value in parentheses is expressed no.of animals examined
Significant difference from control group; *:p < 0.05 *k p < 0.01



Table 7-2. Summary of no. of pools of urine in male rats
——— Recovery study —

Exp. No.7888 (115-193)

Dose level No. of - ~ Recovery period (day)
(mg/kg) animals 7 14 B
0 5 0+0a) 0x0
300 5 00 0x0

1o @) Mean £ SD.

< Significant difference from control group; *:p < 0.05 #% p < 0.01
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Table 7-3. Summary of no. of pools of urine in female rats
—— ReproTox study —

Exp. No.7888 (115-193)

Dose level No. of Administration period (day)
. B.G.
(mg/kg) animals 3 - 10 ]
0 12 0+ 0a) 0x1 0xo0
30 12 00 0x1 0x0
100 12 00 0x0 00
300 12 00 0x0 0x0x1)

B.G. : Before grouping

a) Mean £ S.D.

Value in parentheses is expressed no.of animals examined

Significant difference from control group; *:p = 0.05 *¥: p = 0.01



Table 7-3. —continued Summary of no. of pools of urine in female rats Exp. No.7888 (115-193)
—— ReproTox study ——

Dose level No. of Gestation period (day) Lactation period (day)
(mg/kg)  dams 7 s 4 i
0 12 0x+0a) 0x0 00
30 1 0x0 0x0 11
) —_— — - _
)
b
! 100 12 0x0 00 01
300 7 00 0+1(6) 0x0(5
a) Mean = SD.

Values in parentheses are expressed no.of dams examined
Significant difference from control group; * p < 0.05 %k p =< 001
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Table 7-4. Summary of no. of pools of urine in female rats Exp. No. 7888 (115-193)
—— Recovery study —

Dose level No. of B.G Administration period (day)

(mg/kg) ~ animals - 2 9 16 23 30 37 42
0 5 0+0 a) 0x0 00 0+1 0*+1 0+1 00 0x1
300 5 00 0x1 00 00 00 @ 00 @ 01 @ 0+0 (4

Dose level No. of Recovery period (day)

(mg/kg) animals 7 1; -

0 5 041 00
300 4 0£1 141

B.G. : Before grouping

a) Mean %= SD.
Values in parentheses are expressed no.of animals examined

Significant difference from control group; *p =< 0.05 ¢ p < 0.01
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Table 8-1. Summary of no. of defecation in male rats

——— ReproTox study —

Exp. No. 7888 (115-193)

Dose level No. of B.G Administration period (day) )

(mg/kg) animals 2 9 16 23 30 37 2
0 12 241 a) 3+2 3+3 3+2 2+ 2 2+2 1+2 1+2
30 12 2+ 1 3+3 3+ 1 3+2 3+2 242 12 1+2
100 12 2+1 2+2 2+3 2+3 2+3 1+2 142 0+1011)
300 12 2+ 1 1+ 1 3+3 4£2 2+2 2+2 2+2 1+1

B.G. : Before grouping
a) Mean *+ SD.

Value in parentheses is expressed no.of animals examined

Significant difference from control group; * p < 0.05 %k

p = 0.01



Exp. No.7888 (115-193)

Table 8-2. Summary of no. of defecation in male rats
—— Recovery study ——
Dose level No. of Recovery period (day)
(mg/kg) animals 7 14
0 5 2+ 2a) 142
300 5 1x1 32

]
5 a) Mean X SD.
Significant difference from control group; *:p < 0.05 #**:p < 0.01
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Table 8-3. Summary of no. of defecation in female rats Exp. No.7888 (115-193)
——— ReproTox study ——
Dose level No. of BG Administration period (day) »
(mg/kg) animals e 3 10

0 12 0+0a) 00 1x1

30 12 00 0+0 12

100 12 12 11 22

300 12 00 0x1 1+ 1(11)

B.G. : Before grouping

a) Mean = SD.

Value in parentheses is expressed no.of animals examined

Significant difference from control group; * p = 0.05 *¥: p = 0.01



Exp. No.7888 (115-193)

Table 8-3. —continued Summary of no. of defecation in female rats
—— ReproTox study ——
Dose level No. of - Gestation period (day) Lactation period (day)
(mg/kg)» thams ) B 7 B 14 B 4 -
0 12 1+2a) 0xo0 1x1
30 1 2+3 1x£2 2+2
o
3
! 100 12 22 0+1 12
300 7 132 0+ 0(6) 0x0(5

a) Mean *+ SD.
Values in parentheses are expressed no.of dams examined

Significant difference from control group; *:p < 0.05 ** p =< 0.01
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Table 8-4. Summary of no. of defecation in female rats

—— Recovery study ——

Exp. No. 7888 (115-193)

Dose level

No. of

Administration period (day)

. B.G.
7 ”(Tg/kg) anlmals - 2 B 16 23 30 87 a2
0 5 0+0 a) 1+£2 01 00 00 00 0+0
300 5 00 00 2+ 2 0+1(4) 00 (4 00 @ 00 (4
Dose level No. of Recovery period (day) i ) B
(mg/kg) animals 7 14 -
0 5 01 0+1
300 4 00 0+0

B.G. : Before grouping
a) Mean £ S.D.

Values in parentheses are expressed no.of animals examined
Significant difference from control group; *p < 005 **:p =< 0.01
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Table 9-1. Summary of grip strength in male rats

Exp. No. 7888 (115-193)

Unit: g
Dose level No. of Administration period (day) Recovery period {day)
{mg/kg) animals 42 14
0 5 Forelimb 936 + 256 a) 907 = 419
Hindlimb 625 X 92 908 x 310
30 5 Forelimb 1328 =+ 212 NE
Hindlimb 831 & 138 o
100 5 Forelimb 1069 + 349 NE
Hindlimb 599 + 90 o
300 5 Forelimb 976 + 238 1230 = 378
Hindlimb 777 = 154 978 + 357
a) Mean *+ S.D.

N.E. : Not examined
Significant difference from control group; * p & 005 %k p < 0.01
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Table 9-2. Summary of grip strength in female rats

)

—=~ ReproTox study ——

Exp. No. 7888 (115-193)

Unit: g
Dose level No. of Lactation period (day)
(mg/kg) dams 4

0 5 Forelimb 828 + 113 a)
Hindlimb 667 * 249

30 5 Forelimb 839 + 102
Hindlimb 620 £ 246

100 5 Forelimb 803 + 194
Hindlimb 815 + 144

300 5 Forelimb 792 £ 271
Hindlimb 612 + 266

a) Mean = S.D.

Significant difference from control group; *:p < 0.05 %k p = 0.01
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Exp. No. 7888 (115-193)

Table 9-3. Summary of grip strength in female rats
—— Recovery study —-
Unit: g
Dose level No. of Administration period (day) Recovery period (day)
(mg/ke) animals 42 14
0 5 ' Forelimb 859 £ 120 a) 661 + 237
Hindlimb 616 = 159 594 = 161
300 4 Forelimb 707 £ 279 807 £ 555
Hindlimb 735 = 113 635 + 289

a) Mean £ S.D.
Significant difference from control group; #* p = 0.05 *+ p = 0.01
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Table 10-1. Summary of motor activity in male rats
—— ReproTox study ——

Day 42 of administration

Exp. No. 7888 (115~-193)

Dose leve! No. of Motor activity (times)
(mg/ke) animals 0-10 a) 10~20 20-30 30-40 40-50 50-60 Total (0-60)
0 5 146 + 34 b) 87 + 28 65 + 14 57 + 34 48 + 24 27 + 20 430 + 70
30 5 174 + 39 121 + 43 95 + 14 52 + 21 64 + 14 64 + 38 570 + 117
100 5 144 + 43 101 + 14 69 + 24 49 + 25 41 + 29 55 + 50 459 + 127
300 5 165 + 29 133 + 31 71 + 47 70 + 44 81 + 41 50 + 27 570 + 150

a) Time (minutes)
b) Mean *+ SD.

Significant difference from control group; * p = 0.05 ¥k p = 0.01
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Table 10-2. Summary of motor activity in male rats
—— Recovery study —

Day 14 of recovery

Exp. No. 7888 (115-193)

Dose level No. of Motor activity (times)
(mg/ke) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
(4] 5 117 + 59 b) 75 x 44 35+ 19 47 £ 11 62 £ 25 32 = 11 368 = 131
300 5 141 + 33 105 + 20 69 = 24 % 75 + 34 70 £ 30 51 £ 26 512 + 79

a) Time {minutes)
b) Mean %= S.D.

Significant difference from control group; * p =< 0.05 ¥ p = 0.01



Exp. No. 7888 (115-183)

Table 10-3. Summary of motor activity in female rats
—— ReproTox study ——
Day 4 of lactation
Dose level No. of Motor activity (times)
(mg/ke) dams 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 5 112 £ 5b) 52 + 24 14 + 8 21 £ 17 119 54 =+ 40 264 X 49
30 5 137 = 38 31 £ 25 14 £ 13 45 22 = 39 29 = 32 237 £ 77
1
e
o
l 100 5 111 £ 27 26 £ 29 27 £ 33 9+8 20 £ 21 39 & 34 232 X 52
300 5 106 = 33 5+ 11 24 = 26 119 37 13 =18 163 £ 59 =*

a) Time (minutes)

b) Mean % SD.
Significant difference fram control group; *:p = 0.05 sk p < 0.01
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Table 10-4. Summary of motor activity in female rats

——— Recovery study ——

Day 42 of administration

Exp. No. 7888 (115-193)

Dose level No. of Motor activity (times)
(mg/kg) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 5 180 £ 21 b) 140 + 28 88 + 7 78 + 33 61 + 45 49 + 43 596 + 103
300 4 141 £ 27 * 94 + 25 86 + 30 62 + 39 58 + 38 32 + 24 472 + 107

Day 14 of recovery

Dose level No. of Motor activity (times)
(mg/kg) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0~60)
0 o 146 + 25 111 + 33 100 + 36 67 + 46 63 + 45 63 * 27 550 + 192
300 4 174 + 50 125 + 48 97 + 46 99 =+ 26 69 + 24 78 + 58 642 + 198

a) Time {minutes)
b) Mean % S.D.

Significant difference from control group; * p < 0.05 *xp = 0.01
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Table 11-1. Hematology of male rats Exp. No. 7888 (115-193)
- ReproTox study -—

Dose level (mg/kg) 0 30 100 300
No. of animals 5 5 5 5
Mean +8.D. ( N) Mean =£8.D. ( N) Mean +S.D. ( N) Mean £8.0. ( N)
WBC (x10°/mm®) 10.29 +4.24 ( 5) 12.85 £0.62 ( 5) 9.87£1.12 ( 5 10.85 £2.88 ( 5)
RBC (x10°/mm®) B.89 +£0.27 ( B5) 8.87 +0.14 ( 5) 8.50 +0.20 ( 5 8.47 £0.32% ( 5)
HGB (g/dL) 15.7 0.7 ( 5 15.6 £0.6 ( 5 14.9+0.4 ( 5 14.6 +0.5¢« ( 5)
HCT (%) 4.3+£20 ( 5 M5+1.7 ( 5 20+1.2 (5 42.0+09 ( 5
MOV ( ¢z m®) 49.8+1.1 (5 50.2+1.9 ( 5 49.4+1.2 (5 49.7+1.3 ( 5
MCH (pg) 17.6 0.4 ( 5) 1.6 £0.7 ( 5 17.6 £0.4 ( 5) 17.3 +0.8 ( 5)
MCHC (%) 35.3+0.2 ( B 35.1+04 ( 5 35.5+0.6 ( 5 34.8+08 ( 5
PLT (x10%/mm®) 1068 =110 ( 5) 1012 +60 (5 957 x44 ( 5) 112 £138 (8
Differential leukocyte counts
NEUT (x10%/mn®) 1.86 +0.54 ( 5) 1.55 +£0.40 ( 5) 1.56 0,26 ( 5) 2.27 £0.48 ( 5)
o) 19.0 4.1 ( 6 120£2.6% ( 5 16.1 4.0 ( B 2.4+£3.7 (B
LYMPH (x10%/mm®) 7.87 £3.50 (¢ 5) 10.74 £0.32 ( B) 7.75 £1.21 ( 5) 8.10 £2.46 ( 5)
% 75.7+3.0 ( B 83.7 £2. 7% ( 5B) 78.2 +3.8 { 5) 74.0+3.9 { 5
MONO (x10%/mm®) 0.29 +0.16 ( 5) 0.25 £0.06 ( 5) 0.25 £0.04 ( 5) 0.24 £0.06 ( 5)
o 2.7+0.5 ( 5) 1.9 £0.5 ( 5 2.6 £04 ( 5 23+06 ( 5
EOSN (x10%/mm®) 0.11 £0.06 ( 5) 0.13 £0.05 ( 5) 0.16 £0.03 ( 5) 0.12 £0.03 ( 5
% 1.0+£0.4 ( 5 1.0£0.3 ( 5 1.6 0.4 ( 5 1.2+0.5 ( 5)
BASO (x10%/mn®) 0.01 £0.01 ( 5) 0.02+001 ( 5 0.01 £0.00 ( 5) 0.01 £0.01 ( 5
(Y 0.1+01 ( 5 0.2+£0.1 ( 5 0.1£0.0 ( 5 0.1£01 (5
Luc (x10%/m®) 0.15 +0.08 ( 5) 0.16 =0.08 ( 5) 0.14 £0.08 ( 5) 0.11 £0.04 ( 5)
) 1.5£0.7 ( 5 1.3£0.6 ( 5 1.4+0.7 ( 5 1.0+£0.2 ( 5
Reticulocyte (%) 22+0.2 ( 5 20+0.4 ( 5) 1.9+0.4 ( b 27+0.6 ( B

NEUT : Neutrophil LYWPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil LUC : Large unstained cells
Significant difference from control group ; * . p =005 ¥ p =001
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Table 11-2. Hematology of male rats Exp. No. 7888 (115-193)
-— Recovery study —-

Dose level (mg/kg) 0 300
No. of animals 5 5
Mean =S.D. ( N) Mean +5.D. ( N)
WBC (x10%/mm®) 10.16 £1.01 ( 4) 13.70 £ 2.66% ( 5)
RBC (x10%/mm®) 8.58 +0.25 ( 4) 8.92+0.55 ( 5)
HGB (g/dL) 154 +0.3 ( 4 15.2 0.7 ( 5
HCT (%) 43.3+1.3 ( 4 £2.2+1.1 (5
MOV (e m®) 50.5 0.4 ( 4 471.5+2.8 ( 5
MCH (pg) 18.0 0.4 ( 4) 17271 +£1.5 ( 5
MCHC (%) 35.6 £0.8 ( 4 36.0+1.3 ( 5
PLT (x10°/mn®) 1067 =82 (4 1121 £114  ( 5)
Differential leukocyte counts
NEUT (x10%/mm®) 1.31 £0.54 ( 4 2.45 £0.76% ( 5)
%) 13.2:+6.0 ( 4 17.8+3.3 ( 5)
LYMPH (x10%/mm®) 8.52 +1.44 ( 4) 10.75 +2.00 ( 5)
®% 83.5£6.2 ( 4 78.6 +2.8 ( 5)
MONO (x10%/mm®) 0.17+£0.03 ( 4 0.23+0.07 ( 5
o)) 1.7+03 ( & 1.7£0.3 ( B
EOSN (x10%/mn®) 0.67 £0.02 ( 4 0.15 =0.06% ( §)
) 0.7+0.2 ( & 1.1+0.4 ( 5)
BASO (x10%/mn®) 0.01 £0.01 ( 4) 0.02+0.01 ( 5
) 0.1+0.1 ( & 0.1+£0.1 ( 5
LUC (x10*/mm®) 0.09+0.02 ( 4 0.11£0.02 ¢ 5)
%) 0.9+£0.2 ( 4 0.8+0.2 ( 5
Reticulocyte (%) 20x0.4 ( 4 2106 (5
NEUT : Neutrophi f LYMPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophit LUC : Large unstained cells

Significant difference from control group . p =005 #* ! p £ 0.01
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Table 11-3. Hematology of female rats Exp. No. 7888 (115-193)
—-- ReproTox study ——-

Dose level (mg/kg) 0 30 100 300
No. of animals 5 5 5 5
Mean =S.D. ( N} Mean =8.0. ( N) Mean £5.0. ( N) Mean =S8.D. ( N)
WBC (x10%/mm"°) 1230 2213 ( 9 11.83 £2.68 ( 5 15,72 +£3.80 ( 9 10.58 £4.13 ( 5)
RBC (x10°/mm®) 7.10 £0.48 ( 5) 712032 ( 5 7.00 £0.39 ( 5) 6.62 £0.40 ( 5)
HGB (g/dL) 13.6 =0.4 ( 5) 13.6 £0.7 ( 5) 13.6 £0.6 ( 5) 129 +0.7 ( 5
HCT (%) 39.0x1.2 ( 5 9.1 x£1.1 (5 8119 (H 37.1£1.3 (5
MoV (um® §5.0 £2.3 ( b) 5.9 £1.6 ( 5 54.5+20 ( 9 6.2 x2.4 ( b)
MCH (pg) 19.2+0.8 ( 5 19.1 0.8 ( 5) 19.5 0.7 ( 5) 19.5+0.6 ( 5
MCHC (%) 34.9+0.8 (5 4q.8x1.2 (5 3%.8+£0.7 (5 34.6 +0.8 ( 5
PLT (x10%/mm®) 1304 =60 ( & 1129 £109 ( 5) 1286 £256 ( 5) 1017 =89 ( 5)
Differential leukocyte counts
NEUT (x10°/mm®) 4.24 £1.12 ( B 473 £1.36 ( B 5.28£1.70 ( 5 3.01 £2.15 ( 9
) 34.2 £6.5 ( 5 3.7 %47 (B 33.9x72.0 ( B 2.2 £11.2 (5
LYMPH (x10°/mm®) 7.56 £1.33 ( 5) 6.5 £1.48 ( 5) 9.67£2.62 ( 6 7.06 £2.79 ( 5)
¢ 61.6 6.5 ( 5 55.8 4,2 ( 5) 61.2+6.3 ( 9 67.5+10.5 ( 5
MONO (x10%/mm®) 0.34 £0.13 ( 5 0.33 =011 ( B 0.50 +0.08 ( 5) 0.27+0.09 ( 9
w 2707 ( 5 2809 (9 3.3£0.6 ( 9 2708 ( b
EOSN (x10%/mm) 0.08£0.04 ( 5 0.06 £0.03 ( 5 0.08 £0.04 ( 5) 0.08x0.06 ( 5
W 0603 (B 0.6 0.2 ( 5 0502 ( 5 0904 ( 5)
BASO (x10*/m®) 0.01 0.0t ( 5) 0.01 £0.00 ( 9 0.01 £0.01 ( 5 0.01 £0.01 ( B
W 0.1 %00 ( 5 0.1 %00 ( 5 0100 ( 5 0.1x00 ( 5
LUC C (x10%/mm®) 0.09+0.03 ( 5 0.11 003 ( 5 0.17 £0.14 ( B 0.15+0.05 ( 9
% 0.8x0.2 ( 95 1.0x03 (5 1.0£0.7 ( B 1.7x09 ( 9
Reticulocyte (%) 6.0x21 (5 6.9x+1.2 (5 7.1x£23 (9 1.5%x28 (5
NEUT : Neutrophi | LYMPH : Lymphocyte MONG : Monocyte EOSN : Eosinophi BASO : Basophil LUC : Large unstained cells

SigniTicant difference from control group . *!p 0,05 ®* ! p < 0.01
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Table 11-4. Hematology of female rats Exp. No. 7888 (115-193)
~-— Recovery study ---
Dose level (mg/ke) 0 300
No. of animals 5 4
Mean =+ S.D. N) Mean =£5.0. ( N)
WBC (x10°/mn®) 5.43 +1.99 5) 4.67£1.45 ( 4
RBC (x10°/mm®) 8.16 + 0,44 5) 8.70 £0.14 ( 4)
HGB (g/dL) 15.0 £0.7 5) 16.1+£0.3% ( 4)
HCT (%) 41.6 £2.2 5) 4.2+1.0 ( 4
MCV (1 m®) 51.0 £ 0.5 5) 50.8 £0.7 ( 4)
MCH (pg) 18.4 +£0.2 5) 18.5 0.2 ( 4
MCHC (%) 36.1 £0.3 5) 36.5+0.6 ( 4
PLT (x10%/mn’) 1061 =+ 146 5) 1115 £150 ( 4)
Differential leukocyte counts
NEUT (x10%/mm®) 1.21 £0.75 5) 0.95 £0.75 ( 4)
) 21.6 £7.0 5) 19.0+9.8 ( 4
LYMPH (x10%/nm®) 3.95 +1.38 5) 3.51+0.91 ( 4
)] 73.5 £6.8 5) 76.4 +£10.5 ( 4)
MONO (x10%/mm®) 0.12 £0.06 5) 0.10 £0.05 ( 4)
¢ 2.2 +0.6 5 2107 ( 4
EOSN (x10%/mm®) 0.11 £0.07 5) 0.08 £0.03 ( 4)
® 2,0 1.0 5) 1.8+0.6 ( 4
BASO (x10%/mm®) 0.00 = 0.01 5) 0.00 £0.01 ( 4
® 0.1 0.0 5) 0.1£01 ( &
Luc (x10%/mm®) 0.03 = 0,02 5) 0.03+0.01 ( 4)
%) 0.6 0.2 )] 0.7+0.1 ( &4
Reticulocyte (%) 2003 5) 1.6 0.3 ( &

NEUT : Neutrophil

LYMPH : Lymphocyte

Significant difference from control group ;

MONO : Monocyte

* . p = 0.05

EOSN : Eosinophi |

sk ]

BASQO : Basophil
p =001

LUC : Large unstained cells
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Table 12-1. Coagulation of male rats Exp. No. 7888 (115-193)
-— ReproTox study —-
Dose level (mg/ke) 0 30 100 300
No. of animals 5 5 5 5
Mean £S.0. { N Mean £5.0. ( N Mean £5.0. { N Mean £8.D. ( N
PT (sec.) 19.3+1.5 ( 5 19.3£0.7 {5 20726 (5 23.8+£39 (5
APTT {sec.) 22018 (5 22918 (B 21.4+£29 (5 2.6+1.9 (5
Significant difference from control group ; t:p 2005 % . p =001
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Table 12-2 Coagulation of male rats Exp. No. 7888 (115-193)
-== Recovery study —

Dose level (ma/ke) 0 300

No. of animais 5 5
Mean £5.0. ( N Mean £S.D. ( N

PT (sec.) 18.8+35 ( 4 2001 +28 (8

APTT (sec.) 23.0x1.8 ({ 4 235+25 (5

Significant difference from control group ; +:p =005 #:op =200
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Table 12-3. Coagulation of female rats Exp- No. 7888 (115-193)
~~— ReproTox study ---

Dose tevel (mg/ke) 0 30 100 300
No. of animals 5 5 5 5

Mean £35.D. ( N) Mean £S.0. (N Mean £8.D. { N Mean £8.0. ( N
PT (sec.) 18205 ( 5 1wrx0e7 (5 18.4£1.0 (95 18513 (5
APTT (sec. } 16717 ( 5 16.1+24 ( 5 7.0+20 (8 B0£1.3 [ 8§
Significant difference from control group ; *:p =005 #%0 p <001
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Table 12-4.

~—

Coagulation of female rats
-—- Recovery study ——

Exp. No. 7888 (115-193)

Dose level (ma/kg)

0

300

No. of animals

PT (sec.)
APTT (sec. )

5
Mean £5.D0. ([ N)
15.8+1.0 ( 5
186 1.0 ( B

4
Mean 2 S.D. ( N
15.6 £0.4 ( 4)
187212 (4

Significant difference from control group ;

t:p =005 LI

p =001
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Table 13-1. Blood chemistry of male rats Exp. No. 7888 [115-193)
-— ReproTox study ——-

Dose level (mg/ke) 0 30 100 300
No. of animals 5 5 5 5

Mean =+ S.D. N) Mean £5.0. ( N Mean £8.0. ( N Mean £S.0. { N
T. protein (g/dL) 6.28 +0.24 5) 6.31 £0.12 ( 5 621031 ( 8 58 +0.33 ( 8
Albumin (g/dL) 3.18 +£0.16 5) 321016 ( 5 310020 ( & 310016 ( 5
A/G 1.03 £ 0.08 5 1.04£0.09 ( 5 1.00£0.11 (5 1132005 ( 5
Glucose (ma/dL) 150 & 4 5] 157 £ 4 ( 5 156 + 20 { 5 140 = 21 ( 5
Triglyceride (me/dL) 41.5+7.4 5) 54.1+30.3 ( 5 46.2 £36.5 ( 85 64.0+44.4 ( 5
T. cholesterol (mg/dL) 706 5) 63 £15 { 5) 56 £ 15 ( 8 70 =18 (5
BUN (mg/dL) 13.0+1.8 5) 28212 (5 13.8x1.7 ( 8 13.7+1.4 (9
Creatinine (mg/dL) 0.31 £0.02 5) 0.28+0.03 ( 5 0.28+£003 ( 5 6.27£0.04 ( 5
T. bilivubin (mg/dL) 0.06 £ 0. 02 5) 0.06 £0.01 ( 5 0.06 £0.01 ( 5 0.06+0.01 ( 5
AST (U/L) 78 17 5 8018 (8 M0 £34 (5 85 + 15 (9
ALT (U/L) N7 5) 30+4 ) 3610 (5 379 ( 95
ALP (U/L) 385 £ 52 5) 399 £ 48 ( 5 476 £105 ( 5) 426 £ 78 (B
Gamma-GTP (U/L) 0.9%0.2 5) 1.1£02 ( 5 0.9+0.1 ( 5 0.9+02 ( 5
ChE (U/L) 49 + 33 5) 4814 (8 369 { 5 262 ( 5
Calcium (mg/dL) 9.58 +0.17 5) 9.64£022 ( 5 9.63£0.40 ( 5 9.74+£0.32 ( 5
. phosphorus (mg/dL) 6.67 +0.23 5) 6.26 £0.24 ( 5 6.07 £0.66 ( 5 6.78 £0.39 ( 5
Sodium (mmol /L) 141.9£0.7 5) 142107 ( B 141.4x12 (8 141.6 0.6 ( 5
Potassium{mmo|/L) 4.67 £0.26 5) 4.45%0.36 ( 5 465033 ( 8 470 £0.23 ( 5
Chloride (mmal/L) 106.9 £ 0.8 5 108.1£0.8 ( 8 108.6 1.2 ( 8 108.0£1.7 ( 5
Total bile acid(umol/L) 9967 5) 12365 (5 16.1+6.9 ( 5 2002 122 ( 5
Significant difference from control group ; £:p=005 % p =001
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Table 13-2.

N,

Blood chemistry of male rats

——— Recovery study —-—-

Exp. No. 7888 (115-193)

Dose level (mg/kg) 0 300
No. of animals 5 5

Mean £5.D. ( N) Mean £S.D. ( N)
T.protein(g/dL) 6.08+0.09 ( 4) 6.16 =0.46 ( 5
Albumin (g/dL) 3152011 ( 4) 313£0.15 (9
A/G 1.08 =0.11 ( 4 1.04 £0.10 ( 5)
Glucose (mg/dL) 146 £ 5 (4 147 £5 ( 5
Triglyceride (mg/dL) 34.7+£125 ( 4 46.6 £17.7 ( 5
T.cholesteral (mg/dL) 64 =4 (4 59 +9 (9
BUN (mg/dL) 12111 (4 123+£26 ( 5
Creatinine (mg/dL) 0.28 0,01 ( 4) 0.28 £0.02 ( 5
T.bilirubin(mg/dL) 0.06 £0.02 ( 4) 0.04 £0.01 ( 5
AST(U/L) 86 +9 (4 879 ( 5
ALT (U/L) 29 +2 (4 34 £5 ( 5
ALP (/L) 6579 (4 38790 (B
Gamma-GTP (U/L) 0.8+02 ( 4 0902 (B
ChE(U/L) 113 (4 4313 (5
Calcium(mg/dL) 9.53+0.11 ( 4) 9.53 £0.23 ( 5
[ phosphorus (mg/dL) 6.36 £0.24 ( 4 6.06 =0.29 ( 5
Sodium (mmo /L) 145.3 1.5 ( 4 144.2 +1.4 ( 5
Potassium(mmol /L) 4.31 £0.23 ( 4 . 4,37 £0.32 ( 5
Chloride (mmo!/L) 108.4 0.3 ( 4) 108.8 1.4 ( 9
Total bile acid(umol/L) 18.9 +£16.5 ( 4) 10.2+£3.7 ( 9
Significant difference from control group *x I p <005 *k



) )

- 9%l -

Table 13-3. Blood chemistry of female rats Exp. No. 7888 (115-193)
-=~ ReproTox study ---

Dose level (ne/kel 0 30 100 300
No. of animals 5 5 5 5

Mean £5.0. ( N Mean £8.0. ( N Mean £8.D. { N Mean £8.0. ( N
T.protein (g/dL) 6.43+£0.35 ( 5 6.18 £0.33 ( 5 6.30 031 ( 5 596 £0.35 ( 5
Albumin {g/dL) 3.3 016 ( 5 33 £012 (5 335020 ( 5 314+026 { 5
A/G L1010 ( 5 .16 013 { & 113007 ( 5 1.13£014 ( 5
Glucose (mg/dL) 150 12 ( 5 138 +£16 (5 146 =7 { B 143+£18 (5
Triglyceride (mg/dL} 7.5+255 ( B 446 £19.0 ( 5 53.6 £25.0 ( %) 5.9 £31.1 ( 5
T. chalesterol (mg/dL) 6819 ( 5 76 + 11 { 5 7213 (5 8116 ( B
BUN (me/dL) 15415 (5 15017 (5 15.2+25 ( 5 15.4£2.3 ( 8§
Creatinine (mg/dL) 0.37 £0.01 ( 5 0.32 £0.03% ( 5 0.35£006 ( 5 0.30 £0.04% ( B5)
T. bilirubin (mg/dL) 0.05+0.01 ( 5 0.06 £0.02 ({ 5 0.06 001 ( B 0.06 £0.02 { 5
AST (U/L) 1315 (5 105+12 (5 97 £5 ( 8 13 +12 (5
ALT (/1) 6429 (5 46 £9 ( 5 52 £4 { 8 46 8 {5
ALP (U/L) 276 + 51 { 5 278 * 81 ( 5 298 £94 (5 82771 (8
Gamma-GTP (U/L) .1+08 (5 0703 { 5 0.6 £0.2 ( 5 1L.1£02 ( 5
ChE (/L) 355 +46 (5 210 £75¢ (5 135 £ 63 [ 5 807+ [ B
Calcium (mg/dL) 9.92+0.12 ( 5 10.07£0.23 ( 5 1018028 ( 5 10.19 +0.43 ({ 5
. phosphorus (mg/dL) 8.62+£1.00 ( B 8.29+1.17 ( 5 7.53 £0.86 ( 5 7.22£0.47 [ 5
Sodium (mmo | /L) 141.7+£09 ( 5 1411207 ( 5 1416 £0.8 ( 5 M.1£07 (5
Potassium (mmol/L) 402046 ( 5 443030 ( 5 4.12+0.25 ( 5 4.65 £ 0.43% ( B
Chloride (mmol/L) 105.8 1.5 ( 5 106.4 £1.6 ( 5 106.6 =1.0 ( 5 106.5 £3.0 ( 5
Total bile acid{mmol/L) 14.4£100 ( 5 15872 (5 28.6 £26.2 ( 85 241156 ( b
Significant difference from control group ; ¥ :p =005 % : p = 0.01
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Table 13-4

)

Blood chemistry of female rats
--= Recovery study -—

)

Exp. No. 7888 (115-183)

Dose level {mg/ke) 0 300
No. of animals 5 4

Mean £5.D. ( N Mean £8.0. ( N
T. protein {g/dL) 715 £0.48 ( 5 6.50+0.46 ( 4
Albumin (g/dL) 391 +£030 ( 5 3.68+0.16 ( 4
A/G 1.21£006 { 5 .31 £0.09 ( 4
Glucose (me/dL) 133 £9 ( 5 129 £10 { 4)
Triglyceride (mg/dL) 39.3+20.1 ( 5 221159 ( 4
T. cholesterol (mg/dL) 8723 (8 T4+£10 (4
BUN (mg/dL) 15718 ( 5) 14022 ( 4
Creatinine (mg/dL) 0.35 £0.04 ( 5 0.3 £0.04 [ 4
T.bilirubin(mg/dL) 0.05 £0.02 ( 5 0.05+001 ( 4
AST (U/L) 133x122 (5 47 ( 4
ALT (U/L) 61 64 (5 24%3 ( 4
ALP (U/L) 1471 £ 22 { 5 237 £31xx (4
Gamma-GTP (U/L) L0£03 (5 L1201 {4
ChE (U/L) 557 £ 152 ( §) 514 £207 ( 4)
Calcium{meg/dL) 16.21 £0.33 { 5 9.75£029 ( 4
. phosphorus (mg/dL) 459 £0.73 ( 5 462+09 ( 4
Sodium (mmol/L) 1427 +1.3 { 5 1441 £0.4 ( 4
Potassium (mmol/L) 4132009 ( B 4152034 ( 4
Chioride {mmol/L) 109.0+1.3 { 5 110.2 06 { 4
Total bile acid{wmol/L) 19271 [ 8 14954 [ 4
Significant difference from control group ; ¥ p =005 % : p =001
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Exp. No. 7888 (115-193)

Table 14-1. Cholinesterase of male rats
—-—— ReproTox study —-

Dose level (mg/kg) 0 30 100 300

No. of animals 5 5 5 5
Brain ChE(U/kg) (Mean=S.D.) 1726 = 81 1756 £ 123 1831 £ 116 1474 + 89+
Inhibitory ratio (%) 1) - -1.7 -6. 1 14.6
1) {( Mean value in control group - Mean value in each treatment group ) / Mean value in control group } x 100

* . p =005 #* I p = 0,01

Significant difference from control group :
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Table 14-2, Cholinesterase of male rats
—~ Recovery study -—

Exp. No. 7888 (115-193)

Dose level (mg/ke) 0 300
No. of animals 5 5
Brain ChE(U/kg) (Mean=S.D.) 1834 =25 1749 + 57%
Inhibitory ratio (%) 1) - 4.6

1) {( Mean value in contro! group - Mean value in treatment group ) / Mean value in control group } x 100
Significant difference from control group ; *x . p = 005 »* . p = 0.01
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Tabie 14-3. Cholinesterase of female rats Exp. No. 7888 (115-193)
—— ReproTox study -—
Dose level (mg/kg) 0 30 100 300
No. of animals 5 5 5 5
2020 £ 92 1864 + 98 1742 & 1015 1407 = 102+
13.8 30.3

Brain ChE(U/kg) (Mean=S.D.)
- 1.7

Inhibitory ratio (% 1)
1) {{ Mean value in control group - Mean value in each treatment group ) / Mean value in control group } x 100
** . p =001

* 1 p =005

Significant difference from control group
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Table 14-4. Cholinesterase of female rats
~-~— Recovery study ———

Exp. No. 7888 (115-193)

Dose level (mg/kg) 0 300
No. of animals 5 4
Brain ChE(U/kg) (MeanxS.D.) 1908 + 163 1962 + 89
Inhibitory ratio (% 1) - -2.8

1) {( Mean value in control group - Mean value in treatment group ) / Mean value in contro! group } x 100
Significant difference from control group ; * . p =005 sk .

p =001
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An-Pyo Center (ctg5) 12559 Page 1

Table 15. Urinalysis of male rats Exp. No. 7888 (115-193)
--~ReproTox study---
Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
{mg/kg) animals () (mOsm/kg) (mmol/L) {mmol /L) (mmol/L)
0 5 21.2 + 8.3 1159 + 412 71+ 25 156.1 & 57.6 85.2 & 30.5
30 5 4.7 3.6 1269 & 333 65 £ 13 165.2 + 42.3 78.9 £ 15.3
100 5 13.8+ 2.9 1463 + 250 76 £ 21 174.9 £ 36.6 91.2 & 29.3
300 5 16.4 + 3.1 1289 = 340 77+ 25 154.3 £ 38.1 83.7 & 36.9
Mean + S.D.

Slignificant difference from control group; *: PL0.05 **; P<0.01
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An-Pyo Center

)

(ctqgb)

12559 Page 1

Table 15. -continued Urinalysis of male rats Exp. No., 7888 (115-193)
---ReproTox study---
Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (mmol /day) {mmol /day) (mmol/day)
0 5 1.39 £ 0.40 2.93 £ 0.32 1.63 + 0,31
30 5 0.98 + 0.37 2.32 + 0.31 1.14 £ 0.32
100 5 1.04 + 0.35 2.41 + 0,60 1.28 £ 0.49
300 5 1.22 + 0.36 2.45 £ 0.47 1.32 + 0.59
Mean + S.D.
Significant difference from control group; *: P<0.05 *%; P<0.01
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An-Pyo Center (ctgl) 12559 Page 1

Table 15. ~-continued Urinalysis of male rats Exp. No. 7888 (115-193)
~--ReproTox study---
Dose level No. of Color pH Occult blood
(mg/kg) animals 1 2 3 4 5 6 7 8 S$1011 55.566.577.588.5 29 - +/- 1+ 2+ 3+
0 5 5 1 2 2 1 4
30 5 5 1 11 2 3 1 1
100 5 5 1 1 2 2 3
300 5 5 1 1 2 1 5
Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

Brown-black 9= Milky white, 10= Fluorescent green, 1ll= Blue.
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An-Pyo Center (ctgl) 12559 Page 2
) )
Table 15. ~continued Urinalysis of male rats Exp. No., 7888 (115-193)
---ReproTox study---
Doge level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
(mg/kg) animals - 4/- 1+ 2+ 3+ 4+ - 0.1 0.25 0.5 21.0 - +/- 30 100 2300
0 5 1 2 2 ] 2 3
30 5 2 2 1 5 2 2
100 5 5 5 1 2
300 5 5 5 1 3
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An-Pyo Center
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Table 15. -continued Urinalysis of male rats Exp. No. 7888 (115-193)
---ReproTox study---
Dose level No. of Bilirubin Urobilinogen(E.U./dL)
(ng/kg) animals - 1+ 2+ 3+ 0.11.0 2.0 4.0 8.0 212
0 5 5 5
30 5 4 1 5
100 5 5 5
300 5 5 5
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Table 16-1.  Absolute and relative or

an weight of male rats

An-Pyo Center (2081ow )}

)

Exp.

012593 Page 001

No. 7888 (115-193)

—— ReproTox study -—
Dose lavel {mg/kg) 0 30 100 300
No. of animal examined 7 12 11 7
Mean X S.D Mean * S.D. Mean *+ S.D. Mean * S.D
Body weight (g) 431 & 34 424 & 36 428 + 42 410 £ 23
Brain gggﬁ 2.10 + 0.07 2.17 0.08 2.26 % 0. 09%* 2.20 * 0.11
an) 0.489 = 0.037 0.516 = 0.057 0.533 = 0.050 0.%36 *+ 0.017
Salivary gland Emg? 717 + 57 681 = 43 700 += 84 618 + 79*
mg%) 166.641 = 6.976 161.508 + 16.691 164.012 = 18.054 150.646 = 17.835
Thyroid gland Emg) 23 % 7 23 = 6 26 £ 8 26 * 7
mg%) 5.281 X  1.389 5.465 = 1.582 6.041 =+ 1.647 6.211 = 1.671
Thymus gmg 262 * 48 312 = 57 340 * 84* 355 + 35%
mg%) 60.551 £  8.153 73.525 £ 12.011 80.526 = 23.539 86.719 £  9.318%*
Heart gg% 1,34 + 0.12 1.36 *+ 0.10 1.35 * 0.12 1.28 = 0.06
gk) 0.312 = 0.019 0.322 = 0.025 0.315 £ 0.021 0.314 = 0.023
Liver Eg% 11.05 =+ 1.47 10.76 * 1.25 11.46 =+ 1.74 11.63 + 1.08
g%) 2.558 = 0.169 2.535 + 0.139 2.666 = 0.157 2.834 = 0,187**
Spleen Eg;‘ 0.64 * 0.10 0.67 = 0.10 0.70 = 0.06 0.71 + 0.11
a%) 0.148 = 0.018 0.159 = 0.018 0.165 = 0.013 0.174 & 0.026*
Kidneys Egzﬁ 2.91 &+ 0.34 2.90 £ 0.26 3.12 = 0.42 3.06 = 0.21
g%) 0.675 = 0.047 0.684 + 0.042 0.729 = 0.061 0.748 =  0.058*
Adrenals gmg;6 59 + 13 55 =+ 11 54 =+ 7 53 + 11
mg%) 13.762 =  2.552 13.071 +  2.357 12.708 +  2.022 13.082 = 3.197
Testes gggﬁ 3.10 + 0.18 3.29 + 0.23 3.19 = 0.22 2.61 = 0.60
g%) 0.725 = 0.094 0.779 = 0.075 0.748 + 0.074 0.642 = 0.167
Epididymides gmg2 1172 * 93 1248 + 76 1217 = 85 944 + 108%*
mg%) 274.114 £+ 37.841 296.404 = 31.391 286.335 * 30.898 231.012 = 34.904

(%) (Organ weight / body weight) x 100
Signifigant digferénce ¥r s

om control group;

*p=0.05 **: p = 0.01
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An-Pvg Center (208low ) 012593 Page 001

) )
Table 16-2. Absolute and relative organ weight of male rats Exp. No. 7888 (115-193)
—— Recovery study —-
Dose level (mg/kg) 0 300

No. of animal examined 5 5
Mean * S.D Mean X S.D.
Body weight (g) 427 * 37 415 £ 22
Brain Eggﬁ 2.14 = 0.09 2.13 + 0.08
) 0.503 = 0.048 0.514 = 0.040
Salivary gland E ﬂ)/ 700 = 79 637 + 52
) 164.442 £ 19.646 164,034 £ 17.206
Thyroid gland g 36 23 + 6 24 + 3
) 5.379 £ 1.444 5717 £ 0.974
Thymus 2 36 292 + 129 306 + 94
) 69.166 * 30.351 74.137 £ 23.972
Heart 2 1.27 = 0.05 1.47 = 0.21
g% 0.299 £ 0.019 0.355 =  0.051%
Liver gg& 10.75 = 1.77 10.95 & 1.11
) 2.508 X 0.254 2.635 &= 0.190
Spleen Egg6 0.62 &= 0.08 0.75 %= 0.15
) 0.145 = 0.010 0.183 = 0.040
Kidneys é 2,90 = 0.38 3.00 = 0.24
a4) 0.678 =  0.055 0.723 + 0.064
Adrenais g Zﬁ 54 9 51 £ 2
) 12.646 £ 1.740 12.276 = 1.085
Testes éggﬂ 3,23 + 0.34 1.55 £ 0, 32%*
) 0.758 = 0.050 0.374 £ 0.073%*
Epididymides § gﬁ 1321 = 9 854 + 77k
) 310.335 = 21.985 205.984 £ 16.992%*

(%) (Organ welght / bod¥ weight) x 100
Significant difference from control group; *:p =005 *:p=00
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Table 16-3. Absolute and relative organ weight of female rats
—— ReproTox study —-

An;D\lg Center (208Tow ) 012593 Page 001

Exp. No. 7888 (115-193)

Dose level (mg/kg) 0 30 100 300
No. of dams examined 12 T 12 5
Mean * S.D. Mean * S.D. Mean * S.D. Mean + S.D.
Body weight (g) 290 + 18 292 + 24 281 + 16 286 = 12
Brain égo) 2.05 & 0.12 511; 1,99 + 0.04 2.07 & 0.07 2.09 + 0.12
g%) 0.709 = 0.045 (11) 0.684 4+ 0.052 0.740 £ 0.053 0.732 = 0.037
Salivary gland Emg 534 + 30 501 = 58 518 + 38 506 + 37
mg¥%) 184.646 + 14.805 171.664 + 17.397 184.596 *+ 10.829 177.202 + 13.015
Thyroid gland Emg 20 + 4 18 £ 4 18 & 4 18 = 3
mg¥) 6.780 =+ 1.371 6.256 = 1.229 6.230 = 1,298 6.287 = 1.003
Thymus Emggﬁ 253 % 65 226 * 29 202 =+ 82 224 =+ 42
mg¥) 87.074 = 20.569 77.436 £  8.683 71.426 + 27.988 78.682 + 16.277
Heart Eg? 0,97 * 0.07 0.96 & 0.06 0,98 + 0.09 1.05 =+ 0.11
g%) 0.334 &+ 0.026 0.329 = 0.019 0.347 £ 0.022 0.369 =  0.042%
Liver 2g2 9.52 &= 0.84 9.69 + 0.87 9.73 £ 0.59 10.44 % 1.37
a%) 3.282 + 0.266 3.317 = 0.167 3.468 = 0.118 3.648 = 0.313
Spleen gg 0.57 + 0.08 0.61 + 0.08 0.59 & 0.06 0.58 =+ 0.10
g%) 0.196 + 0.022 0.208 = 0.021 0.212 = 0.021 0.205 = 0.038
Kidneys ég% 2,01 =+ 0.25 1.99 + 0.21 2,02 *= 0.19 2.39 *+ 0. 39*
a%) 0.690 = 0.065 0.682 = 0.063 0.722 = 0.066 0.838 &=  0.142%*
Adrenals Emg?6 72 9 67 + 10 68 + 8 72 + 7
mg%) 25.039 +  3.605 23.007 = 4,351 24.427 = 3.143 25.158 +  2.476
Ovaries Emg) 93 + 11 91 + 17 91 + 20 92 + 7
mg%) 32.176 =  3.894 31.426 £ 6.199 32.486 £ 7.512 32.457 £ 3.435
(%ﬂ) (Organ weight / body weight) x 100
Values in parentheses are expressed no. of dams exammed
Significant difference from control group; ¥ p = 0.06 *;p = 0.01
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An-Puo Center (208low ) 012593 Page 001

)
Table 16-4.  Absolute and_relative organ weight of female rats Exp. No. 7888 (115-193)
—— Recovery study ——-
Dose level (mg/kg) 0 300
No. of animal examined 5 4
Mean + S.D Mean * S.D

Body weight (g) 270 £ 15 262 * 28
Brain Eg;ﬂ 1.97 = 0.12 1.98 * 0.03
a%) 0.731 £ 0.028 0.761 = 0.083
Salivary gland Emg) 429 + 20 403 + 34
mg%) 159.329 £ 10.415  154.524 * 12,990
Thyroid gland m 15 = 4 19 = 7
Y ’ Emg%) 5.724 &+ 1.455 7.432 £ 2,969
Thymus m 263 * 38 266 =+ 59
Y émg%) 97.765 X 15.371 101,983 £ 23.926
Heart Eg% . 0.92 + 0,12 0.88 + 0.02
a%) 0.340 = 0.032 0.33 £ 0.033
Liver ég) 6.93 & 0.59 6.46 X 0.44
a%) 2.571 = 0.174 2.476 = 0.163
Spleen ég 0.46 + 0.04 0.44 + 0.01
a%) 0.172 = 0.012 0.168 & 0.017
Kidneys 1.83 = 0.14 1.84 + 0.17
Y 28%) 0.679 £ 0.045 0.708 = 0.103
Adrenals Smgg6 70 £ 6 66 * 5
mg'4) 26.207 + 3.223 25.466 £  2.908
Ovaries Smg;6 76 * 10 84 + 8
mg) 28.307 = 3.860 32.238 =+  2.329

(%) (Organ we@ght / body weight) x 100
Significant difference from contro! group; *p =005 * p= 001
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Table 17-1. Summary of gross findings ( sacrificed, ReproTox study, male ) Exp. No. 7888 (115-193)
Sex: Male Generation: FO
Dose level ( mg/kg ) 30 100 300
No. of animals necropsied 11 11 5
Organ Findings

CARDIOVASCULAR SYSTEM

heart white patch/zone 0 1 0
DIGESTIVE SYSTEM

small intestine

diverticulum 0 1 0

liver red patch/zone 1 0 0
URINARY SYSTEM

kidney white patch/zone 1 0 0
REPRODUCTIVE SYSTEM

testis atrophic 0 0 1

Significant difference from control group;

*w

P<0.01
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Table 17-2. Summary of gross findings ( sacrificed, Recovery study, male ) Exp. No. 7888 (115-193)
Sex: Male Generation: FO

Dose level ( mg/kg ) 0 300

No. of animals necropsied 5 )

Organ Findings

CARDIOVASCULAR SYSTEM

heart white patch/zone 1 0
RESPIRATORY SYSTEM

lung brown patch/zone 0 1
REPRODUCTIVE SYSTEM

testis atrophic 0 4%
Significant difference fraom control group; * : P<0.05 ** : p <0.01
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Table 17-3.

Sex: Female Generation: FO

Summary of gross findings ( sacrificed, ReproTox study, female )

Exp. No. 7888 (115-193)

Dose level ( mg/kg ) 0 30 100 300
No. of animals necropsied 12 11 12 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart white patch/zone 1 0 0 0
HEMATOPOIETIC SYSTEM
spleen scarred 1 0 0 0
thymus atrophic 0 0 3 0
RESPIRATORY SYSTEM
lung brown patch/zone 1 0 1 0
cyst 1 0 0 0
DIGESTIVE SYSTEM
tongue ulcer 0 1 0 0
stamach nodule 0 1 0 0
white patch/zone 1 0 0 0
liver deformed 1 0 0 0
red patch/zone 1 0 0 0
white patch/zone 0 1 0 0
URINARY SYSTEM
kidney dilated pelvis 0 0 1 0
SPECIAL SENSE SYSTEM
Harderian gland
black patch/zone 1 0 0 0
Significant difference from control group; * : P <0.05 ** : P <0.01
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Table 17-4.

Sex: Female Generation: F0O

)

Summary of gross findings ( sacrificed, Recovery study, female )

Exp. No. 7888 (115-193)

Dose level ( mg/kg ) 300
No. of animals necropsied 4
Organ Findings
DIGESTIVE SYSTEM

stamach black patch/zone 0
liver red patch/zone 0
REPRODUCTIVE SYSTEM

uterus dilated lumen 1
vagina nodule 0
Significant difference from control group; * : P<0.05 *% : P <0.01
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Table 17-5. Surmary of gross findings ( dead or moribund, ReproTox study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: FO

Dose level ( mg/kg ) 0 30 100 300

No. of animals necropsied 0 0 0 0 0 0 0 0 0 5 2 7
Organ Findings D M D&M D M D&M D M D&M D M D&M

HEMATOPOIETIC SYSTEM

spleen atrophic - - - - - - - - - 1 2 3
autolysis - - - - - - - - - 1 0 1
thymus atrophic - - - - - - - - - 2 2 4
edema - - - - - - - - - 0 1 1
red patch/zone - - - - - - - - - 1 0 1

RESPIRATORY SYSTEM

lung emphysema - - - - - - - - - 1 0 1
red patch/zone - - - - - - - - - 2 0 2
reddish - - - - - - - - - 2 0 2
DIGESTIVE SYSTEM
stomach autolysis - - - - - - - - - 1 0 1
black patch/zone - - - - - - - - - 2 0 2
dilated lumen - - - - - - - - - 3 1 4
nodule - - - - - - - - - 1 0 1
thin - - - - - - - - - 1 0 1
pancreas autolysis - - - - - - - - - 1 0 1
small intestine
autolysis - - - - - - - - 2 0 2
dilated lumen - - - - - - - - - 3 2 5
thin - - - - - - - - - 1 0 1
large intestine
autolysis - - - - - - - - - 2 0 2
dilated lumen - - - - - - - - - 2 2 4
thin - - - - - - - - - 1 0 1
liver autolysis - - - - - - - - - 2 0 2
abdominal cavity
hemorrhage - - - - - - - - 1 0 1
URINARY SYSTEM
kidney autolysis - - - - - - - - - 1 0 1
red patch/zone - - - - - - - - - 1 0 1
REPRODUCTIVE SYSTEM
uterus autolysis - - - - - - - - - 1 0 1
vagina black contents - - - - - - - - - 0 1 1

ENDOCRINE SYSTEM
adrenal gland autolysis - - - - - - - - - 1 0 1
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Table 17-5. -continued Summary of gross findings ( dead or moribund, ReproTox study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 30 100 300
No. of animals necropsied 0 0 o] 0 0 0 0 0 0 5 2 7
Organ Findings D M D&M D M D&M D M D&M D M D&M
INTEGUMENTARY SYSTEM
subcutaneous tissue
hemorrhage - - - - - - - - - 1 0 1
reddish - - - - - - - - - 1 0 1
- - 1 2 3

OTHERS
whole body wasting - - - - - - -
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Table 17-6. Summary of gross findings ( dead, Recovery study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: F0
Dose level ( mg/kg ) 300
No. of animals necropsied 1
Organ Findings
HEMATOPOIETIC SYSTEM
lymph node reddish 1
RESPIRATORY SYSTEM
lung red patch/zone 1
DIGESTIVE SYSTEM
stamach autolysis 1
black patch/zone 1
small intestine
autolysis 1
large intestine
autolysis 1
liver autolysis 1
white patch/zone 1
REPRODUCTIVE SYSTEM
uterus autolysis 1
INTEGUMENTARY SYSTEM
subcutaneous tissue
reddish 1
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Table 18-1. Sumary of histological findings ( sacrificed, ReproTox study, male ) Exp. No. 7888 (115-183)
Sex: Male Generation: FO
Dose level ( mg/kg ) 0 30 100 300
No. of animals initially in study 7 11 11 5
No. of animals necropsied 7 11 11 5
No. of animals examined histologically 5 5 6 3
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T
CARDIOVASCULAR SYSTEM
heart ( 5) 0) 1) 3)
rodent cardiomyopathy* 1 0 0 1 - - - 1 0 0 1 1 0 0 1
myocarditis 0 0 0 O - - 0 0 0 O 1 0 0 1
DIGESTIVE SYSTEM
glandular stomach (5) 5) 5) 3)
erosion 0 0 0 O 0 0 0 O 0 0 0 O 2 0 0 2
exocrine pancreas (5) 0) 0) 3)
edema ¢ 0 0 O - - - - - - = - 1 0 0 1
atrophy, acinus 0 0 0 O - - - - - - - - 1 0 0 1
decrease, zymogen granules,acinar cell g 0 0 O - - - - - - - - i 0 0 1
cellular infiltration, mixed cell 0 0 0 O - - - - - - - - 10 0 1
ileum (5) 0) 1) 3)
diverticula 0 0 0 O - - - - 1 0 0 1 0 0 0 O
liver (5 1) 0) 3)
atrophy, hepatocyte 0 0 0 O 1 0 0 1 - - - - 0 0 0 O
vacuolation, hepatocyte 5 0 0 5 0 0 0 0 - - - - 3 0 0 3
microgranuloma 5 0 0 5 o 0 0 O - - - - i 0 0 1
URINARY SYSTEM
kidney (5) 1) 0) 3)
basophilic tubules 2 0 0 2 0 0 0 O - - - - 0 0 0 O
dilatation 0 0 0 O 1 0 0 1 - - - - 0 0 0 O
hyaline droplet 0 0 0 O 0 0 0 O - - - - 2 0 0 2
REPRODUCTIVE SYSTEM
testis ( 5) 5) 5) 3)
Sertoli only syndrome 0 0 0 O 0 0 0 O 0 0 0 O 1 06 0 1
atrophy, seminiferous tubule 0 0 0 0 0 0 0 O 0 0 0 O 0 0 1 1
vacuolation, Sertoli cell 0 0 0 0 0 0 0 O c 0 0 O 3 0 0 3%
epididymis (5) 5) 5) 3)
cell debris, lumen 0 0 0 0 0 0 0 0 0 0 0 O 2 0 0 2
decrease, sperm 0 0 0 O 0 0 0 O 0 0 0 O 2 0 1 3%
prostate {5) 0) 0) 3)
cellular infiltration, lymphocyte 1 0 0 1 - - - - - - - - 3 0 0 3

1: slight 2: moderate 3: marked T: Total
(): No. of animals examined microscopically at this site.
Significant difference from control group; Fisher * : P < 0.05

-: Not applicable

** : P < (0.01, Mann-Whitney # : P < 0.05

*: rodent cardiomyopathy consists of minute foci of mononuclear inflammatory cells, edema and degenerated cardiac myofibers

## : P <0.01
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Table 18-1. -continued Summary of histological findings ( sacrificed, ReproTox study, male )

Sex: Male Generation: FQ

Exp. No. 7888 (115-193)

30
11
11

Dose level ( mg/kg )

No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically

Organ Findings 1

NUINSO

3T 1 2 3 T

100
11
11

1 2 3

300

nDvwo;

ENDOCRINE SYSTEM
thyroid gland ( 5) (0) (0
ultimobranchial remnant 3 0 0 3 - - - -

SPECIAL SENSE SYSTEM
Harderian gland (5) (0) (0)
cellular infiltration, lymphocyte 1 0 0 1 - - - -

( 3)

(3)

1: slight 2: moderate 3: marked T: Total -: Not applicable
() : No. of animals examined microscopically at this site.
Significant difference from control group; * : P<0.05 **% : p £ 0.01
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Table 18-2. Summary of histological findings ( sacrificed, Recovery study, male ) Exp. No. 7888 (115-193)
Sex: Male Generation: FO
Dose level ( mg/kg ) 0 300
No. of animals initially in study 5 5
No. of animals necropsied 5 5
No. of animals examined histologically 5 5
Organ Findings 1 2 3 T 1 2 3 T
CARDIOVASCULAR SYSTEM
heart ( 5) 5)
rodent cardiomyopathy* 2 0 0 2 2 0 0 2
RESPIRATORY SYSTEM
lung (5) 5)
hemorrhage 0 0 0 0 1 0 0 1
accumulation of foamy cells 1 0 0 1 1 0 0 1
hypertrophy, alveolar cell 0 0 0 O 1 0 0 1
osseous metaplasia 1 0 0 1 0 0 0 O
DIGESTIVE SYSTEM
exocrine pancreas (5) 5)
decrease, zymogen granules,acinar cell 0 0 0 O 0 1 0 1
colon (5) 5)
hemorrhage 1 0 0 1 0 0 0 O
liver ( 5) 5)
fatty change, hepatocyte 0 0 0 O 2 0 0 2
vacuolation, hepatocyte 5 0 0 5 5 0 0 5
microgranuloma 3 0 0 3 3 0 0 3
URINARY SYSTEM
kidney ( 5) 5)
basophilic tubules 3 0 0 3 3 0 0 3
hyaline droplet 3 0 0 3 2 0 0 2
REPRODUCTIVE SYSTEM
testis ( 5) 5)
atrophy, seminiferous tubule 0 0 0 O 1 1 3 5*+#
decrease, germ cell 0 0 0 O 1 2 2 5exd
vacuolation, Sertoli cell 0 0 0 0 1 1 3 5*%ij
interstitial cell hyperplasia 0 0 0 0 3 1 0 4§
epididymis ( 5) 5)
cell debris, lumen 0 0 0 O 2 1 0 3
decrease, sperm 0 0 0 O 0 0 5 b5y
prostate (5) 5)
cellular infiltration, lymphocyte 3 0 0 3 4 0 0 4
1: slight 2: moderate 3: marked T: Total

(): No. of animals examined microscopically at this site.
Significant difference from control group; Fisher * : P £ 0.05

*: rodent cardiomyopathy consists of minute foci of mononuclear

*% : P < 0.01, Mann-Whitney # : P < 0.05

## : P < 0.01

inflammatory cells, edema and degenerated cardiac myofibers
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Table 18-2. -continued Summary of histological findings ( sacrificed, Recovery study, male ) Exp. No. 7888 (115-193)

Sex: Male Generation: FO

Dose level ( mg/kg ) 0 300
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 1 2

Nt

SPECIAL SENSE SYSTEM
Harderian gland (5) (5
cellular infiltration, lymphocyte 1 0 0 1 0 0 0 O

1: slight 2: moderate 3: marked T: Total
() : No. of animals examined microscopically at this site.
Significant difference from control group: * : P <0.05 ** : P < 0.01
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Table 18-3. Summary of histological findings ( non-pregnancy, ReproTox study, male ) Exp. No. 7888 (115-193)
Sex: Male Generation: FO
Dose level ( mg/kg ) 0 0 100 300
No. of animals initially in study 0 1 0 2
No. of animals necropsied 0 1 0 2
No. of animals examined histologically 0 1 0 2
Organ Findings 1 2 3 T 1 2 3 T 2 1 2 3 T
REPRODUCTIVE SYSTEM
testis (1) (2)
atrophy, seminiferous tubule - - - - 0 0 0 O 1 0 0 1
vacuolation, Sertoli cell - - - - 0 0 0 O - 2 0 0 2
epididymis (1) (2)
cell debris, lumen - - - - 0 0 0 0o - 2 0 0 2
decrease, sperm - - - - 0 0 0 O 2 0 0 2
1: slight 2: moderate 3: marked T: Total -: Not applicable

(): No. of animals examined microscopically at this site.
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Table 18-4. Sumary of histological findings ( sacrificed, ReproTox study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: FO

Dose level ( m3/kg ) 0 30 100 300
No. of animals initially in study 12 11 12 5
No. of animals necropsied 12 11 12 5
No. of animals examined histologically 9 7 7 5
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3

CARDIOVASCULAR SYSTEM

heart (5 (0) (0 ( 5)
myocarditis 1 0 0 1 - - - - - - - - ¢ 0 O

HEMATOPOIETIC SYSTEM

bone marrow (5) (0) (0) ( 5)
erythropoiesis, increased 0 0 0 O - - - - - - - - 1 0 0

spleen (5) (0 (0 ( 5)
erythropoiesis, increased 0 0 0 O - - - - - = - - 1 0 O

thymus ( 5) (0) (3 ( 5)
atrophy 0 0 0 O - - - - 3 0 0 3 0 0 O

RESPIRATORY SYSTEM

lung (7) (0 (1) ( 5)
hemorrhage 0 0 0 O - - = - 1 0 0 1 0 0 O
accumulation of foamy cells 2 0 0 2 - - - 0 0 0 O 2 0 0
dilatation,alveolus 2 0 0 2 - - - - 0 0 0 O 0 0 0

DIGESTIVE SYSTEM

tongue (5) (1) (0 ( 5)
erosion 0 0 0 O 1 0 0 1 - - - - 0 0 0o
hyperplasia, mucosa 0 0 0 O 1 0 0 1 - - - - 0 0 0

glandular stomach ( 6) (5) ( 5) (5)
erosion 0 0 0 O 0 0 0 O 0 0 0 O 1 0 0

exocrine pancreas (5) (0) (0) ( 5)
decrease, zymogen granules,acinar cell 0 2 0 2 - - - - - - - 0 0 0

liver ( 6) (1) (0) ( 5)
necrosis, hepatocyte, focal 0 0 0 O 1 0 0 1 - - - - 0 0 O
vacuolation, hepatocyte 5 0 0 5 0 0 0 O - - - - 5 0 O
microgranuloma 1 0 01 0 0 0 O - - - = 1 0 0
extramedullary hematopoiesis 2 0 0 2 0 0 0 O - - - - 1 0 0
hepatodiaphragmatic nodule 1 0 0 1 0 0 0 O - - - - 0 0 0
focus of cellular alteration 1 0 01 0 0 0 O - - - - 0 0 O

QNO

oOOoOHRFRUIO o ol oo

1: slight 2: moderate 3: marked T: Total -: Not applicable
(): No. of animals examined microscopically at this site.
Significant difference from control group; * : P<0.05 **x : P < 0.01
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Table 18-4. -continued Summary of histological findings ( sacrificed, ReproTox study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: FO

Dose level ( mg/kg ) 0 30 100 300
No. of animals initially in study 12 11 12 5
No. of animals necropsied 12 11 12 5
No. of animals examined histologically 9 7 7 5
Organ Findings 1 2 3 T 12 3T 1 2 3 T 1 2 3

URINARY SYSTEM
kidney (5 (0 (1) ( 5)

dilatation, tubules 0 0 0 O - - - 0 0 0 O 1 0 0 1
vacuolation, tubular epithelium 3 0 0 3 - - - - 0 0 0 O 2 0 0 2
dilatation, renal pelvis 0 0 0 O - - 1 0 0 1 0 0 0 O

ENDOCRINE SYSTEM

thyroid gland (5) (0) ( 0) (5)
ultimobranchial remnant 0 0 0 O - - - - - - - - 1 0 0

1l: slight 2: moderate 3: marked T: Total -: Not applicable

(): No. of animals examined microscopically at this site.

Significant difference from control group; * : P<0.05 ** : P < 0.01
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Table 18-5. Surmary of histological findings ( sacrificed, Recovery study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 300
No. of animals initially in study 5 4
No. of animals necropsied 5 4
No. of animals examined histologically 5 4
Organ Findings 1 2 3T 1 2 3 T
CARDIOVASCULAR SYSTEM
heart (5) ( 4)
rodent cardiamyopathy* 0 0 0 O 1 0 0 1
HEMATOPOIETIC SYSTEM
thymus ( 5) (4
Kuersteiner’s duct/cyst 1 0 0 1 0 0 0 O
RESPIRATORY SYSTEM
lung (5) (4)
thickening, alveolar wall 1 0 0 1 0 0 0 O
cellular infiltration, lymphocyte 1 0 0 1 0 0 0 O
DIGESTIVE SYSTEM
glandular stomach (5 (4
erosion 1 0 0 1 0 0 0 O
exocrine pancreas (5) (4)
decrease, zymogen granules,acinar cell 0 0 0 O 1 0 0 1
liver (5) ( 4)
hemorrhage 1 0 0 1 0 0 0 O
necrosis, hepatocyte, focal 0 0 0 O 1 0 0 1
vacuolation, hepatocyte 3 0 0 3 4 0 0 4
microgranuloma 5 0 0 5 1 0 0 1*
URINARY SYSTEM
kidney (5 ( 4)
vacuolation, tubular epithelium 3 0 0 3 1 0 0 1
cellular infiltration, lymphocyte 0 0 0 O 2 0 0 2
REPRODUCTIVE SYSTEM
uterus ( 5) ( 4)
dilatation, lumen 0 0 0 O 1 0 1 2
vagina ( 5) (4)
dermoid cyst - - - 13 - - -0
1: slight 2: moderate 3: marked T: Total -: Not applicable $: benign
(): No. of animals examined microscopically at this site.
Significant difference from control group; * : P<0.05 ** : P < 0.01

*: rodent cardiomyopathy congists of minute foci of mononuclear inflammatory cells, edema and degenerated cardiac myofibers
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Table 18-5. -continued Summary of histological findings ( sacrificed, Recovery study, female )

Sex: Female Generation: F0O

Exp. No. 7888 (115-193)

Dose level ( mg/kg )
No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically
Organ Findings

LSRRG NS N o)

300

N e

ENDOCRINE SYSTEM
pituitary gland (5)
Rathke’s pouch
thyroid gland (5)
ultimobranchial remmant

NERVOUS SYSTEM
sciatic nerve ( 5)
cellular infiltration, lymphocyte

(4)

( 4)

1: slight 2: moderate 3: marked T: Total
() : No. of animals examined microscopically at this site.
Significant difference from control group; * : P <0.05

*k

P <0.01
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Table 18-6. Summary of histological findings ( dead or moribund, ReproTox study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 0 100 300
No. of animals initially in study 0 0 0 7
No. of animals necropsied 0 0 0 7
No. of animals examined histologically 0 0 0 7
Organ Findings 1 2 3T 2 3T i 2 3 T 12 3 T
CARDIOVASCULAR SYSTEM
heart (7)
dilatation, auricle - - - - - - - - - = - 3 0 0 3
HEMATOPOIETIC SYSTEM
bone marrow (7
hemorrhage - - - - - - - - 1 0 0 1
hematopoiesis, decreased - - - - - - - - - - 01 0 1
hematopoiesis, increased - - - - - - - - 10 0 1
spleen (6)
atrophy - - - - - - 4 0 0 4
dec., extramedull. hematopoiesis - - - - - - - - - - - 3 0 0 3
inc., extramedull. hematopoiesis - - - - - - - 1 0 0 1
thymus ()]
hemorrhage - = = - - - - - - 1 0 0 1
atrophy - - - - - - - - - - 0 1 3 4
RESPIRATORY SYSTEM
lung (G )]
congestion - - - - - - - - 4 0 0 4
edema - - - - - - - 4 0 0 4
trachea (7
desquamation epithelium - - - - - - - - - - 3 0 0 3
narrowing, lumen - - - - - - - - 2 0 0 2
suppurative inflammation - - - - - - 2 01 3
DIGESTIVE SYSTEM
forestamach (7
erosion - - - - - - - - - - - 1 0 0 1
squamous hyperplasia - - - - - - - - 2 0 0 2
glandular stomach (7)
hemorrhage - = = - - - - i1 0 0 1
erosion - - - - - - - - - - 6 0 0 6
exocrine pancreas (7
decrease, zymogen granules,acinar cell - - - - - - - - - = = 1 2 1 4
duodenum (4)
dilatation, lumen - - - - - - - - - - - 1 0 0 1
1: slight 2: moderate 3: marked T: Total ~: Not applicable

(): No. of animals examined microscopically at this site.
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Table 18-6. -continued Summary of histological findings (

Sex: Female Generation: FO

dead or moribund, ReproTox

study, female )

No. 7888 (115-193)

Dose level ( mg/kg )
No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically
Organ Findings

MOOOO

NOOOO

100

NOOO

300

LIRSS BN

DIGESTIVE SYSTEM
ileum
ulcer
liver
congestion
atrophy, hepatocyte
vacuolation, hepatocyte
salivary gland
atrophy, acinus

URINARY SYSTEM
kidney
hemorrhage
vacuolation, tubular epithelium

REPRODUCTIVE SYSTEM
vagina
suppurative inflammation

ENDOCRINE SYSTEM
pituitary gland
Rathke’s pouch
thyroid gland
cellular infiltration, mixed cell
adrenal gland
hemorrhage
hypertrophy, cortex

O WhN M

N 2

W

o [+ RoRe) [=]

(=X =]

HO © O

[oNoNo) o

oo

wo o o

P owaN R

N

NE R R

1l: slight 2: moderate 3: marked T: Total -
(): No. of animals examined microscopically at this site.

Not applicable
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Table 18-7. Summary of histological findings ( dead, Recovery study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: F0
Dose level ( mg/kg ) 0 300
No. of animals initially in study 0 1
No. of animals necropsied 0 1
No. of animals examined histologically 0 1
Organ Findings 1 2 3 T 12 3T
HEMATOPOIETIC SYSTEM
bone marrow (1
hemorrhage - - - - 1 0 0 1
lymph node (1)
congestion - - - - 1 0 0 1
RESPIRATORY SYSTEM
lung (1)
congestion - - - - 1 0 0 1
edema - - - - 1 0 0 1
trachea (1)
desquamation epithelium - = = - 10 0 1
ing, lumen - - - - 10 0 1
suppurative inflammation - - - - 1 0 0 1
DIGESTIVE SYSTEM
liver (1)
congestion - - - - 0 0 1
necrosis, hepatocyte, focal - - - - 1 0 0 1
vacuolation, hepatocyte - - - - 1 0 0 1
ENDOCRINE SYSTEM
adrenal gland (1)
hypertrophy, cortex - = - - 0 0 1 1
INTEGUMENTARY SYSTEM
subcutaneous tissue (1
congestion - - - - 1 0 0 1
1l: slight 2: moderate 3: marked T: Total -: Not applicable

(): No. of animals examined microscopically at this gite.
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Table 18-8. Summary of histological findings ( non-pregnancy, ReproTox study, female ) Exp. No. 7888 (115-193)
Sex: Female Generation: FO
Dose level { mg/kg ) ] 0 100 300
No. of animals initially in study 0 1 0 0
No. of animals necropsied 0 1 0 0
No. of animals examined histologically 0 1 0 0
Organ Findings 1 2 3 T 1 2 T 2 3 T 1 2 3
REPRODUCTIVE SYSTEM
uterus (1)
atrophy - - - - 1 0 1 - - - - - -
vagina (1
dilatation, lumen - - - - 10 1 - - - - -
inflammation - - - - 10 1 - - - - -
1: slight 2: moderate 3: marked T: Total -: Not applicable

() : No. of animals examined microscopically at this site.
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Table 18-9. Cell type and number per Sertoli cell in seminiferous tubules of rats at VI — VII
stage of spermatogenesis during dosing period (sacrificed, ReproTox study, male)

Exp. No. 7888(115-193)

Dose level (mg/kg) 0 30 100 300 -
No. of animals examined histologically 5 5 5 2
Spermatogonia type A 023 + 003 022 =+ 004 019 = 0.02 0.19 =+ 0.01
Preleptotene spermatocyte 235 + 016 246 <+ 021 201 <« 0.12* 295 +£ 0.15
Pachytene spermatocyte 347 + 019 370 + 044 316 =+ 0.13* 401 =+ 043
Round spermatid 687 + 035 661 = 086 6.08 = 067 6.79 =+ 0.83
Mean + S.D.
Significant difference from Control group; *:P = 0.05 **:P = 0.01
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Table 18-10. Cell type and number per Sertoli cell in seminiferous tubules of rats at VI — VII
stage of spermatogenesis during recovery period (sacrificed, Recovery study, male)

Exp. No. 7888 (115-193)

Dose level (mg/kg) 0 300
No. of animals examined histologically 5 1
Spermatogonia type A 0.19 = 0.02 0.16 = —
Preleptotene spermatocyte 2.10 += 0.20 210 =+ —
Pachytene spermatocyte 331 = 0.23 3.01 <+ —
Round spermatid 638 + 040 620 =+ —

Mean + S.D.
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Table 18-11. Cell type and number per Sertoli cell in seminiferous tubules of rats at VI — VII

stage of spermatogenesis during dosing period (non-pregnancy, ReproTox study, male)

Exp. No. 7888(115-193)

Dose level (mg/kg) 30 300
No. of animals examined histologically 1 2
Spermatogonia type A 022 + 021 == 0.04
Preleptotene spermatocyte 229 + 233 £ 0.21
Pachytene spermatocyte 330 + 365 = 0.11
Round spermatid 6.11 = 622 = 090

Mean + S.D.
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Table 19. Copulation and fertility results in rats Exp. No. 7888 (115-193)
Dose level (mg/kg) 0 30 100 300

No. of pairs mated 12 12 12 10

No. of pairs copulated 12 12 12 10

No. of pregnant females 12 1 12 7

Copulation index (%) 1) 100.0 100.0 100.0 100.0

Fertility index (%) 2) 100.0 91.7 100.0 77.8 ( 9)
Estrous cycle

No. of animals examined 12 12 12 12

Mean estrous cycle )

| [ (mq&M%ni%D. 4,2X0.3 4,1%0.2 4.1%£0.2 4.7:£1.4 (10)

rregutar estrous ¢ a
’ Y& 3 1 (8.3) 0 (0.0 0 (0.0 2 (20.0)

1) (No. of animals with successful copulation / no. of animals mated) x 100

2) (No. of pregnant animals / no. of animals with successful copulation) x 100

3) (No. of animals having irregular estrous cycle / no. of animals examined) x 100
a) No. of animals having irregular estrous cycle

Values in parentheses are expressed no. of anjmals examined
Significant difference from control group; *: P = 0.06 **; P = (.01
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) (No. of live pups on day 4 after birth /
ignificant difference from control group;

) )
Table 20. Findings of delivery in dams(F0) Exp. No. 7888 (115-183)
Dose level (mg/kg) 0 30 100 300
No. of pregnant females 12 1 12 6
No. of dams delivered live pups 12 1 12 6
Duration of gestation 22.3 * 0.5 22.3 £ 0.5 22.4 = 0.5 22.7 £ 0.5
(Day,Mean *£S.D.)
No. of corpﬁra IutgaD ) 187(15.6% 1.4) 195(17.7% 2.5) 193(16.1% 2.1) 103(17.2% 2.9)
pan *S.D,
No. of impl(ﬁntatLgn Bi§es 170(14.2% 1.9) 166(15. 1% 1.3) 173(14.4% 1.2) 85(14.2% 3.3)
ean =+ :
No. of pup%mborn_*_S D) 157(13.1t 2.4) 153(13.9% 1.5) 161(13.4% 1.9) 79(13.2+ 3.2)
pan *S.D.
No. of live pups born (Mean +S.D.)
Total 157(13.1% 2.4 149(13,5% 1.5 158(13.2%+ 1.7 70{11.7+ 3.7
Maie 75( 6.3% 1.9 77( 7.0x 2.2 82( 6.8+ 2.9 34( 5.7+ 2.3
Female 82( 6.8+ 1.8 72( 6.5% 2.5 76( 6.3 2.9 36( 6.0 1.8
Sex ratio (Mean =£S.D.) 0.99=% 0.4 1.46% 1. 41 1.51% 1.09 0.95% 0.34
No. of live pups on day 4 (Mean +S.D.)
Totalp P Y 156(13.0+ 2.4 146(13.3+ 1.4 157(13.1%+ 1.6 55(11.0% 2.
Male 740 6.2F 1.9 75( 6.8+ 2.3 82( 6.8+ 2.9 28( 5.6k 2.1
Female 82( 6.8+ 1.8 71( 6.5+ 2.5 75(6.3% 3.0 27( 5.4% 0.
No. of dea Mpups_*_S D) 0( 0.0% 0.0) 4( 0.4% 0.7) 3( 0.3 0.6) 9( 1.5+ 3.2)
ean *S.D.
No. of cannibalism 0( 0.0+ 0.0) 0( 0.0+ 0.0) 0( 0.0% 0.0) 0( 0.0% 0.0)
(Mean £S.D.)
Gestation index % 1) 100.0 100.0 100.0 100.0
Implantation index (%,Mean*S.D.) 2) 91.1 X£10.6 86.4 +11.8 80.5 £ 9.6 83.0 £17.1
Delivery index (%, Mean=+S.D.) 3) 91.9 * 6.9 92.3 + 7.9 92,9 + 8.4 92.8 + 4.9
Live birth index (%, Mean+S.D.) 4) 100.0 *+ 0.0 97.5 + 4.7 98.4 + 4.1 80.0 *21
Viability index on day 4 (%,Mean*S.D.} b)
TZta| Y 99.4 £ 2.2 98.1 &+ 3.3 99.5 + 1.8 89.6 £15.7
Male 98.6 = 4.8 97.2 *+ 6.3 100.0 *+ 0.0 91.0 *+12.4
Female 100.0 = 0.0 98.7 X 4.3 98.6 + 4.8 88.3 19, 3%
1) (No. of females with live pups / no. of pregnant females) x 100
2) (No. of implantations / no. of corpora lutea) x
3) (No. of pups barn / no. of implantations) x 100
é No. of Tive pups born / no. of pups born) x 100
S

no. of live Eups born) x 100
cP=0.05 *:pP = 0.01
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Table 21. Body weight change of pups(F1) from rats Exp. No. 7888 (115-193)
Unit : g

Dose level (mg/kg) 0 30 100 300

No. of litters 12 11 12 6

val Mean * S.D. (N} Mean + S.D. )] Mean * S.D. ( N) Mean = S.D. (N)

ale

Days after birth 0 6.9+ 0.8 (12) 6.8 = 0.5 (1) 6.6 £ 0.9 an 6.6 + 0.6 ( 6)
4 10.3 %+ 1.5 (12) 9.8 = 1.6 (11) 9.9 £ 1.1 (12) 8.3+ 1.7* (5)

Female

Days after birth 0 6.5+ 0.7 (12) 6.5 £ 0.5 11 6.4 £ 0.9 (11) 6.2 + 0.5 ( 6)
4 9.7% 1.4 (12) 9.4 + 1.7 (11) 9.6 = 1.1 (12) 8.2 £ 1.6 (5)

Significant difference from control group; 1 p =0.05 ** p = 0.01
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Table 22-1, Summary of gross findings of pups(F1) from rats ( sacrificed, male ) Exp. No. 7888 (115-193)
Sex: Male

Dose level (mg/kg) 0 30 100 300
No. of pups necropsied 74 75 82 28
Organ Findings

BESPIRATORY SYSTEM

lung brown patch/zone 0 2 0 0
DIGESTIVE SYSTEM

stomach red patch/zone 0 0 0 4%
UR{NARY SYSTEM

kidney dilated pelvis 1 0 0 0
Significant difference from contro! group; ¥ p = 0.05 **; p=0.01
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Table 22-2, Summary of gross findings of pups(F1) from rats ( sacrificed, female ) Exp. No. 7888 (115-193)
Sex:. Female

Dose level (mg/kg) 0 30 100 300
No. of pups necropsied 82 71 75 27
Organ Findings,

RESP IRATORY SYSTEM

jung brown patch/zone 0 1 0 0

URINARY SYSTEM

kidney dilated pelvis 0 0 1 0

ureter dilated Tumen 0 2 0 0

NERVOUS SYSTEM

brain brown patch/zone 1 0 0 0
INTEGUMENTARY SYSTEM

skin nodule 0 0 0 1

Significant difference from control group;

*:p S 0.05 *:p < 0.0
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