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W& 5 OE MRIZAREE 5 Bl BE S 1001~1005, 1101~1105, 1201~1205, 1301~1305)
IZ2oWT, HETIIWE 4 BizHtess T BIET, BoBE S OBV IRICEEE 5~7 6] @)
W& 5 2001, 2004, 2006, 2007, 2008, 2009, 2102, 2105, 2107, 2109, 2110, 2201,
2202, 2205, 2207, 2208, 2209, 2211, 2301, 2302, 2305, 2308, 2311) IOV TfT»
fo. 1754 MEOEMWITR S 43 BB X OUNEIHE 14 BIZfTo 72, BT RIOFHRER
BRI, EWESOBVINRICHEE L. BEHMPOREILX, REH% 30 0Lk
L, BIZX VREOHHEMELRWE SEE L TiTo 7.

FEMIREIRBIEE
HIMENERTIY, F—URNOEBIIOWTEEL, HMx, fEE, WHITE), &

BELCERERFOFELHGEL, &L £, r—S BB L, HL
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14.6.
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5, HOF X, BRERS, B, LE, $FEORE, RIRRE, BHE, KK T,
PR, ARER, FIARASEE, RIBRBIVIF LT L—IZ oW THEL, THLE. &b
F =77 4=V FEEBEOHRRT 30 cm DR INLDEPERKSZEEL, BLE
WL 7R a0 D 3 HEA—T 2 7 14— RN TOBOMEE, hEsh, &8, 6,
BT, BITRE, iR, ¥EMTE), RETE, REREF, FEERLUBHRICS
WTHEL, b ERDEE, BREERGS LUYERER B2, kL.
% ORI 2 ERR B RIS O8I

LAY, BEERS, MERE, BREOSBIERERGEREL, L.
#2h @i

BB AOWTIRTF AN v a A=Y (T a—x =TV 7))
ZRAVWTENEN 2 EREL, FEHEZDEL-.

BRESEHE

CAS GHyFPE¥) ZHAVTEBNCHIELE. 144.1.0°5 144A3JHOREKRTH &5
B 40 53) \TRIEEZBLA L. T—F DINERRIZ 1 L L, £5HERIZ 10 280
1R & L7, BRI, RAZRUTIRE, AIEZOBEE L~UIFRTA b)) A X%
AFER (PA-1, KBEREER) TRBXZ£70dBIZRD, LiEEESTR (NA20, RION) %
BAWTHIEL, L7

G-

REUIZIBCAT 14 B EOMEEMBE 21T > 7o & FRENOBEL 1 X 1 Thi 14 BEk
FESYE, B8, BREEBERPORFHEELZ b TRBRIE L, EORLZEIRO
R&LT-

HEEBRERIIRRA B E TITV, BIFHOROBEH L TR R EEHEER
Bl LTEAREZRN L. 7, HASBEYRMPOREHEYN G £/2X5 8
LIS R [(REENZ RIS BN = 100] ZHHL
7z

ZEAERDP SRR OVWTRER [(RERRYEBEFIEEWE) x100] ZEHL
7z, ’B, V774 MEIOWTIL, HERBES LURE L Em L1227,

BRI X RHAR OB

RHEDBIER

THREMWII 2 TR ST,

BRI RRBOBE LT o 7. DROBERRE R 20 /25 25 B OFHE] 8 B
30 43~10 BRFDRIZATVY, Z ORFBIFIZOEITET LTS Z & 2R LB LT
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St BRA L B e T TRED, TORZLME 0 B L. 0 10 RFaiR
OB ERBLIDBAIIER 2ok 0 BE Lz, W5 5 BICEEMIIWERAET L,
BAEER L UERBEZAARNICEEOR LR . £, MRYE (%o
AOFEA B DR BOFABZRUZBE), ZhR [(ZhReEwl ZRHEW
) x100], HWESR [(ERHENES SRR x 1001, FERE [(BRRE1HRA
FE) x 1001, sy [GRIMERE EREE) x100), AR [(HEARE #H
ERE) x100] ZEH UK. R 25 BICHY T 5 B OFRT9 K TITo oA bh i
ol B BWES 2204, 2210) IDREMHIL, FEZ 10 vol%lifb” E=T AK
WRTHRE L. ZOHRE, BRESED LR, HMRRRIEHELE.

HAER (F1) 0%

HER, HEREK (EFERIECR) 23~ HAEROMRIZHEL, B#EIcH
e (HEHAREC MHARE) 2BEHLL. T, ARBEORELRS, BEWEIC
NERERBER [OMREFR 24O HERE BEHARE x100] ZHB L. £,
HAERDOEET, HAER O BIT 4 BIHREEERZEFRF (PG2002-S) ZHAWTHI
EL, 1 BOMERRFESREZREE L.

AR 4 BE TORBTHBMPIIER, HEROEFBLIUSECREEZHERL, £HFR
IZ oW TII—RRIB 2 B U, MAERITHAR 4 BIC2f2 ——7 VBB T CThun %
I SH, BE - MBONIRBIEXTTo . WEBRTORCRIIT T KCEEL,
BE MSONBEREER L. £, HERD 4 BAETFE [((HE 4 BAEREH
PEAEIRE0 x100] ZEH L=

ERERIREL

MEFRE, MKEFERER L CMERELEREL, BB ITBERS LI oR
BREF (B 544 B, Hf: HRES B) BXOYT 71 MEOTIKREF (BIHE 15 B) I
EhE L7z, HEIBME B OB VIEIZ 5 B, 7 T4 MRS OVWCRn L.
MR BNET, BoBMESOIFVIEIC S FHRM L7z, 72720, WE S BT 5%
FREED 1§ (@MpES 2004) TiX, BIEREFCBRMmATRIZ35H L7z FOB Bro M iz
K13 LE2 DNARMBERD hicizd, BlEF—F FEibdgs e L. iz, 20
mg/kg BHOBIEN R TH -7 1 il @MHES 2109) Tit, EFRFSEIZ L VM T
Eladole., TRHLOBREHTH, RECHOEY EWHEF 2001, 2104) HHEEM
L, 5 BlyoT—4& & L. 83k 16 BSRGRE, ——7 VKRBT CHEL, BX
B> HERf L 7=

MmRFRE
FiEEER] (EDTA-2K) ADEMmME (2t /3y 1D, BAtFTE) [cHkfli%
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B L, WA MG AR (ADVIA 120, /31 ) 2V T~ k2 U v ME (HCT:
RBC, MCV LV EH), ~E/ v E HGB: V7T A MESuUEE), Fifu
B RBC:2 AEL—¥F—T7u—4A PX M) —1), FHROIFAETR MCV:2 A
Er—F—T7a—41 A M) —E), FYRMKMERE (MCH : HGB, RBC X1
BH), FHRmREFEE (MCHC : HGB, HCT XYW EH), Amik¥k (WBC:2 &
El—¥—vu—44 b2 M) =), AMKESE (XA —PREICI DT
a—%4 " A M —ERSLU2BEL—F—T7o—34 b A M) —¥8) BLUETFHEREK
(NEUT), Vo %8k# (LYMPH), HBR¥ (MONO), FEAEREL (EOSN), IHEEERE
(BASO), KAEUFEREE (LUC), M/ IMREK (PLT :2 AEL—¥—T7a—31 b2 |
U—i) BIUMERMEKE (Reticulocyte : RNA EIZE B L —HF—Ta—H 1 b X |}
V—ik) #RIELE.

BMERE 5 RITFRROEEI TRIE L7228, BIRMRBHRIEAZIERL, A/ -7V a
YUNR - XAFRE LU TRIF LT

MR EEERERR AL

FEER G.13%7 = 8 b ) U AKEIR) AVERLE (X V=2 M, TNVE)
MR AR L=, B EHAZRE I (LC-06SP, FI—FT) %MV T 3,000 rp.m.
(%9 1,680 x g) T 13 2YRHEO508E L T2 REIZAV V2. £ BiEEEREE
TELERB (STACompact, B =) ZAWVWTT e hr BV (PT : MEELRIER)
BXOEHLES ba o RT T AFURRE (APTT : BEERAMASR) ZHlE L.
A LR

EEEERER - SEERIAVERLE (kv 7 0D, FBKEFELE) IChikzit
U=, ZAZEEEAHECE RL-100, FI—KIL) ZHAWTHEIE, 3,000 rpm.
(%9 1,680 x g) T 7 SEHELoyEE L TAILEZRECH V. STRBEA(CFEREIT
B (B3 7170, BMBYERD 2AWVWTKRER (T protein : Biuret i), 747 I
(Albumin : BCG ), A/G MEARRBLGTALT7 I L VEY), mFE (Glucose :
HK-G-6-PDH #£), H#REA5 (Triglyceride : GK-GPO 7 V £ o —/ilkEEL), #a L
25 11—V (T. cholesterol : = L 2F 0 —/LA% & —+¥ HDAOS %), REZE# BUN:
U L7 —+¥ GLDH #), 7 L' 7F =2 (Creatinine : BESRIE), ¥V /LY (T bilirubin :
N RERR(LE), #ABHER (Total bile acid : BV 1 7 V) L 7HE), TANRTXUEE
TI) S RTx5—E (AST: BR-UV ), 75=73I /) b0 AT725—F
(ALT:BER-UV ), TAH U ARRT7 7 #—F (ALP:P-= bu 7 ==/ ) VBREERE),
v-INEININTF U ARTFZ—F (Gamma-GTP : L-y -V F I N3-HNARFY
-4-NA 1K), #NT DA (Calcium : MXB ¥E), ##Y >~ (1. phosphorus : PNP-XDH {£)

%, SESEREMERE (EAGR, 7y FU o) ZRHWTH MY 7 A (Sodium : A
-19 -
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FRIRERE) ZREL.
RiRE

539 BT, BREELNENS GIOMHEW) @WES 1001~1005, 1101~1105, 1201
~1205, 1301~1305) IZOWTHKREZIT>7.

BRIz D, Ailik%E 20 mLkg OFBTHRAROREL, ¥R - #KkOFETT
BRy—VEAWT—RR FEAPOFATRIINET ZHERLE.

pH, ¥l (Occultblood), % b A& (Ketonebodies), ¥& (Glucose), EH (Protein),
Uy (Bilirubin) BLUT oY J—%4" (Urobilinogen) 122V THE, ——AX
RRERBE N-"LT (AT 4 97 RSG, M T AT 40 2RV, ROWE
& (CLINITEKS500, /A i) THEZIT- .

RE GtB), & (B BIURBRERER, sSLHA3REME (LC06SP) %
BWTR% 1,500 rpm. (89420 x g TSoRRLL, HERBIUEREIZHBEL-. L
EEHAVWTEEBEMESEE (EAGR) THMI T A, 1) v ABLUEREREY
BIE (AVBIREEE) L, LB RESIVREZAVWTTRIVA, BT A
BIUEROKRERMRZEH L. [RENETE (Osmotic Pressure) 1%, HERRZEERIER
B (Osmotic Pressure AUTO&STAT OM-6030, 7—2 LA 777 FU—) THIE CKR
BT Lz

REFIRE

B LIUREEREE

HRRTIE, BoNE, N SABIUSEER, B, M XUERONE L Il
m, FaRE, MERERS L OVERREE 2 oW, SEBOMEBRBIUSREELREL.. £TOR
RAIRBICOWVWT, By, K& &, BIRCEEH L. £, L2 Togmic
DVWTEE, TR, U UoE (BRI T9), mRiR (TR T3, BF, KB
B, B WE, KBEBE), MR, JF B &S0 £AAEAER), O, B
Whg, EEUME, &, &8, B, +21#5B =B BB 5B &R a5 TR B
R PR, N, B, RERE FEEE AUSIAR, ORR, FE, B IRK @EEEal),
N—F—fg, B CORBY, /M, W2 ET), TEE FiE G, W, BN, BB,
AEAE, KBRS X AR CREERENRD bN-EE - k% 10 vol%PHHEER
N=Y R, BRERBIUWEEEIT 7 B CRIERE L%, 10 vol%itiEfr
<V RIZEE L.

BEHEEIZ, FEEENEHESHRE PM400, A 77— L F) ZRAVTHEEL,
FOREZFE L. BEEZRELZBEIC OV T, REER/AKEL (BANER)
EELNFUBRBOAERIVREREENCEHL: [((BIEER FRADOEE) x
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100].
OxEEy

43 AR S%, YA»HH 16 FFER SRRz — 7 A BB T Tl db 5V 3K
MEHFE ST, BE - MROWIBBELIT o5, B FIR O g B
B B, BEBIUWRGEREZHEL-.

@B LT

5%k 4 BORER, FRHHH 16 REEHER X87-%Ic—7 VBT TERLLH 5
WITHIMEZ S S BT, BE - MEORBREREITo/-%, K B, LB R B
i, PRI, BIRRSXUSIRBERLZRAE L. B, FIRRHIEARKB SUBEKRREEH
~7e.

ORR Uiz ol (BHHES 2203)

52 HER 5O R, =— T VHE T CHLEZEFESE, BE - ABRORNIRRELZIT-
7=,

@BERDBOBD DIV @SS 2204, 2210)

IR 25 AIC, =—7 VBT CHRILEZRIEEE, BE - HROAIRBRRE T o 7.
FERAZR, BRENRD LN T ORAR L HIE Lz
&V T 74 MEOHE ,

BHE 14 B DA 553 16 BERER S8 -8 — 7 VBB T CHRML#E, BuhZRse
&4, BE - ARONRESRYIToE, B R DR R B R BIE,
BEBIUWR LAEREZWEL:.

OraaZ @y ]

B 14 B OFRH5HH 16 RFEHER S/ %I —7 LB T CHMm#, BuhZe3sE
S8, BE - HRORBEREEZITo%, K MR U R BR R 8FB
JUUREERZHIE L7-.

REARERE

FERIZES T 28I SV TRERRSERE 2 £ L7z,

KB, BRI TRT 74 VEREERL, ~~ bV ) Ve md U RA L.
SBRIT, REOEE, BEICOVWTREERL:.

2B, BRBIUKRE KISV TIL, PAS ~7 FE VY U BRERBIU~NT b Y
Yo F PR L, N bRV A U REER TR E T REL,
@, ®, @BLUGITOVWTIIPAS « ~v bH Y VIREEARTH PR 70 (I
F0) FRELREY . £, OBIUVGISWTIIEHAERONR, B, RS
LB R ER SO EBREDN- -, BRI UHAER LEMESOE VIR
2% 5 B oREE e L.
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OtRE L S V7o

RIBEE L BAERD 5 5 @HES 1001~1005, 1301~1305) DLEEREIB LT
LM OB TR D REWETHRS (B BE S 1009, 1105, 1106, 1108,
1109, 1206, 1306~1312, B : Bhi&ES- 1010, 1105, 1311, IRTE : BMHEE 1209, ¥F
B EEK - 8E 5 1112).
@B LT

KRR L BHABRREOS 5 5 @RS 2001~2005, 2301~2305) DLBEEREI L
NS OB TR D 7 RE R ETHLRL (Bl 8% 5 2006, 2103, 2111, 2206,
2207, 2208, 2211, 2306~2312, HafR : BYE S 2103, Al : BMpES 2209, IRE : &)
W&E 2107, 2206).
@R Ld Tt (BMES 1203, 2203)

g, FE, PR, BE FBRLE BRBIURIZIR
DR RIS BR ol 0E @B ES 1204, 1210) BLUHRFRIONM (BE

52204, 2210)

B, 78, IR, BE BRLE BEBIUINIR
&Y T T4 MHOMERE

2EERE.

BERHARYT

RE, AEENE, BER REREE, THOMEY, BEE BREE, HRHE,
RS, RS, thtk, B, HAESR, R ARRERERE HERD4 R
AR, FOBREE (B, BFESE, b byl BREES, SRR, @
WA, MREEERERER, DA LFREE, RREE (RE, SHERBIUTR
B3T), BREERRIUHEERIZ OV TIZBERHIBIEFRUIIRE, BEFNIBartlettD%
SEREPEER L. ZHHOBR-SIDunnett DS EHEHRR T TR b 5
DEEEXRE L. BartletDZESERE TRENBOBATISteel DRE THFRRE &
BBREHEOREELREL.

HEER, ZRRE IR OVTI 2 REZ AV

REMEMREER, b bR, BER I USR 2R GHSERBERONTEY
ORIFIZH 2 EENBRRISOBROLIER, FIRETRE L UYREAERSRT R ORERIC
DU T HiFisher D EHHERRELE ) TRE LT

IREBRRERTR O 5 LB E R S CRE ORISR b pTRIL, -% 1],
+1 @RE) & 125, +2 (PEE) % 13), 3 (BE) % [4) ITHVET, £, BF
TR A 2 NDE AT — L OMBIHIRIZ SV Tld Mann-Whitney @ U BRE% L 7=

—RRRREDFT RIZ DWW T OMEHRITII T2 o 72
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BHE/KAEIT Bartlett OZSBIREIZOWVTIE 5%, FOMOBREIT 5%BL TN 1%0DH
AR RE TN L 7.

728, EHRROMARICBST DKL 1 BHELC) OFHE 1AL LTHERL
7-.
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15. HBRER

15.1.

15.1.1.

15.1.2.

15.1.3.

BEW (F0) IZRITTRR

B L U—HIREE (Table 1-1~1-6, Appendix 1-1~1-6)

MEREL %, FETEMITTED bR o7,

—RRRREDEA L LT, HETIY, REHRMPITEED 60 mgkg BT 1 4, R
BHT 54 MEOXIREET 1 BRI, METIE, BRSHRPICHiRzl X UYMES
20 mg/kg BETREI—D 1 6, 60 mghkg ETENEN 2 BX T BllcBEShiz. 2, [
BRI & b —REIREE OB LIRS Do To. BB SN —RREEOE L
DOWTFNLR, DEFRICORRATHY, iz, BAERTIIRANEDONRZN I EH
b, FRYWERSICEEL2VBRREROELLEZ DI

{KE (Figure 1~4, Table2-1~2-4, Appendix 2-1~2-4)

HETIE, MERRE L HR 200 me/kg BECHRE 36 B LSRR SHIRINE TR E THRERHFRIIC
BBEREENED LN, #5105 43 BOFEENELEEEZRLZ. V771 M
T, 200 mgkg BETRE 29 BUAKE, EHEHARINE T CEEER £/ BB RIEELZ R
Liz. LavL, BHEHIRIFROEERMEBIINEEE L FRE Th /.

WETIT, XHREE & X200 mgkg BETHRE 15 BICEEFERASRZD O, #5105
15 BOKERNE HEL 22FAICH -7, RN I OWEMR T, L
H~2 200 mg/kg B CIE < 72 DM E 7SR FRICE EREEIRD b, HRAEO
KEMNBLAEREEER U L L, MESROEERMEIZI IR & 2358
DR oT. T 54 MEETIL, 200 mgkg BETERS 29 LK, EEMBHET T

BEREEERL, BREMROKERNEGIEEL R L. EEROFERMRIZIX
XTHBEE L ZIIFRD b o7

fBAHE (Figure 5~8, Table3-1~3-4, Appendix 3-1~3-4)

HETIX, XHHRRE L B 200 mg/kg FETRS 8-15 HOYH | ABERBHAFICHEER
ForfE, #5 29-36 B | BIEERVARZIEMEETL, BE 1-15 BORBEEERE
DEEREE, %5 2243 A ORBEEEMEL RBERIZH o1 7 T4 METIE,
200 mg/kg BETHIRE 22-29 B LTR29-36 A DY 1| ABERNFEREEEZRL, &E
BRI O BEEEEIMEL B EAICH 7. EHEHIFTIX, 1 AEERS L UR
REEME - HICEIRD ORI o T,

MEDAECRTAARIR L OVRE R I3, xiHRRE & R E R 53 L ORICHETFRIRAE
BEIIRD N 7. R TI, XPREE L H= 200 me/kg BETHAR 7-14 BB X
T 14-20 B O | AIEAERR S O HRIE P ORBREENFEREEE R L. ¥
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754 FEETIL, 200 mg/kg BETHR S 22-20 BE X 1029-36 BOVH 1| REERBAER
KEEZRL, REYETORBEHENMEL 2AEMICH -, EHEMREITIL, <HHRE
L ORI FN A BEITRD oo T,

HaEBERoRE (FOB)

SERIZERBIER B X U 4 ORI 2 BB UG OBEE (Table 4-1~4-4, 5-1
~5-4, 6-1~6-4, 7-1~T7-4, 8-1~8-4, Appendix 4-1~4-2, 5-1~5-4, 6-1~6-4, 7-1
~7-4, 8-1~8-4)

SHHIZMERBERICET, BETIL, 200 mgkg BETHRE 37 B 07— UNEBOBEE
2, BEEICER LT o7z E T T 2B ORISR L~ R AR
BEREEERLEL. F—72 74—V RTOBBIZRBNT, D5 F D ILEOERA 20
mg/kg BEDHETHR S 2 BL 37 B, 200 mgkg HOBETHMTINCERERBIE, X272
LTOIMH EA Y B, 200 mgkg BEOETHE 4 BICEERIEMEEZ R L. JERE
13, 20 mg/kg BEORETIYE 23 H, 200 mg/kg BEOHETHRE 43 BICHREM, B3k
1%, 60 mgkg BEOHETR S 16 BICHBEREMELZ/R L. 47 74 METIE, 200 mgkg
BEOMT, F—7 27 4—/V FTOBEIZEWT, 2hE Y i boEEnsks 37 A,
X xR LTOMH ER Y EERERE 2 BLO9 BIZ, WTNHERREMELZRL. Z
NOFEMERBEICBOTAERESRBO ONERIX, WTNbREAMEILD
WTEY, T, EHRBEL YT I/ METHRL T 2RWED, HBRWERE L D
BEEI T2 T En .

% ORI B EBBERIGOBIE T, 7 74 MRSl L bICHEERY
BHREOREBLEZ bNARICOEIERD bR Te.

B @ik (Table 9-1~9-4, Appendix 9-1~9-4)
PT T4 MR EDMHEOWTIZEN TS, SR & SR E 548 L ORI Thil
el L OB DB EIIZRD bz o7z,

HEER (Table 10-1~10-4, Appendix 10-1~10-4)

HEOF SRR T B TiZ, JEBBAT A 60 mg/kg B CRIERLAR 50-60 />0 B HEB)
BB REEE R L. 3754 METIL, *REHIH~<200 mgkg BT
B 5 IR TREOEIERSAE 30-40 458 L UEHERIRHE TR OBIERLA% 20-30 53D H
REGHENFEREEER L.

HETIY, WE 4 B OBIE TR & SRWER 5H L ORICREFREEEIIR
HohhoTe. $F 54 METIE, FHREATHA 200 mg/kg B TREHIRIE TROR
TEBRSAT 1020 2336 L T8 30-40 Ly BRSEB B A R REME, EEHIRHE TRORIER
1A% 50-60 D B R ESESHERBEL R L.
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INHOERETRD LN RBEREL, EERBR LV T 7 METOREHHT
B LBE TR, Eie, W BREERER 2V Z & 00, HBRYERSICEE

DIRVMBEFERIREL L HBT ST

HRRRRE

M2 (Table 11-1~11-4, Appendix 11-1~11-4)

HETIY, BESHRHETRT, SHREBECHA 200 mgkg B CHERMERRIMEFHICHE
BIMEMEER L. #Dfth, 20 mgkg BBV T HBRMERENFRAREMHEE R L2,
FARIZHG LRWELThH oz, FT7, 200 mgkg B CIHHEREREENFREREEL T
L7278, FHARERMIZEIGRD SR, WREEREORE L ITHM L2
7=, EEHIERTRTIE, 754 MED 200 mgkg BET~~ R 2 U v Ml, ~E7m
vV ER L OHRMERESSHENICH B RIEE, AmeRkE, U5, /MR X
VBRI RSB FICARREMEE TR L. £, 200 mgke B THERENSEER
BEZRLUEDR, BRI THY, SEBRWERS OB LITHN Lol

WA 5 HOMETIE, SFREEC 200 mghkg BET~~ F 7 U v M, ~ES B E VR,
FRMERE, FIIRMERARE, VMR R ER JUMERMEREI M FRNHER
B, MM EEREEZR L. 60 mgke BT FERMROEATKENFERE
BE Rz, [EHERIRRE TR CIX, 4754 MEED 200 mgkg BT~ M2 U v ME,
~ES 0 YRR L USROS AR EE, FORMERD ARRE, /MR LU
WRMBRERFERBEER L. £, 200 mgke BE CIHEREENFEREME LR
U722, HREREICEIIRD bRl &b, HBRMEREORELITHETL
ot

M REEBERAS (Table 12-1~12-4, Appendix 12-1~12-4)

HETIY, REMEK TR T, RBECHR 200 mgkg BT b v U RIAER
THEMER U, [EEHIRR TR TIX, 3754 MO 200 mgkg BT b Y
SRR A BN R LT

W 5 BHOMETIE, HERBEIZHA 200 mgkg BE TIEMEALERS b u VRS 5 AF R
BEBREME T L. BEME TR TR, WTIhoREERBIZLYT 74 MEOXR
FRRE L 200 mg/kg BEDRICEITIFRD bhiadoTe.

MmEAE(LFHE (Table 13-1~13-4, Appendix 13-1~13-4)
HETIY, BREWEETRT, SHREATIE 200 mgkg BT LT F= U MEEHFRIIC
BREME TANRGELBTI ) bR T725—BBEIRTIF=0T3I /) FFUA
7= T—P0EEER, Y VIANEERIEEEL R L. 72, 200 mgkg ETR = L
27—, REZEZRBICTNAN Y 7+ R 7 7 F—YREEERZRLED, WTh
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H 15 @EE 1302) OREESE L KEVWZ LITERLTWSEEZX O, ]
BYWERSOREBLIIEX 2ol TOM, 20 mgkg BETT VT IV BREHFHICHE
BEREMEERLES, ARG LZ2VWVELTHY, RBRMERSORBLIIELR
otz EHEHIRE TR CIE, Y774 MED 200 mgkg TR VAT 1—N, RE
EBEK, JVTF=L, TI=UTI) MU RT7 25—, y-IAFINVEFTFT AR
TFE—BRBILCINVT Y LAREEREEEZR L. £72, 200 mgkg HETRE Y L E
VISR EREEAETR LS, BMRELTHY, HRYEES OB I LR
7=

HE 5 AOMETIY, JRBEL 200 mgkg E TR L AT E—LBLRI LT F=
VAR H B R ERY L, TR UARBEITUN ) VARFEREEERL
7o, EMERARIETEETIX, 35754 MEED200mgkg T/ LT F=, TF5=0T 2
I I URT 2 F—EBREIVIN LY LRERREE T M) DABLON Y VARE
BREELZRLE.

JRBRE (Table 14, Appendix 14)

SHARRE L Ho 3D 200 mgkg BECIRE, 7 bV U ARER LUMHRIE, HEREYR
BN A ERBEE IS VERICH o7, S HIT, BED 200 mgkg BETITRA
BRHREICBOTRERBIUEASRIE SN, Zofth, BED 20 mgkg BETH Y VL
RERESABREMZR LS, BRIHELR2WEETHY, BRWERSORE
LIXEZ et
REEIRE

SYEEE (Table 15-1~15-4, Appendix 15-1~15-4)

HETIE, RSYFHETET, *IFREE L K~ 200 mg/kg B CBBOERRMH MEMIC
HY, EAEENHEOCARRBEELR L. £, 20 mgkg B CRIBOERER
LU ERIHRH AR B REMEZ R L7, AEBCRISLRWELThH-72. £
Dfth, 200 mgkg B TIIHROXERESFREME, K MR 8% BRBIURRE
HEOHMNEENARLBEL T LS, WThbHREDEFEICERTSEELTH
D, ERMERESOREL TN L o7, EERERE TR TIL, TERBEL L~ 200
mgkg BT, B, WIBR, AT PR BRI LURBEBEOBNSEESARLEEZRL
2, WP HERR B OEEEICER LB & HEr L.

WE 5 BOMETIE, SHEREEE 200 mgkg B CBROEERS I UHAIEEN AR
AR Uiz, £OM, 200 mgkg BETHR, fH X ORI OB EEN AR LHIE
BARLEDS, W bERBOEGKERICERTIEMTH Y, SEBRMERSORERLIT
HMT LiedoTz, BHERIENE TRECIY, XHBREL Hh 200 mgkg BT, LIOEEREN
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BEAKME, B, FHE, PR, RS X USPROMM ERSARLREEEZ R LS, W
T HFIR A OEARICER LBk L1l L.

H#FTR. (Table 16-1~16-4, Appendix 16-1~16-4)

B ESHIRHE T R OMER L UWHE 5 B OMETIE, TA2B(ke LT, BigDieX (Photo. 1)
25 200 mg/kg BEDHE 6 Filds LUME 8 BT, #fafk (Photo. 1) %3 60 mg/kg BEDMEHETH 1
%, 200 mg/kg BEOHE 12 B (£F1) B XL UM 11 FliZBERIN, WIhoRTR S 200 mg/kg
BEOMERE TR B LR FIC R B R R BB OBMEE R L. X 512200 mg/ke B
DOHETIE, BROREEB L UERORKASR—O 1 plicBEs. T, BiROE
FED3 20 B X 1200 mg/kg BETH | BUTBEB STz,

60 mg/kg B TR GNTZZR Uinh o T HERES 1 B, iR Z AR SR/ o 78 2 B
BLUMHRRRIL O 2 51 TiE, REFTRIIZED bRk,

BIE AR T REOMERE I, BRI 200 mg/kg BEDRE 5 i3 L UM 4 FlicE
823N, FERREEOBENRD DN, & 512200 mgkg BORETIE, BHEOEX
BLUHHROREIH R TNTH | BITBR I

FOfh, BeEHIRHE TR X UEERIMG TRSIR CRE SRR, WihbH
EHDITHREELTH S0, HRHCLRDONIFRTHY, BRRELOE/L
EEZT

#AREPTR. (Table 17-1~17-7, Appendix 17-1~17-6)

FHRE RS S BT RERS L UOWHE 5 B OETIE, BIICRW GEALRME LR DZEaE
£ (Photo. 2) 2320, 60 33XKT200 mg/kg BEDOHETENENL, SBI 1241, HTE
nNEN2, 6 BXU 12 FlIizBIEZE SN, 60 mgkg LA EDEERET, R~ FFEA
KRERREBEHORMEZRL, FIROEBRENERICER L. AT, iDhRaE LR
BB X ORMEEA (Photo.2, 3) 25200 mgkg BEOMERET 12 HleplicBiERsh, A
ERRBROGEMEB L UBREORMIGED b, FERAO—IBTIIRFRBYBDOX
EZIHDIVNIT nwF U BRREY—Th D%, FIRREE L HEENICELMRE Y
AT 5BLE ERMBIE SN (Photo. 3), #ik3 2 EHERARIK TR CIIEIROMIIIFHF
MEAETHHE4E MRS L EBCHBEINE. SOIZERTIE, ~ LREERAE
LERAER (Photo. 4, 5) 74360 L Tf200 mgkg BEDHET S BEI 124, HET6RBI W
1260z, HLERREAE LR DG ZAE S BR (Photo.6, 7) 23 60 35K TF 200 mg/kg
BOMT2RBEIU1 4, HT4BIWR124IZ, BFMHEE (Photo. 7) 23 200 mg/kg BED
HE 10 Bl L UME 7 Bz, RAVEIE (Photo.2) 73200 mg/kg BEODEE 7 Hil3 L UM 8 4
I ENnZ. Zh b OFTRIL 200 mgkg BETHERETEDOBEIZED b, 60 mgkg
HETHOW L OPOFRBERREEEZRL, FIROBEIZOWTHARICHEMLE. =

DA, U 2 EBRZED 60 mg/kg BEDOHET 16, 200 mg/kg BEOMERETE 7 B, KEKRiK
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~DOREFIFILE S 200 me/kg BEOHE | BT, SKEREMETLIRSS 200 mg/kg BEOHE 1 FliZ
WP HBEOE(LE LTEESH, VBRI 200 mgkg B CTHELRREBREDOS
EAROONT. Fio, FEILED 20, 60 L 200 mygkg BEDHEREICBIR I N2,
WTINORERETH BRI TR Crie BB ORI b FIE 0L Bl s
Nz, RAEOBIZOWTIE, R 10%UATORT7 o RS bNIFEEERE, 10
~40%% PR, 40%A EOBEEREL UCEHE L7, FFTIL, FRHREESE (Photo.
8) HSxHREER &L TR 200 mg/kg BEOHETH 1 2, JRIFAHIIGHETE (Photo. 10) 2% 200 mg/kg
BEDOMERETHE 1 B, #UINA3FE (Photo. 8) ZS%iAREE, 20, 60 3L 1X200 mgkg BED
HETZENZENS, 5 2BXVS A, HTERTHL, 1, 2BXT4 FICBIEIN. 60
BLR200 mgkg BETOOEFITIE, ZNOORROBENEMRL Ve BT,
FRIERFREMN DOBH3 200 mgkg BEOHET 1 Flic, BRRERRIEM OTTHES 200 mg/kg B
DT 2 PR Sz BHOBRERRE D TTE SR L7 200 mgkg BEOMED 1 §]T
X, REOBBEE X >EECERESBEIN:. BRTIX, Vo UBilEEN 200
mg/kg BEOHED 3 PUCBB SN, £, MIROBEZEMS 20 36 KL U200 mg/kg FEDHE
D 1 PRTBE S, BRI LanRATH Y, ENETREC UiE LIT8ig
ENAELEREOFRRLEE X b, TOMITBRINZFRIL WTINbRERE
{ETH Y, BREDRREE L [FRE TH D0, BBV THLROLNLIERTHY,
HRWER S L ORRETRV L HlTE .

R LMoo Tk, REFRIIBRZEINR) o7,

HRERSL S BR - Te T, SRS 1210 I[ZRIZIROBREZR ) L/ BREENE
B3N, HERRIOMTIY, BES 2210 TIFROBRIPRE D NERZ I h iz,
EEIERBEE T, BRI BWGEARME LR OZREN, ST RMAE LRI,
RAEEAE, ~v VREERAE ERIER, HIRNESE RO LS X, H
FAER L 7 BRiSES 200 mg/kg BEOMHECIHIFLHNTHE SN, AELREHE
ORER X UREOHEENED bz, I 5IZ, 200 mgkg BETIIRAE LR HE 5 5
BIUME | 5, UNBMEORIERME(LIHE 2 PITBEIh, REEOIRIIHETRERR
OB L UOF ROBREOHANFED bz, 228, ITRMEE LR OZEREMR
XUV VERBRAIE ERAEKIL, REMMK TR EFIROBEIRE T, EHERIREK
TRIZBWT, BEOBRBIIZL A LRBD N2 o708, SENRMEE EREFEICIIR
EOBRBRD b, —F, MHEOCRMERAR LUHORTHRECY, BEOHH
PR L. FRTIE, RRMERHERESS 200 mg/kg BEOME | B, H#UINASEREL R
BB LTR200 mgkg BEORET 4 BLTR3 B, METH S FITBE SN, 200 mekg BFOME
D 1 FITIIRE O Ao Tz, F7z, +HBOTS AN 200 mg/kg BEOHET 1
Bz, ERUIMEOEAR 200 mgkg BEOMET 1 FlICBIR SNz, ZOMICBRINTFHR
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Rit, WP LEROBRELRELTHS D, MREICLEBDLNIFRTHY, By
BiE L ORI LS.
ENRBRORTERY A 7 VOBIE T, 200 mgkg BEDOE/L YU MFRENS - D
ipsch i O VR gl N g -1} F A S A eV v Ly ot s e SRR i L
WTNHXREEEFRETHY, BRYWERSORERRD O o7, ki, KR
LUptno T3 K USHR & RO S B 7203 T HEC BV T b BB L SRIZHREE & R
EThoTx.

AFEFEAE R

KR L USZIAEE (Table 18, Appendix 18-1~18-2)

RRIT 60 mgkg BED 1 MTRIET, ZBFIZILI% TH o7, IOBHETIINTIRD
2HIRR L, REREIT100%TH-o7z. I 60 mgkg BT 2 FIARRILET, AR
81.8% ThoT=. MOBTIIVTNLL2FIZIL, ZRMEIT100%TH 7.

HAMEZE TIX, EFEHERAMEZ T TEMISHRRE, 60 3L U200 mgke BECENEN
2, 2 BL3 BlICEBD DiLls, REHEMREREIIZIBD LN, 125,
BEEMAENFRD b 60 mgkg BED 1| BliIBIHROREL R L T\, 72, ¥
PRI b REE & SRR R ER B L ORICEITRD b b o Tk,

5313 L UVEE (Table 19, Appendix 19)

SR E SV TNORSHETHLORBICRFRIIBRIN R o7, 200 mgkg B
OIFYREARIAS 21.940.5 B L xHFRRE L b~ SHEHARICE B RSN Z R L7223, BBz
21~23 BOMHEHIEZ RLTEY, 7y hO—RAREREMOBETHD Z L1 b
BRYWEBREORELIIB IR T, EHOERNE, FRER, HERY HEAR
ERIUWE 4 BOEFRRBIXZIEIFRREL R L, HER, BRE, ok M4
R, HEHIS X UVER 4 AAFSRICHEZEIIED bhid o7z, E 0 BIZFETRA 20,
60 BEL 200 mgkg BETZNFN S, 2 BX U2 FlicBEIND, FAERITHEIZEIX
bR, BBERIIWTHOBIZbBEINR)» o7,

EAEROIAE, FER X UHBRFTR (Table 20, 21-1~21-2, Appendix 20, 21, 22-1~22-2)
FrERDOINFRE TIL, 200 mgkg B TRIEBR L USATHMED | FliTBIZE S =23,
fRIZIIAREEIFBD Do e Z Lnh, HBRYEBRSOFE L ITHM L 2o o7,

FEEZEL T, HHEREL K200 mgkg BT, WE 0 BOEENSHEREL HREHFANC

BRMEEER L

AR ORI ROBTETIZ, 20 mgkg BEOME CHIARSRITIRE 1 £, 200 mgkg
BEORETE2NEA 1 FICRD bivinl, R & OB EMIT R -7, fUDFETR
IZIXREFTRIIRO bhd o (Table, Appendix {Z{30R L TVVRY).
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HE 4 BOSRETIX, FRAXEREE, 20, 60 3L U200 mgkg HOBETENRENS,
4, 0 BLT106, HETENRENS, 3, 0 BLIWRT HIBIZEI N, HD 60 mgkg BT

BRRAEROBIHED SIS, RO T 2AEETHY, WRWERS &
ITEEBRRELTH 7. 2B, RBOLNHE DN, 200 mgkg BEDOHE 1 FIATHHD
BT, MU THEROHEE CTHY, WEOHIRITREE, 20 38X 18200 mgkg B CF
neEN 1 BEOHERIZRDONEHL DO ThH o7z, BROB RILRSXIREE, 20, 60
BLU200 mgkg HOETENTNS, 2, TBXV24], HETEREN2, 3, 28IV
1 FlicBig s nrz. Foft, HECILUMEORGR AR L OBROER, 1Tl R
BRI BRI E R SR TR S,
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16. EBEBLURR

16.1.

RE#RGHEE

TR E 5 BT 5 —BAREEOELIIFRD HiLeh o -, HREBERGREICE
WTh, BRWERSEORELEX LN ABEEABIUWEHEE OERLITFBD LR
hotr.

fKEIE, 200 mg/kg BEDOHETITRSHIMI OB LR L, TR - MBI
KEZR L, FHREE CIHEERIMH RS bhie. 754 METREW TS, 200
mg/kg BEDMERET, FHRBR O & PRI RSB O EBRMER 5L 2KE
WD ONI=Z LD, 200 mg/kg BETORERD I L OIS ER 5
DEELEZ bV, FOROEESFOKEEMBIIMBHLRARE T &
5, Iz L 2AREEOBREBERA RSN

BAER T, 200 mgkg BOBETREMMOIEICHEL R LS, FEHBIZIIR
BLTELT, £/, 774 FETIIALOTIIRVWETHD Z L2 b, #HRWE
BEOREBLIIE X/ o7, 200 mgkg BEOM TREMMO%R IR O/ HEER
DRI X T 200 mg/kg BEDMECIHREIMIZFRD BN KB OWTIE, 3751 M
DRIV T 200 mg/kg BEOMEHE CEERIZRD I TR Y, $BRYWEIREDRE
LEZ DN, T T4 MEIBT B EHEHR OB BIIHFREE & 200 mg/ke B TRIE
EThDZ b, (RECIVEHE LD LM SN

MFEFRETBO T, BETIHRGHIRHE TR 200 mg/kg A TRERMERFEIMEE 2R
L, EHEHIRHE TR TIL, 200 mgkg BET~< b7 U v MA, ~E/ 0 BB LU
MEREAMEAE, WROBFRENEMEE R L. —F, METIE 200 mgkg B CREHMMIKT
Briz~< k27 Uy M, ~Eo U R, ROBRE, PHROERAERE PRkt
FEBIUWEROERENMEEEZ R L, BEHEE TR TIEI~N< 7 ) v ME, ~E7B
B L USRMEMAMEAE, VA RmERM 2 5RRER L UNERMBkERREEZ R L.
IRHDZ NG, EREREIZL Y, B2 5> B, FRIHEIIRS FERL,
14 BREOKEIZ X > THELLREEIIED b2V H OO, BRMERLRHMNL T
WA Z b, R LV EmEEIIEIE L ook 5 LR INE. 2, 60mgkg B
TEERMERMAREMEELZR LN, ~< 7 )y M, ~E/ b BBIUR
MERENCEITR L, EBRWEREIZ L 2R MR & 13l L ehoTe.

MREFEREREIZIV T, 200 mgkg BEOME CIIR G THRIC S v b o B R
IR L, #BWEiRE & OBEHIIRATH S, EHESRR TR CIIERLZZ
Enh, BEHEETAIELEEZ O, —J5, 200 mgkg BEOMECIIR SR T
BRCIEMLERSY b o R T AT U REEIAEME L720s, SRR M~ O LIIEHEFE
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FPMEL, EEHRK TR CIEINBHEFRE T Lnh, HRWHERSORE
[ECAAPE CI (i1 F=F gyl

REEREICBWT, MBI 2 EENRE RO o, FIRFTR T
60 mg/kg LA LD EEETRMOBEIL, 200 mg/ke B TIEANRE. - BIERIRK TR L
HIZBE XN, 200 mykg B CIIREHRTRICERERS®EEZ TR L. M&FERET
13, EACRME ERR OIS, £ TORRYEREIZEBOTEESh, HEDHE
IR L7 RS OBNE L UREDEBE#-> TS Z L b, HRWEEREICX
BRI B EERENRE L E 2 bz 200 mgkg BETIY, EALRME D%k
IEHEDEEATIZE - CRRAIE EROBEFERRD bz, fld, ILRME OZFERE
- BRI LB b e LT, REEEAE, ~ LRBRAE LR H 5 VIILERE
AELEEOIEKR, MFEE REEIR ARE~OHTREILE, RREDEIR, Y
> ERIBED BV ITRHH LMD v, BAEMRME O TIIRBYEOXREEH
BT a~wF U ERRE—TH 5%, AR E L FEEICELHREEZT TS
B FEOHIBa M E S S, BB L~ DR e T A RT RIS D bhvigdo k.
MRAECFRE TIL, BRESHIRHE TRRD 200 mgke BEOET, 7 L7 F=U0N5E1E, &
U o ADBMENE, TRV AT o—ABIUY LT FUNEHE, EEY 2, TR
T ABEUH ) U LHMEEER L. EHERIRE TR CIZ, 200 mg/kg BEORETIR = L
AFa—)\, RBER, JLT7TF=VBIOINVV T LAREE, T/ VTF=BX
VAN T LREME, T P UABLUW ) ULABEEZ L. 61T, 200 mgkg
BOBETIL, B EHRI% THRORBREICIENT, RE, 7 M) U ABRER I ORERIHE,
HRBIEEORME, RESIOEBRROBHIRD b/, ZhbHIWTh OB TO
BIbERB LR L £ 2 bz, BROMBEEEFTROZ 1L, EHEHRK TR
R LTEREOEEZRLTRY, MA{LEREER L, BEHRKTRL V&
TALER L7220, BWORERR CIIEANRMAE MBS L 2Y, BRERICHD Z L
AEBOOLNI. 72, ARROMBFREICBV TR b B Wi X UEIERK
TERZED b - AMmERE, Vo SBREE L O IMRE OB, Wit b BIRERE
BITHES TRV L LR S h T

FAgECIT, BRI THRZ 200 mg/kg B CHAMERIESE S 2\ NI N SFEORRE D
158, 127 v il L B X O D EIRMBEES R S, MRELFREICE
WTh, HED200mgkg BECT ANT XU BT ) NIV A7 25— BBLUVT T=
73 bIURT = F—EREEERER L, FFRIR~OEEWELD B\ e
EEZLN. L LRRG, PEFIORIBD ONEERTHY, ALIRERYE
BEORBLIMETE R, Ei, EHEHIFHE TR TIL, 200 mgkg BEOMERET
TS5 T I NFUART T8, fETy —TNAZ IN T U RARTF A —EREE
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BRUIER, ZOREINS L, FEBESEREICBO THIFCEMRTRIGED b
R Z Ehh, BHEENEEITZ LW Sh:.

728, BEEOERIERRISM TR L OB U o SIBREARTE, VWb BREE
TBRISHEL LR SN, Z0 5 bOBRERREMTTES R L 1 fICiHRE D
BIE L ORRE bR ST

35 L7pino To iR 1 BICIE, ZERAERL Lah o - REEHRE L 5 2PTRIEEED
2y (WA

TR % FRAL SRR T2 2 BITIHERARRSLOREIIFRD bR 7203, tHFME
2 IO 1 B IR DB IR b, SRR ORI B L 72 k&
Ex bhiz.

FOMOBICBESNEFRIL, WThbERED B VITBRIEOEEZE(LTH DD,
HBBIC LD ONAFR TH B ), WBRYRRE L IIE L WAL EX b

bRz 2, YEZHABRFHETIZBWT, CL ZAF LV b TF A4 b H—2711%
20 mg/kg/day PA EDRBEIREIT L Y BRI T2 EIFROONI I 9D, TOEY
ERITME L HICRHEERTE T, 20 mgke/day i & BT S .

AFREE AT

SRR BRI E R S OREIIED bl o . KRB X OMEBIC OV T
1%, 60 mg/kg BET 1 MARRET, B LMD 2 FIDMHRERKIL Tho 7. FHREH
BEFEREE T, fHRRRAL & B Z 7= 2 Bl 1 BIZIPROBRIFMRR OB 280 5
N, TORPHEFRRMOBREHREINE. LiL, RELh o7k 1 B L UYE
PRI OMD 1 B THE, REREIZBOWTHRE L B2 DN DFTRITERD BT, 200
mg/kg % & DMOBETIZILFIRRBB L UORB L TWDH Z &b, 60 mgkg BEOEIRA
FRSLHE | FIZBR SN IIROR BRI L B 2 b, ZRREB LUZREICERY
B#E L OEEEITR O BT SR,

ST, HHREORE IV ThORERTHROONR -T2, FERD
ALREBLUWE 4 BOTR T, $BRWERSICREEL-EF RO oo 7.

HAERDEEEIZOWTIE, 200 mgkg BETHARDOHE 0 B OFEEHHE L b
iz Rl L L, WE 4 BOFEREICIIZETERD bhihotk.

Z oM, RN, HREEER L OBEREIISEBRYER EORRIIRD LT,
HEERY, HEARE, HHBIUHERCLEEIRD o7k

UEDZ 25, CL ZVF iy hT T4 H—271 OREBWOEFREICRKIZ TR
B3, WHEREMIZIX 200 mg/kg/day 5 THROON T, EREEIY 200 mgkg/day &
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Hrsnre. REMORE - BERITTREIL, 200 mgkgday THE 0 RICERFRE
DERO B, EFEEIY 60 mgkg/day & HBTS L.
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Table 1-1.

Clinical observations on male rats

ReproTox study ——-

An-Pyo Center

(20259s )

013059

Page 001
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Signs

Dose level
(mg/kg)

Adninistration period (day)

1-7

8-14

15-21

22-28

29-35

36-42 43

44 a)

(

Tot
1-44)

£

number per group

normal

sacrificed

loose stool
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Table 1-2.  Clinical observations on male rats Exp. No. 9329 (115-207)
—— Recovery study —

Administration period (day) Recovery period (day)
Signs Dose level Total Total
(mg/kg) 1-7 8-14 15-21 22-28 29-35 36-42 43  ( 1-43) 1-7 8-14 15 a) ( 1-15)
number per group 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
normal 0 5 5 5 5 4 4 5 4 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5 5 5
sacrificed 0 0 0 0 0 0 0 0 0 0 0 5 5
200 0 0 0 0 0 0 0 0 0 0 5 5
eye discharge 0 0b) 0 0 0 1 ] 0 1c) ob) 0@ 0 0c)
200 0 0 0 0 0 0 0 0 0 0 0 0

a) The day of necrops L L
b) No. of animals with clinical sign in group
¢) Total no. of animals with clinical sign in group
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Table 1-3. Clinical observations on female rats (Pre-mating period) Exp. No. 9329 (115-207)
-~ ReproTox study ——-

) Pre-mating period (day)
Signs Dose level Total
mg/ka) 1-7 8-14 15-21 22-28 29-35 36-42 43-49 50-52 53 a) { 1-53)

number per group 0 12 12 12 - - - - - -
20 12 12 12 - - - - - -
80 12 12 12 3 3 1 1 1 1
200 12 12 12 - - - - - -

normal 0 12 12 12 - - - - - - 12
20 12 12 12 - - - - - - 12
80 12 12 12 2 3 1 1 1 1 11
200 12 12 12 - - - - - - 12

crust 0 0b 0 0 - - - - - - 0¢)
20 Q 0 0 - - - - - - 0
60 0 0 0 1 0 0 0 0 0 1
200 0 0 0 - - - - - - 0

a) The day of necrops% L L
b} No. of animals with clinical sign in_group
¢) Total no. of animals with clinical sign in group
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Table 1-5. Clinical observations on female rats (Lactation period) Exp. No. 9329 (115-207)
—— ReproTox study —-
. : Lactation period (day)
Signs D?se level Total
mg/kg) 0 1 2 3 4 5a) (0-9%
number per group 0 12 12 12 12 12 12
20 12 12 12 12 12 12
60 9 9 9 9 9 9
200 12 12 12 12 12 12
normal 0 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12
60 9 9 9 9 9 9 9
200 12 12 12 12 12 12 12
sacrificed 0 0 0 0 0 0 12 12
20 0 0 0 0 0 12 12
60 0 0 0 0 0 9 9
200 0 0 0 0 0 12 12

a) The day of necropsy
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Exp. No. 9329 (115-207)

Administration period (day)

Recovery period {day)

Signs Dose level Total Total
(mg/kg) 1-7 8-14 15-21 22-28 29-35 36-42 43  { 1-43) -7 8-14 15a) ( 1-15)
number per group 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
normal 0 5 5 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5 5 5
sacrificed 0 0 0 0 0 0 0 0 0 0 0 5 5
200 0 0 0 0 0 0 0 0 0 0 5 5

a) The day of necropsy
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Table 2-1. Body weight change in male rats Exp. No. 9329 (115-207)
—— ReproTox study ——
Unit © g.
Dose leve! {mg/kg) 0 20 60 200
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;st)j 1 374 £ 17 (12 374 £ 16 (12) 374 £ 17 (12) 373 17 (12)
396 £ 18 (12) 398 & 20 (12) 39 = 19 (12) 306 &£ 20 (12)
15 417 21 (12) a4 £ 22 (12) 418 £ 23 (12) 416 £ 23 (12)
22 43% = 23 (12) 429 £ 24 (12) 433 £ 24 (12) 426 = 27 (12)
29 454 = 27 (12) 439 = 24 (12) 452 £ 29 (12) 435 = 28 (12)
36 469 £ 29 (12) 461 £ 29 (12) 469 £ 30 (12) 428 =+  28%*(12)
43 477 £ 30 (12) 469 = 29 (12) 482 = 29 (12) 421 = 32%%(12)
44 a) 452 £ 29 (12) 446 £ 31 (12} 456 £ 31 (12) 391 £ 30%%(12)
Gain 1-43 103 = 19 (12) 95 + 18 (12) 108 £ 18 (12) 47 = 23**(12)
Significant difference from the control group; ¥ p=0.05 *: p =00

a) The day of necropsy
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Table 2-2. Body weight change in male rats Exp. No. 9328 (115-207)
——— Recovery study ——
Unit : g

Dose leve! (mg/kg) 0 200

No. of animals 5 5
Mean £ S.D. (N) Mean + S.D. (N)
Administration p?éég 1 374 16 (5) 374 £ 13 (5)
393 20 (5) 398 £ 16 (5)
15 409 =+ 24 (5) 410 + 24 (5)
22 424 26 (5 423+ 21 (5)
29 439 %+ 25 (5) 419 & 24 (5)
36 457 £ 27 (5 405 £ 34*% (5)
43 475+ 26 (5) 411 £ 38*% (5)
" Gain 1-43 101+ 11 (5) 37 £ 29%( 5)
' Recovery period (day) 1 475 £ 28 (5) 410 £ 45% ( 5)
8 489 29 (5) 428 £  46% ( 5)
14 507 £ 31 (5) 441 +  49% (5)
15 a) 480 £ 32 (5) 401 £ 52*% (5)
Gain 1-14 32+ 12 (5) NE 7 (9

Significant difference from the control group; * p=0.05 * p = 0.01
a) The day of necropsy
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Table 2-3. Body weight change in female rats Exp. No. 9329 (115-207)
-—— ReproTox study —-
Unit ©: g
Dose level {mg/kg) 0 20 60 200
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) 1 225 & 6 (12) 26 £ 7 (12) 25 £ 7 (12) 225 £+ 7 (12)
8§ 23+ 9 (12) 237 £ 10 (12) 240 £ 8 (12) 237 £+ 6 (12)
15 254+ 10 (12) 2863 = 12 (12) %2 £ 12 (12) 247 £ 16 (12)
22 - 274 + 12 (3) -
29 - 275 - (1)
36 - - 2+ - (1) -
43 - - ' 278 £ - (1) -
50 - - 282+ - (1) -
53 a) - - 282 + - (1
Gain 1-15 29+ 10 (12) 27 8 (12) 277+ 9 (12) 21+ 17 (12)
Significant difference from the control group; ¥ p = 0.056 *: p = 0.01

a) The day of necropsy
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Table 2-3.  Continued Exp. No. 9329 (115-207)
Unit : g
Dose leve!l (mg/kg) 0 20 60 200
No. of dams 12 12 9 12
Mean + S.D. (N) Mean + S.D. (N) Mean & S.D. (N) Mean * S.D. (N)
Gestation period (day) 0 260 £ 10 (12) 262 = 13 (12) 265 = 16 (9 254 + 12 (12)
292 = 14 (12) 202 = 14 (12) 285 = 17 (1 9) 270 £ 15**(12)
14 328+ 21 (12 331 £ 20 (12) 328 £ 22 (9) 285 £ 21%%(12)
20 404 £ 24 (12) 404 £ 26 (12) 401 = 31 (9 347 + 26%%(12)
Gain 0-20 145 £ 16 (12) 142 £ 20 (12) 137 24 (9 94 £ 24%%(12)
No. of dams 12 12 9 12
Mean + S.D. (N)  Mean = S.D. (N}  Mean £ S.D. (N) Mean x S.D. (N)
Lactation period (day) 0 314 £ 24 (12) 307 = 19 (12) 314 = 27 (9 266 £ 13*%*(12)
4 326 £ 25 (12) 319 & 19 (12) 328 22 (9 280 = 16%*(12)
5a) 299 &+ 23 (12) 295 £ 17 (12) 300 22 (9) 251 £ 13%(12)
Gain 0- 4 12+ 16 (12) 12+ 15 (12) 4+ 14 (9 13+ 18 (12)
Significant difference from the control group; * p = 0.00 ¥ p =< 0.01

a) The day of necropsy
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Table 2-4. Body weight change in female rats Exp. No. 9329 (115-207)
——— Recovery study —-
Unit & g

Dose level (mg/kg) ] 200
No. of animals 5 5

Mean *+ S.D. (N) Mean * S.D. (N)

Administration p?é;g? 1 224 + 8 (5) 2268 £ 7 (5)

239 =+ 19 (5) 248 = 20 (5)

15 252+ 17 (5) 251 £ 16 (5)

22 259 £ 12 (5) 251 = 15 (5)

29 268 £ 14 (5) 239 £ 14*% ( 5)

36 276 £ 18 (5) 231 £ 17%*( B)

43 280 = 16 ( 5) 239 £ 14%¢( 5)

Gain 1-43 56 £ 13 (5) 11+ 8%(5)

Recovery period (day) 1 283 £ 17 (5) 239 +  g¥*( 5)

8 288 % 16 (5 245 £ 13*¥*( 5)

14 297 £ 17 (5) 251 £ 14%%( 5)

15a) 281 £ 16 (5) 228 £ 11*%( 5)

Gain 1-14 14+ 6§ (5) 12+ 8 (5)

Significant difference from the control group; ¥ p =005 ¥ p=200
a) The day of necropsy
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——— ReproTox study —-
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Exp. No. 8329 (115-207)

Unit © g/day
Dose level (mg/kg) 0 20 60 200
No. of animals 12 12 12 12
Mean £ S.D. (N)  Mean £ S.D. (N)  Mean x S.D. (N) Mean = S.D. ( N)
Administration pez(rjégt)ﬂ -8 28 £ 2 (12) 25+ 1 (12) 25 + 1 (12) 26+ 2 '(12)
8-15 24 * 2 (12) 24 + 2 (12) 25 + 2 (12) 26 *+ 2%%(12)
22-29 a) 25 £ 2 (12) 24 £ 2 (12) 26 = 2 (9 24 &+ 2 (12)
29-36 25+ 2 (12) %5+t 2 (12) 2+ 2 (12) 22+ 2%¢(12)
Cunulative consumpt ion (3?-g§ 23 = 3 (12) 23 + 3 (12) 25 2 (12) 21 3 (12)
1-15 33+ 19 (12) 346 £ 20 (12) /3£ 20 (12) 365 = 25¢ (12)
22-43 510 £ 40 (12) 509 = 43 (12) 53 + 38 (09) s £ 41 (12)
Significant difference from the control group; *p =005 **:p =00

a} Mating period

b) The sum of individual values on each measurement day
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Table 3-2. Food consumption in male rats Exp. No. 9329 (115-207)
--— Recovery study —-
Unit : g/day
Dose level (mg/kg) 0 200
No. of animals 5 5
Mean % S.D. (N) Mean = S.D. ( N)
Administration p?rio 1- 8 25+ 2 (65) 27 £ 3 (5)
8-15 25+ 2 (5 26+ 3 (5
15-22 25+ 1 (5) 25+ 2 (5
22-29 25+ 1 (5) 22+ 2% (5)
29-36 26 X 1 (5) 20 £ 4* ( 5)
Cumulative consumption (g?-4§ %+ 1y BE 3 (8
1053 = 56 (5 996 = 110 ( 5)
Recovery period (day) 1- 8 2 1 (5) 24 £ 3 (5)
Cumulative consumption (g9~a) 27 % vee 24 3 (5
1- 345 £ 14 (5) 30 41 (9

Significant difference from the control group,

' p =005 ¥ p =

p
a) The sum of individual values on each measurement day

0.01
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Table 3-3. Food consumption in female rats Exp. No. 9329 (115-207)
——— ReproTox study —-
Unit : g/day
Dose leve! (mg/kg) 0 20 60 200
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 18+ 2 (12) 18 1 (12) 189+ 1 (12) B+ 1 (2
' 8B-15 20+ 1 (12) 20+ 1 (12) 19t 1 (12 19+ 3 (12
29-36 - - 16 + - (N -
36-43 - - 18 = - ("
43-50 - - 19 = - ("
Cumulative consumpti 5?—53 ) i | 19 % - (0 "
ption (g) a)
1-15 266 = 20 (12) 265 = 16 (12) 266 = 16 (12) 260 £ 25 (12)
Significant difference from the control group; ¥ p = 0.05 *: p = 0.01

a) The sum of individual values on each measurement day
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Table 3-3. Continued Exp. No. 9329 (115-207)
Unit : g/day
Dose leval (mg/kg) 0 20 60 200
No. of dams 12 12 9 12
Mean * S.0. (N) Mean £ S.D. (N}  Mean £ S.D. (N) Mean *+ S.D. (N)
Gestation pericd (day) 0-7 23+ 2 (12) 24 + (12) 28+ 2 (9 2+ 2 (12)
7-14 24 2 (12) 26 + (12) 24+ 3 (9 20 = 2%%(12)
comslat Gom (428 M 2 (2 %5+ 2 (12) 24+ 3 (9) 2+ 2%(12)
umulative consumption a
P g0—20 479 £ 39 (12) 493 = 43 (12) 478 =+ 56 (9) 417 =  36**(12)
No. of dams 12 12 9 12
Mean % S.D. (N) Mean = S.D. (N)  Mean £ S.D. (N)  Mean £ S.D. (N)
Lactation period (day) 0- 4 3N+ 7 (12) 2+ 7 (12) 30+ 6 (9 30+ 7 (12)

Significant difference from the control group; * p = 0.05 ¥ p = 0,01
a) The sum of individual values on each measurement day
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Table 3-4.  Food consumption in female rats Exp. No. 9329 (115-207)
-—— Recovery study ——
' Unit : g/day
Dose level (mg/kg) 0 200
No. of animals 5 5
Mean = S.D. (N) Mean * S.D. ( N)
Administration peéggd 1- 8 18 2 (5) 20+ 3 (5)
8-15 19 = 2 (5 20 £ 3 (5
15-22 19 2 (5 18 = 1 (9
22-29 19+ 2 (5 14 = 2%%(5)
29-36 19 2 (5) 14 £ 2%%( 5)
Cumulative consumption <3§’3§ 18+ 2 (9 19+ 2 (8
1-43 781 81 (5 726 % 55 (5)
Recovery period (day) 1-8 18 2 (685 19 1 (5
Cumulative consumption (gg—a) x2S eE 18
1-14 241 £ 31 (5) 249 14 (5)

Significant difference from the control group; ¥ p = 0.05 * p =001
a) The sum of individual values on each measurement day



Table 4-1. Detailed clinical observations and sensory reactivity to stimuli of different types in male rats Exp. No. 9329 (115-207)
-— ReproTox study ——-

Signs Dose fevel Administration period (day)
(mg/kg) B. G. 2 9 16 23 30 37 43
No. of animals 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
au/os/pilo/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
au/os/eye/norm 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
, 200 12 12 12 12 12 12 12 12
Rau/os/lacri/none 0 12 12 12 12 12 12 12 12
! 20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
au/os/sali/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
au/os/incon/none 0 1" 11 12 1 1 12 12 12
20 12 12 1 12 " 12 12 11
60 1" 9 12 11 10 12 1 12
200 1 12 12 11 12 11 12 12
au/0s/incon/unusu 0 1 1 0 1 1 0 0 0
20 0 0 1 0 1 0 0 1
60 1 3 0 1 2 0 1 0
200 1 0 0 1 0 1 0 0

B. G. : Before grouping
Significant difference from the control group ; *:p=0.05 #*x:p=0.01



Table 4-1. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B. G. 2 9 16 23 30 37 43
au/of/palpe/w open 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
au/of/diarrhea/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
au/sr/pupil/norm 0 0 0 0 0 0 0 0 5
20 0 0 0 0 0 0 0 5
60 0 0 0 0 0 0 0 5
. 200 0 0 0 0 0 0 0 5
Ezm,p/os/myoto/norm 0 12 12 12 12 12 12 12 12
' 20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
m, p/of/gait/norm 0 12 12 12 1" 11 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
m, p/of/gait/indiff imm 0 0 0 0 1 1 0 0 0
20 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0
m, p/of/ab-ga/indiff imm 0 0 0 0 1 1 0 0 0
20 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0

B. G. : Before grouping
Significant difference from the control group ; *: p=<0.05 =**x:p=0.01



Table 4-1. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B. G. 2 9 16 23 30 317 43
m, p/of/ab-ga/norm 0 12 12 12 1 " 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
m, p/of/mid/norm 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
se/os/palpe/w open 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
, 200 12 12 12 12 12 12 12 12
Rse/os/cata/norm 0 12 12 12 12 12 12 12 12
! 20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
se/os/click/norm 0 0 0 0 0 0 0 0 5
20 0 0 0 0 0 0 0 5
60 0 0 0 0 0 0 0 5
200 0 0 0 0 0 0 0 5
se/sr/app/slow app 0 0 0 0 0 0 0 0 5
20 0 0 0 0 0 0 0 5
60 0 0 0 0 0 0 0 5
200 0 0 0 0 0 0 0 5
se/sr/touch/mod react 0 0 0 0 0 0 0 0 5
20 0 0 0 0 0 0 0 5
60 0 0 0 0 0 0 0 3
200 0 0 0 0 0 0 0 5

B. G. : Before grouping
Significant difference from the control group ; *:p=0.05 *k:p=0.01



Table 4-1. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B. G. 2 9 16 23 30 37
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B. G. : Before grouping
Significant difference from the control group ; *: p=0.05 x**:p=0.01



Table 4-1. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B. G. 2 9 16 23 30 37 43
ce/hc/voca/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/hc/repe/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/hc/tonic/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
, 200 12 12 12 12 12 12 12 12
Sce/hc/clonic/none 0 12 12 12 12 12 12 12 12
' 20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/hc/tremor/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/hc/bite/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/hc/struggl ing/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12

B. G. : Before grouping
Significant difference from the control group ; *:p=0.05 x**:p=0.01



Table 4-1. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B. G. 2 9 16 23 30 37 43
ce/os/removal /very easy 0 1 0 0 0 0 0 0 0
20 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 1 0 0 0 0 0 0 0
ce/os/removal/easy 0 10 12 12 12 12 1" 12 12
20 12 12 12 12 12 12 12 12
60 1" 12 12 12 12 1 12 12
200 " 12 12 1" 12 12 12 11
ce/os/removal /mod diff 0 1 0 0 0 0 1 0 0
20 0 0 0 0 0 0 0 0
60 1 0 0 0 0 1 0 0
, 200 0 0 0 1 0 0 0 1
Bce/os/hand/very easy 0 2 0 o 0 o0 0 0 0
' 20 0 0 0 0 0 1 0 0
60 0 0 0 0 1 0 0 0
200 1 1 0 0 0 0 0 0
ce/os/hand/easy 0 9 12 12 12 12 1" 12 12
20 12 12 12 12 12 1 12 12
60 12 12 12 12 1" 12 11 1"
200 1 1 12 12 12 12 12 12
ce/os/hand/rather easy 0 0 0 0 0 0 1 0 0
20 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 1 1
200 0 0 0 0 0 0 0 0
ce/os/hand/rather diff 0 1 0 0 0 0 0 0 0
20 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0

B. G. : Before grouping
Significant difference from the control group ; *:p=0.05 =#x:p=0.01



Table 4-1. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B. G. 2 9 16 23 30 37 43
ce/os/vocal ization/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/0s/bi, wo/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/os/hair/norm 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
, 200 12 12 12 12 12 12 12 12
Sce/os/breath/norm 0 12 12 12 12 12 12 12 12
' 20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/of /tonic/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/of/clonic/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/of/tremor/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12

B. G. : Before grouping
Significant difference from the control group : *: p=0.05 #**:p=0.01



Table 4-1. CGContinued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/ke) B. G. 2 9 16 23 30 31 43
ce/of /coordination/norm 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/of/grooming/norm 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/of/vocal ization/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
, 200 12 12 12 12 12 12 12 12
:3ce/of/breath/norm 0 12 12 12 12 12 12 12 12
' 20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/of/ambu/norm 0 12 1" 1" 8 8 9 10 12
20 12 12 10 10 12 12 1 12
60 12 12 9 7 9 10 10 11
200 12 12 10 9 " 1 12 12
ce/of/ambu/imm 0 0 0 0 1 1 0 0 0
20 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0
ce/of/ambu/s! decr 0 0 1 1 2 2 2 0 0
20 0 0 2 2 0 0 1 0
60 0 0 3 3 1 1 1 1
200 0 0 2 3 0 1 0 0

B. G. : Before grouping
Significant difference from the control group ; *:p=0.05 =*x:p=0.01



Table 4-1. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 2 9 16 23 30 37 43
ce/of/ambu/mod decr 0 0 0 0 1 1 1 2 0
20 0 0 0 0 0 0 0 0
60 0 0 0 2 2 1 1 0
200 0 0 0 0 1 0 0 0
ce/of/arousal/norm 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ce/of/ste/none 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
. 200 12 12 12 12 12 12 12 12
3ce/of/bizarre/none 0 12 12 12 12 12 12 12 12
' 20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12
ph/os/mucous/norm 0 12 12 12 12 12 12 12 12
20 12 12 12 12 12 12 12 12
60 12 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12 12

B. G. : Before grouping
Significant difference from the control group ; *:p=0.05 **x:p=0.01



Table 4-2. Detailed clinical observations and sensory reactivity to stimuli of different types in male rats Exp. No. 9329 (115-207)
-— Recovery study -—

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 43 7 14
No. of animals 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/os/pilo/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/os/eye/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/os/lacri/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/os/sal i/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
! ,au/0s/incon/none 0 5 5 5 5 5 5 5 5 5 5
w 200 5 5 5 5 5 5 5 5 5 5
au/of/palpe/w open 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/of/diarrhea/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/sr/pupil/norm 0 0 0 0 0 0 0 0 5 0 5
200 0 0 0 0 0 0 0 5 0 5
m, p/os/myoto/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
m, p/of/gait/norm 0 5 5 5 4 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
m, p/of/gait/indiff imm 0 0 0 0 1 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0

B. G. : Before grouping
Significant difference from the control group : *: p=0.05 *k:p=0.01



Table 4-2. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G 2 9 16 23 30 37 43 7 14
m, p/of/ab-ga/indiff imm 0 0 0 0 1 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0
m, p/of/ab-ga/norm 0 5 5 5 4 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
m, p/of/mid/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
se/os/palpe/w open 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
se/os/cata/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
! se/os/click/norm 0 0 0 0 0 0 0 0 5 0 5
& 200 0 0 0 0 0 0 0 5 0 5
se/sr/app/no react 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 1
se/sr/app/slow app 0 0 0 0 0 0 0 0 5 0 5
200 0 0 0 0 0 0 0 5 0 4
se/sr/touch/no react 0 0 0 0 0 0 0 0 1 0 0
200 0 0 0 0 0 0 0 1 0 1
se/sr/touch/mod react 0 0 0 0 0 0 0 0 4 0 5
200 0 0 0 0 0 0 0 4 0 4
se/sr/tail/walk away 0 0 0 0 0 0 0 0 2 0 1
200 0 0 0 0 0 0 0 1 0 1

B.G. : Before grouping
Significant difference from the control group ; *: p=<0.05 =**:p=0.01



Table 4-2. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B. G. 2 9 16 23 30 37 43 1 14
se/sr/tail/norm 0 0 0 0 0 0 0 0 3 0 4
200 0 0 0 0 0 0 0 4 0 4
ce/hc/posture/curied up 0 3 1 0 1 0 0 0 0 1 0
200 3 2 0 1 0 1 1 1 2 0
ce/hc/posture/sit 0 1 3 1 2 0 0 1 1 0 1
200 1 1 0 0 1 0 1 1 0 1
ce/hc/posture/sit/stand 0 1 1 4 2 5 5 4 3 4 4
200 1 2 4 3 4 4 3 3 3 4
ce/hc/posture/rear 0 0 0 0 0 0 0 0 1 0 0
200 0 0 1 1 0 0 0 0 0 0
:Jce/hc/voca/none 0 5 5 5 5 5 5 5 5 5 5
02 200 5 5 5 5 5 5 5 5 5 5
ce/hc/repe/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/hc/tonic/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/hc/clonic/none 0 5 5 5 5 ) 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/hc/tremor/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/hc/bite/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5

B.G. : Before grouping
Significant difference from the control group . *:p=0.05 *k:p=0.01



Table 4-2. Continued

Exp. No. 9329 (115-207)

N

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 43 7 14
ce/hc/struggl ing/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/os/removal/very easy 0 0 0 0 0 0 0 0 0 0 0
200 2 0 0 0 0 0 0 0 0 0
ce/os/removal /easy 0 5 5 5 5 5 5 5 5 5 5
200 3 5 5 5 5 5 5 5 5 5
ce/os/hand/very easy 0 1 0 0 0 0 0 0 0 0 0
200 1 0 0 0 0 0 0 0 0 0
ce/0s/hand/easy 0 4 5 5 5 5 5 5 5 5 5
200 4 5 5 5 5 5 5 5 5 5
:dce/os/vocalization/none 0 5 5 5 5 5 5 5 5 5 5
. 200 5 5 5 5 5 5 5 5 5 5
ce/os/bi, wo/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/o0s/hair/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/os/breath/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/tonic/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/clonic/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5

B. G. : Before grouping

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



Table 4-2. Continued Exp. No. 9329 (115-207)
Signs Dose level Administration period (day) Recovery period (day)

(mg/kg) B.G. 2 9 16 23 30 37 43 7 14
ce/of/tremor/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/coordination/norm 0 5 5 5 5 5 5 5 5 5 )
200 5 5 5 5 5 5 5 5 5 5
ce/of/grooming/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/vocal ization/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/breath/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
:Jce/of/ambu/norm 0 5 2 4 4 5 4 4 4 2 5
~ 200 5 4 2 4 3 4 5 4 5 4
ce/of/ambu/ imm 0 0 0 0 1 0 0 0 0 0 0
200 0 0 ] 0 0 0 0 0 0 0
ce/of/ambu/s| decr 0 0 2 0 0 0 1 1 1 3 0
200 0 1 1 1 0 1 0 1 0 0
ce/of /ambu/mod decr 0 0 1 1 0 0 0 0 0 0 0
200 0 0 2 0 2 0 0 0 0 1
ce/of/arousal /norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/ste/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5

B.G. : Before grouping

Significant difference from the control group : *:p=0.05 **:p=0.01



Table 4-2. Continued

Exp. No. 9329 (115-207)

Signs Dose level Administration period (day) Recovery period (day)
(mg/ke) B.G. 2 9 16 23 30 37 43 7 14
ce/of/bizarre/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ph/o0s/mucous/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5

-8L-

B. G. : Before grouping
Significant difference from the control group ; *: p=0.05 x**x:p=0.01



Table 4-3. Detailed clinical observations and sensory reactivity to stimuli of different types in female rats Exp. No. 9329 (115-207)
-—— ReproTox study —

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 45 52
No. of animals 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -~
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
au/os/pilo/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
au/os/eye/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
. 200 12 12 12 3 - - - - -
Céau/os/lacri/none 0 12 12 12 5 - - - - -
' 20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
au/os/sal i/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
au/os/incon/none 0 " 12 1 5 - - - - -
20 12 12 12 6 - - - - -
60 12 1 12 6 3 1 1 1 1
200 11 11 10 3 - - - - -
au/os/incon/unusu 0 1 0 1 0 - - - - -
20 0 0 0 0 - - - - -
60 0 1 0 0 0 0 0 0 0
200 1 1 2 0 - - - - -

B.G. : Before grouping a): Mating period
Significant difference from the control group ; *: p<0.05 =*x:p=0.01



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 4 52
au/of /palpe/w open 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
au/of/diarrhea/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 -~ - - - -
m, p/os/myoto/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
, 200 12 12 12 3 - - - - -
Em, p/of/gait/norm 0 12 12 12 5 - - - - -
' 20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
m, p/of/ab-ga/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
m, p/of/mid/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
se/os/palpe/w open 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -

B. G. : Before grouping a) . Mating period
Significant difference from the control group ; *:p=0.05 x**x:p=0.01



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 45 52
se/os/cata/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/hc/posture/curled up 0 4 0 0 0 - - - - -
20 4 0 0 0 - - - - -
60 4 0 0 0 0 0 0 0 0
200 1 0 0 0 - - - - -
ce/hc/posture/sit 0 3 3 4 1 - - - - -
20 5 1 2 0 - - - - -
60 5 0 2 0 0 0 0 0 0
. 200 4 1 0 1 - - - - -
ESce/hc/posture/sit/stand 0 5 9 8 3 - - - - -
' 20 3 " 9 5 - - - - -
60 3 12 9 4 3 1 1 1 1
200 7 8 10 2 - - - - -
ce/hc/posture/rear 0 0 0 0 1 - - - - -
20 0 0 1 1 - - - - -
60 0 0 1 2 0 0 0 0 0
200 0 3 2 0 - - - - -
ce/hc/voca/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/hc/repe/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -

B. G. : Before grouping a) . Mating period
Significant difference from the control group ; *: p=0.05 s :p=0.01



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 45 52
ce/hc/tonic/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/hc/clonic/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/hc/tremor/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
, 200 12 12 12 3 - - - - -
Sce/he/bite/none 0 12 12 12 4 - - - - -
' 20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 " 3 - - - - -
ce/hc/bite/cage 0 0 0 0 1 - - - - -
20 0 0 0 0 - - - - -
60 0 0 0 0 0 0 0 0 0
200 0 0 1 0 - - - - -
ce/hc/struggl ing/none 0 12 12 12 5 - ~ - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/os/removal /very easy 0 0 0 0 0 - - - - -
20 3 0 0 0 - - - - -
60 0 0 0 0 0 0 0 0 0
200 0 0 0 0 - - - - -

B.G. : Before grouping a) . Mating period
Significant difference from the control group : *:p=<0.05 **:p=0.01



Table 4-3. Continued

Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 4 b2
ce/os/removal/easy 0 12 12 12 5 - - - - -
20 9 12 12 6 - - - - -
60 11 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/os/removal /mod diff 0 0 0 0 0 - - - - -
20 0 0 0 0 - - - - -
60 1 0 0 0 0 0 0 0 0
200 0 0 0 0 - - - - -
ce/0os/hand/very easy 0 1 1 0 0 - - - - -
20 2 0 0 0 - - - - -
60 0 0 0 0 0 0 0 0 0
\ 200 0 0 0 0 - - - - -
Bce/os/hand/easy 0 1m 10 12 5 - - - - -
' _ 20 10 12 12 6 - - - - -
60 11 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/os/hand/rather easy 0 0 1 0 0 - - - - -
20 0 0 0 0 - - - - -
60 1 0 0 0 0 0 0 0 0
200 0 0 0 0 - - - - -
ce/os/vocal ization/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/0s/bi, wo/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -

B.G. : Before grouping a)

: Mating period

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



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 45 52
ce/os/hair/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/os/breath/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/of /tonic/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
, 200 12 12 12 3 - - - - -
Kce/of/clonic/none 0 12 12 12 5 - - - - -
! 20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 i 1 1
200 12 12 12 3 - - - - -
ce/of/tremor/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/of/coordination/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 i 1 1
200 12 12 12 3 - - - - -
ce/of/grooming/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -

B. G. : Before grouping a): Mating period
Significant difference from the control group ; *: p=0.05 x*x:p=0.01



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 45 b2
ce/of/vocal ization/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/of/breath/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/of/ambu/norm 0 12 12 11 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
. 200 12 1" 12 3 - - - - -
Sce/of /ambu/s!| decr 0 0 0 1 0 - - - - -
' 20 0 0 0 0 - - - - -
60 0 0 0 0 0 0 0 0 0
200 0 0 0 0 - - - - -
ce/of /ambu/mod decr 0 0 0 0 0 - - - - -
20 0 0 0 0 - - - - -
60 0 0 0 0 0 0 0 0 0
200 0 1 0 0 - - - - -
ce/of/arousal /norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 1 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/of/arousal/mod high 0 0 0 0 0 - - - - -
20 0 0 0 0 - - - - -
60 0 0 1 0 0 0 0 0 0
200 0 0 0 0 - - - - -

B.G. : Before grouping a) . Mating period
Significant difference from the control group : *:p=0.05 =*x:p=0.01



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day)
(mg/kg) B.G. 3 10 17a) 24a) 31 38 45 52
ce/of/ste/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ce/of/bizarre/none 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -
ph/os/mucous/norm 0 12 12 12 5 - - - - -
20 12 12 12 6 - - - - -
60 12 12 12 6 3 1 1 1 1
200 12 12 12 3 - - - - -

)

0

Ov
'

B.G. : Before grouping a) . Mating period
Significant difference from the control group ; *: p=0.05 **x:p=0.01



Table 4-3. Gontinued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
No. of animals 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
au/os/pilo/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
au/os/eye/norm 0 12 12 12
20 12 12 12
60 9 9 9
, 200 12 12 12
Rau/os/lacri/none 0 12 12 12
' 20 12 12 12
60 9 9 9
200 12 12 12
au/os/sal i/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
au/o0s/incon/none 0 11 9 12
20 12 1 1
60 9 9 9
200 12 9 10
au/os/incon/unusu 0 1 3 0
20 0 1 1
60 0 0 0
200 0 3 2

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



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
au/of/palpe/w open 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
au/of/diarrhea/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
au/sr/pupil/norm 0 0 0 5
20 0 0 5
60 0 0 5
, 200 0 0 5
ggm,p/os/myoto/norm 0 12 12 12
' 20 12 12 12
60 9 9 9
200 12 12 12
m, p/of/gait/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
m, p/of/ab-ga/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
m, p/of/mid/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12

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



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
se/os/palpe/w open 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
se/os/cata/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
se/os/click/norm 0 0 0 5
20 0 0 5
60 0 0 5
, 200 0 0 5
Bse/sr/app/slow app 0 0 0 5
' 20 0 0 5
60 0 0 5
200 0 0 5
se/sr/touch/mod react 0 0 0 5
20 0 0 5
60 0 0 5
200 0 0 5
se/sr/tail/slow turn 0 0 0 1
20 0 0 0
60 0 0 0
200 0 0 0
se/sr/tail/walk away 0 0 0 1
20 0 0 1
60 0 0 3
200 0 0 0

Significant difference from the control group ; *: p=<0.05 3 :p=0.01



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/ke) 7 14 4

se/sr/tail/norm 0
20
60
200

ce/hc/posture/curled up 0
20
60
200

ce/hc/posture/sit 0
20

60

. 200

Sce/hc/posture/sit/stand 0
! 20
60
200

ce/hc/posture/rear 0
20
60
200

ce/hc/voca/none 0
20
60
200

ce/hc/reps/none 0
20
60
200 12 12
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Significant difference from the control group ; *: p<0.05 »**:p=0.01



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/ke) 7 14 4
ce/hc/tonic/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/hc/clonic/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/hc/tremor/none 0 12 12 12
20 12 12 12
60 9 9 9
. 200 12 12 12
EEce/hc/bite/none 0 12 12 12
' 20 12 12 12
60 ' 9 9 9
200 1" 1" 12
ce/hc/bite/cage 0 0 0 0
20 0 0 0
60 0 0 0
200 1 1 0
ce/hc/struggl ing/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/os/removal/easy 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12

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



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/kg) 7 14 4
ce/os/hand/very easy 0 0 0 1
20 0 0 0
60 0 0 0
200 0 0 1
ce/os/hand/easy 0 12 12 1
20 12 12 12
60 9 9 9
200 12 12 1
ce/os/vocal ization/none 0 12 12 12
20 12 12 12
60 9 9 9
, 200 12 12 12
tSce/o0s/bi, wo/none 0 12 12 12
! 20 12 12 12
60 9 9 9
200 12 12 12
ce/os/hair/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/os/breath/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/of/tonic/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12

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



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(ng/kg) 7 14 4
ce/of/clonic/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/of/tremor/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/of/coordination/norm 0 12 12 12
20 12 12 12
60 9 9 9
. 200 12 12 12
8ce/of/groomi ng/norm 0 12 12 12
' 20 12 12 12
60 9 9 9
200 12 12 12
ce/of/vocal ization/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/of/breath/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ce/of/ambu/norm 0 10 12 1
20 12 12 12
60 9 9 9
200 1 12 12

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



Table 4-3. Continued Exp. No. 9329 (115-207)

Signs Dose level Gestation period (day) Lactation period (day)
(mg/ke) 7 14 4
ce/of/ambu/s| decr 0 1 0 1
20 0 0 0
60 0 0 0
200 1 0 0
ce/of /ambu/mod decr 0 1 0 0
20 0 0 0
60 0 0 0
200 0 0 0
ce/of/arousal /norm 0 12 12 12
20 12 12 12
60 9 9 9
. 200 12 12 12
Lce/of/ste/none 0 12 12 12
' 20 12 12 12
60 9 9 9
200 12 12 12
ce/of/bizarre/none 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12
ph/os/mucous/norm 0 12 12 12
20 12 12 12
60 9 9 9
200 12 12 12

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



Table 4-4. Detailed clinical observations and sensory reactivity to stimuli of different types in female rats Exp. No. 9329 (115-207)
-— Recovery study ---

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 43 7 14
No. of animals 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/os/pilo/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/os/eye/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 ) 5 5 5 5
au/os/lacri/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/os/sal i/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
.au/os/incon/none 0 5 5 5 5 5 5 4 5 5 5
& 200 4 5 5 5 5 5 3 5 5 5
au/os/incon/unusu 0 0 0 0 0 0 0 1 0 0 0
200 1 0 0 0 0 0 2 0 0 0
au/of/palpe/w open 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/of/diarrhea/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
au/sr/pupil/norm 0 0 0 0 0 0 0 0 5 0 5
200 0 0 0 0 0 0 0 5 0 5
m, p/os/myoto/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5

B.G. : Before grouping
Significant difference from the control group ; *:p=0.05 **:p=0.01



Table 4-4. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day) Recovery period (day)
(mg/ke) B.G. 2 9 16 23 30 37 43 7 14
m, p/of/gait/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 ) 5 5
m, p/of/ab-ga/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
m, p/of/mid/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
se/os/palpe/w open 0 5 5 5 5 5 5 5 5 5 5
200 b 5 5 5 5 5 5 5 5 5
se/os/cata/norm 0 5 5 5 5. 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
;:se/os/click/norm 0 0 0 0 0 0 0 0 5 0 5
> 200 0 0 0 0 0 0 0 5 0 5
se/sr/app/slow app 0 0 0 0 0 0 0 0 5 0 5
200 0 0 0 0 0 0 0 5 0 5
se/sr/touch/mod react 0 0 0 0 0 0 0 0 2 0 5
200 0 0 0 0 0 0 0 5 0 5
se/sr/touch/vocal, ener 0 0 0 0 0 0 0 0 3 0 0
200 0 0 0 0 0 0 0 0 0 0
se/sr/tail/walk away 0 0 0 0 0 0 0 0 2 0 1
200 0 0 0 0 0 0 0 3 0 2
se/sr/tail/norm 0 0 0 0 0 0 0 0 2 0 4
200 0 0 0 0 0 0 0 2 0 3

B.G. : Before grouping
Significant difference from the control group ; *:p=0.05 =*x:p=0.01



Table 4-4. Continued

Exp. No. 9329 (115-207)

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 43 7 14
se/sr/tail/jump for 0 0 0 0 0 0 0 0 1 0 0
200 0 0 0 0 0 0 0 0 0 0
ce/hc/posture/cur led up 0 0 0 0 0 0 0 0 0 0 0
200 2 0 0 0 0 0 0 0 0 0
ce/hc/posture/sit 0 0 3 1 0 0 0 2 0 0 0
200 0 1 0 0 1 0 0 1 0 0
ce/hc/posture/sit/stand 0 4 2 3 4 5 5 3 5 3 4
200 3 4 5 4 3 5 5 2 1 5
ce/hc/posture/rear 0 1 0 1 1 0 0 0 0 2 1
200 0 0 0 1 1 0 0 2 4 0
roe/hc/voca/none 0 5 5 5 5 5 5 5 5 5 5
~ 200 5 5 5 5 5 5 5 5 5 5
ce/hc/repe/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/he/tonic/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/hc/clonic/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/hc/tremor/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/hc/bite/none 0 5 5 5 5 5 3 5 5 4 5
200 5 5 5 5 5 5 5 5 5 4

B.G. : Before grouping

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



Table 4-4. Continued

Exp. No. 9329 (115-207)

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 43 7 14
ce/hc/bite/cage 0 0 0 0 0 0 2 0 0 1 0
200 0 0 0 0 0 0 0 0 0 1
ce/hc/struggl ing/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/os/removal /easy 0 5 5 5 4 5 5 5 5 4 5
200 5 5 5 5 5 5 5 5 5 5
ce/os/removal/mod diff 0 0 0 0 1 0 0 0 0 1 0
200 0 0 0 0 0 0 0 0 0 0
ce/0s/hand/very easy 0 1 0 0 2 0 1 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0
Qsce/os/hand/easy 0 4 5 5 2 5 4 4 5 4 5
o 200 5 5 5 5 5 5 4 5 5 5
ce/os/hand/rather easy 0 0 0 0 0 0 0 0 0 1 0
200 0 0 0 0 0 0 1 0 0 0
ce/os/hand/rather diff 0 0 0 0 1 0 0 1 0 0 0
200 0 0 0 0 0 0 0 0 0 0
ce/0s/vocal i zation/none 0 5 5 5 ) 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/os/bi, wo/none 0 5 5 5 5 5 5 ) 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/os/hair/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5

B.G. : Before grouping

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



Table 4-4. Continued Exp. No. 9329 (115-207)
Signs Dose level Administration period (day) Recovery period (day)

(mg/ke) B.G. 2 9 16 23 30 37 43 1 14
ce/os/breath/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/tonic/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/clonic/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of /tremor/none 0 5 5 5 5 5 5 ) 5 5 5
200 b 5 5 5 5 5 5 5 5 5
ce/of/coordination/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
Jpce/of/grooming/norm 0 5 5 5 5 5 5 5 4 5 5
o 200 5 5 5 5 5 5 5 5 5 5
ce/of/grooming/ste rep 0 0 0 0 0 0 0 0 1 0 0
200 0 0 0 0 0 0 0 0 0 0
ce/of/vocal ization/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/breath/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of /ambu/norm 0 5 5 5 4 5 5 5 5 5 5
200 5 5 5 5 5 4 4 5 5 5
ce/of/ambu/s| decr 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 1 1 0 0 0
ce/of/ambu/mod decr 0 0 0 0 1 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0

B.G. : Before grouping

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



- 001 -

Table 4-4. Continued Exp. No. 9329 (115-207)

Signs Dose level Administration period (day) Recovery period (day)
(mg/kg) B.G. 2 9 16 23 30 37 43 7 14
ce/of/arousal /norm 0 5 5 5 5 5 4 5 3 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/arousal/mod high 0 0 0 0 0 0 1 0 2 0 0
200 0 0 0 0 0 0 0 0 0 0
ce/of/ste/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ce/of/bizarre/none 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5
ph/os/mucous/norm 0 5 5 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5 5 5

B. G. : Before grouping
Significant difference from the control group ; *: p=0.05 »**:p=0.01



- 101 -

(115-207)

Table 5-1. Summary of no. of supported rears in male rats Exp. No. 9329
——— Reprolox study —
Dose level No. of Administration period (day)
(mg/kg) animals B.G. 2 9 16 23 30 37 43
0 12 444 a) 4+4 6x5 3+3 6+4 5+4 6+4 T1+4
20 12 843 10 % 6%x 8+7 T4 85 9+4 11 + b* 125
60 12 8+4 b+x5 bx5 44 67 8+6 108 106
200 12 9 + 5% 8+5 66 64 8+7 8+6 10+6 11 x5
B.G. : Before grouping
*: p =000 *p =001

a) Mean = S.D.
Significant difference from the control group;



- 201 -

Exp. No. 9329 (115-207)

Table 5-2. Summary of no. of supported rears in male rats
-— Recovery study —
Dose level No. of Administration period (day)
(mg/kg) animals B. G. 2 9 16 23 30 37 43
0 5 6+3 a) 4+3 3+3 6+5 71+5 64 9+10 11£5
200 5 71+3 66 69 T1+6 67 7x5 10 +4 10 +6
Dose level No. of Recovery period {(day)
(mg/kg) animals 1 14
0 5 4+4 b+4
200 5 1+5 4+4
B.G. : Before grouping
*:p =005 =»p =001

a) Mean = S.D.
Significant difference from the control group;



- €01 -

Table 5-3. Summary of no. of supported rears in female rats Exp. No. 9329 (115-207)

——— ReproTox study —

Dose level No. of Administration period (day)
(mg/kg) animals B.G. 3 10 17 b) 24 b) 31 38 45 52
0 12 12+5 a) 155 13+6 14+6 (5) - - - - -
20 12 143 17+4 14+5 144 (6) - - - - -
60 12 155 16 +7 16 +9 167 (6) 163 (3) 18- () 16£- (1) 26 - (1) 19+~ (1)
200 12 14+4 15 +6 12+6 193 ) - - - - -

B.G. : Before grouping

a) Mean = S.D.

b) Mating period

Values in parentheses are expressed no. of animals examined

Significant difference from the control group; *: p < 0.05 = p =< 0.01
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Exp. No. 9329 (115-207)

Table 5-3.  Continued
Dose level No. of Gestation period (day) Lactation period (day)
(mg/kg) dams 7 14 4
0 12 9+6a) 10£5 16 + 8
20 12 95 12+ 4 16 £ 8
60 9 125 1Mx2 16 =6
200 12 87 12 £6 14 +£4
* p <005 *x:p =< 0.01

‘a) Mean £+ S.D.
Significant difference from the control group;



=601 -

Table 5-4. Summary of no. of supported rears in female rats Exp. No. 9329 (115-207)
—— Recovery study ——
Dose level No. of Administration period (day)
(mg/kg) animals B. G. 2 9 16 23 30 37 43
0 5 156 a) 18 £5 14£5 147 18 +17 21 =8 27 +6 26 =14
200 5 15+17 12 +5 12+10 13x7 13+8 1310 15 = 9% 1911
Dose level No. of Recovery period (day)
(mg/kg) animals 1 14
0 5 19+5 22 +12
200 5 16 £8 127
B.G. : Before grouping
x> p<0.06 3 p = 0.01

a) Mean =+ S.D.
Significant difference from the control group;



=901 -

Exp. No. 9329 (115-207)

Table 6-1. Summary of no. of unsupported rears in male rats
—— ReproTox study —-
 Dose level No. of Administration period (day) ) -
(mg/kg) animals B.G. 2 9 16 23 30 37 43
0 12 0+1 a) 0+0 1+1 0+1 1+1 1+2 1+2 1x£2
20 12 0+1 1+1 2+2 34 3+3 3+3 2+2 3+3
60 12 0£1 0x1 00 1x1 1x£3 2+4 3+4 35
200 12 1+1 0+1 1+1 2+4 1 %1 2+3 4 +4 3+3
B.G. : Before grouping
2 p =005 = p =001

a) Mean * S.D.
Significant difference from the control group;



- L01 -

Exp. No. 9329 (115-207)

Table 6-2. Summary of no. of unsupported rears in male rats
—— Recovery study —
Dose level No. of Administration period (day)
(mg/kg) animals B. G. 2 9 16 23 30 37 43
0 5 0£0 a) 00 1+1 4+7 3+4 3+17 443 4 +5
200 5 00 0+0 2+4 0x1 2+4 4+9 5+8 3+4
Dose level No. of Recovery period (day)
(mg/kg) animals 7 14
0 5 22 34
200 5 22 22
B.G. : Before grouping
*:p <006 = p =001

a) Mean *+ S.D.

Significant difference from the control group;
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Table 6-3. Summary of no. of unsupported rears in female rats
—— ReproTox study —

Exp. No. 9329 (115-207)

Dose level No. of Administration period (day)
(mg/kg) animals B.G. 3 10 17 b) 24 b) 31 38 45 52
0 12 1+1a) 2+3 2 +3 34 (5 - - - - -
20 12 1+2 3+5 3+4 1+1 (6) - - - - -
60 12 1+2 45 4+5 5+4(6) 3+£2 @) 8x-(1)16x-()18x-(1) 4x- (1)

200 12 1+3 12 1+3 32 @3 -

B.G. : Before grouping

a) Mean = S.D.

b) Mating period

Values in parentheses are expressed no. of animals examined

Significant difference from the control group: *: p £ 0.05 #* p =< 0.01



Exp. No. 9329 (115-207)

Table 6-3.  Continued
Dose level No. of Gestation period {(day) Lactation period (day)
(mg/kg) dams 7 14 4
0 12 3x3 a) b+6 8+6
20 12 1£3 2+2 4+3
. 60 9 4+3 x4 71+5
=
O
200 12 12 2+3 3+ 3%
¥ p =0.06 = p = 0.01

a) Mean = S.D.
Significant difference from the control group;
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Exp. No. 9329 (115-207)

Table 6-4. Summary of no. of unsupported rears in female rats
—— Recovery study —-
Dose level No. of Administration period (day)
(mg/kg) animals B. G. 2 9 16 23 30 37 43
0 5 1x1 a) 3+1 3+2 4 +4 3+5 4+£3 bx4 44
200 5 2+2 1+ 1% 0 £ 0% 2 x4 46 3+3 3£3 4+6
Dose level No. of Recovery period (day)
(mg/kg) animals 7 14
0 5 7+4 b +3
200 5 2 +3 4+4
B.G. : Before grouping
*: p =005 *p =001

a) Mean = S.D.
Significant difference from the control group:
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Exp. No. 9329 (115-207)

Table 7-1. Summary of no. of pools of urine in male rats
-~ ReproTox study —-
Dose level No. of Administration period (day)
(mg/kg) animals B. G. 2 9 16 23 30 37 43

0 12 1+1 a) 1+1 11 11 1+1 11 1+2 2 +1

20 12 0£1 1+1 0+0 0+0 0 + 0% 1+1 01 1+1
60 12 11 1+0 1+1 11 1x1 1+1 1+1 1+1
200 12 0+1 00 11 0+1 0=+0 1+1 0+1 0+ 1%

B.G. : Before grouping

*: p =006 == p =001

a) Mean = S.D.
Significant difference from the control group;
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Exp. No. 9329 (115-207)

Table 7-2. Summary of no. of pools of urine in male rats
—— Recovery study ——
Dose level No. of Administration period (day)
(mg/kg) animals B.G. 2 9 16 23 30 37 43
0 5 1x£1a) 1x0 1£1 0x0 0+0 1x2 0x0 0x0
200 5 0+1 01 0x1 00 00 1+1 00 0+0
Dose level No. of Recovery period (day)
(mg/kg) animals 7 14
0 5 1x1 1+1
200 5 1+1 0+0
B.G. : Before grouping
*:p <005 == p=0.01

a) Mean = S.D.
Significant difference from the control group.;
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Table 7-3. Summary of no. of pools of urine in female rats

-— ReproTox study —-

Exp. No. 9329 (115-207)

Dose level No. of Administration period (day)
(mg/kg) animals B.G. 3 10 17 b) 24°b) 31 38 45 52
0 12 0x1a) 1 +1 0+1 00 (5 - - - - -
20 12 0+0 0+0 0+1 0+0 (6) - - - - -
60 12 0x0 1+1 01 0+0@® 0x0@ 0x-(1) 0x-() 0x-(1) 0x£- (1)
200 12 00 0+1 0+1 00 (3 - - - - -

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

Values in parentheses are expressed no. of animals examined

Significant difference from the control group;

*> p = 0.05

*»: p = 0.01



Exp. No. 9329 (115-207)

Table 7-3.  Continued
Dose level No. of Gestation period {(day) Lactation period (day)
(mg/kg) dams 7 14 4
0 12 00 a) 0+0 0+0
20 12 0x1 0+0 01
' 60 9 00 0+0 00
=
200 12 0+1 0+0 0+1
X p 005 *:p =001

a) Mean = S.D.
Significant difference from the control group;
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Exp. No. 9329 (115-207)

Table 7-4. Summary of no. of pools of urine in female rats
-— Recovery study —
Dose level No. of “Administration period (day)
(mg/kg) animals B.G. 2 9 16 23 30 37 43
0 5 0+0a) 00 0x0 0x0 0x0 0x0 0+0 0+0
200 5 01 00 0£0 0£1 0+1 0+1 0+0 0+1
Dose Tevel No. of Recovery period (day)
(mg/kg) animals 7 14
0 5 1x1 00
200 5 1+1 1+1
B.G. : Before grouping
#:p =005 xp = 001

a) Mean = S.D.
Significant difference from the control group;
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Exp. No. 9329 (115-207)

Table 8-1. Summary of no. of defecation in male rats
—— ReproTox study —-
Dose level No. of Administration period (day)
(mg/kg) animals B. G. 2 9 16 23 30 37 43

0 12 1x2a) 3+2 2+3 1x1 2+2 1x£2 1+2 142

20 12 2+2 1+2 1+2 1+1 2+2 1+1 0=+1 1x1
60 12 2+£2 4+3 2+3 3 & 2%k 2+2 2+2 2+2 1£2
200 12 2+2 1+2 2+3 1+2 2+3 2+3 1+£2 0+1
: Before grouping

*:p <005 = p < 0.01

B. G.
a) Mean = S.D.
Significant difference from the control group;
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Exp. No. 9329 (115-207)

Table 8-2. Summary of no. of defecation in male rats
——— Recovery study —
Dose level No. of Administration period (day)
(mg/kg) animals B.G. 2 9 16 23 30 37 43
0 5 3x2a) 2 +1 2+2 11 11 1+1 00 0+0
200 5 2+2 23 22 1x2 2+3 0x0 00 00
Dose level No. of Recovery period (day)
(mg/kg) animals 7 14
0 5 11 11
200 5 12 1+2
B.G. : Before grouping
¥ p < 0.05 #:p = 0.01

a) Mean + S.D.
Significant difference from the control group:
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Table 8-3. Summary of no. of defecation in female rats Exp. No. 9329 (115-207)
—— ReproTox study —
Dose level No. of Administration period (day)
(mg/kg) animals " B.G. 3 10 17 b) 24b) 31 38 45 52
0 12 0x1 a 1x2 0+1 11 (5 - - - - -
20 12 00 0+0 0+0 00 (6) - - - - -
60 12 00 00 01 0£1® 0x0@ 0x-() 0x~-() 0£-() 0x- (D
200 12 0+0 0+0 01 00 (3 - - - - -
B.G. : Before grouping
a) Mean + S.D.
b) Mating period
Values in parentheses are expressed no. of animals examined
Significant difference from the control group; *: p = 0.056 =**: p < 0.01



Exp. No. 9329 (115-207)

Table 8-3.  Continued
‘Dose level No. of Gestation period (day) Lactation period (day)
(mg/kg) dams 7 14 4
0 12 0+1 a) 0+0 12
20 12 0+0 0+0 0+0
. 60 9 01 0+0 1%£2
o ,
200 12 1+3 0+0 0=+1
> p =0.05 * p = 001

a) Mean = S.D.
Significant difference from the control group:
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Exp. No. 9329 (115-207)

Table 8-4. Summary of no. of defecation in female rats
—— Recovery study —-
Dose level No. of Administration period (day)
(mg/kg) animals B.G. 2 9 16 23 30 37 43
0 5 00 a) 0+0 0+0 0x0 0x0 0+0 0+0 00
200 5 0x0 0+0 2+3 1x1 0+0 0+0 0+0 0x0
Dose level No. of Recovery period (day)
_(mg/kg) animals 7 14
0 5 00 0x0
200 5 0+0 0x0
B.G. : Before grouping
*:p =005 *x:p <001

a) Mean = S.D.
Significant difference from the control group;
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Exp. No. 9329 (115-207)

Table 9-1. Summary of grip strength in male rats
——-- ReproTox study —-
Unit @ g
Dose level Administration period (day)
(mg/kg) 43
0 Forelimb 1659 £ 222 a)
Hindl imb 701 £ 13
20 Forelimb 1548 + 251
Hind! imb 626 X 150
60 Forelimb 1617 + 252
Hindlimb 710 = 157
200 Forelimb 1500 + 279
Hindl imb 666 + 178
p <005 #*p=001

a) Mean * S.D.
Significant difference from the control group



-¢Cl-

Table 9-2. Summary of grip strength in male rats
-~= Recovery study ——-

Exp. No. 9329 (115-207)

Unit ' g
Dose |evel No. of Administration period (day) Recovery period (day)
(mg/kg) animals 43 14
0 5 Forelimb 1569 + 282 a) 1M + 324
Hindl imb 644 + 132 909 = 235
200 5 Forelimb 1625 += 222 1099 £ 265
Hindlimb 634 = 219 685 = 210
a) Mean £ S.D.
Significant difference from the control group; =*: p < 0.05 =#x: p < 0.01
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Table 9-3. Summary of grip strength in female rats

=== ReproTox study —-

Exp. No. 9329 (115-207)

Unit : g
Dose level No. of Lactaion period (day)
(mg/kg) dams 4
0 5 Forelimb 1372 £ 253 a)
Hindl imb 548 + 171
20 5 Forelimb 1269 + 204
Hindl imb 708 = 71
60 5 Forel imb 1204 = 282
Hindl imb 599 + 109
200 5 Forelimb 1330 + 117
Hindl imb 561 + 85

a) Mean = S.D.

Significant difference from the control group;:

*:p 005 % p <001
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Table 9-4. Summary of grip strength in female
--~ Recovery study ——-

rats

Exp. No. 9329 (115-207)

Unit : g
Dose level No. of Administration period (day) Recovery period (day)
(mg/kg) animals 43 14
0 5 Forelimb 1290 + 145 a) 999 + 312
Hindl imb 525 =+ 209 706 + 280
200 5 Forelimb 1181 £+ 213 864 + 278
Hindlimb 454 + 74 663 + 84
a) Mean = S.D.
Significant difference from the control group; =*: p = 0.06 *¢: p < 0.01



Exp. No. 9329 (115-207)

Table 10-1. Summary of motor activity in male rats
—--— ReproTox study ——-
Day 43 of administration
Dose level No. of Mqtor activity (counts) 7 B 7
(mg/ke) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 4 1711 £49b) 127 £ 43 103 =15 81 +£42 57 = 31 35 24 574 + 166
20 3 139 + 47 85 +54 82 +60 75+ 25 79 =34 648 + 194
60 5 144 = 36 122 £49 1M1 +34 86 + 34 87 + 24« 762 + 160
5
200 5 94 + 28 73 £28 56 +19 49 + 32 37 £25 472 + 114
a) Time (minutes)
p =005 = p =001

b) Mean = S.D.

Significant difference from the control group;
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Summary of motor activity in male rats

Exp. No. 9329 (115-207)

Table 10-2.
-—- Recovery study ——-
Day 43 of administration
Dose level No. of Motor activity (counts) 7 7 -
(mg/ke) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 4 194 =16 b) 161 £ 31 118 £39 94 +19 84 = 40 70 £30 720 + 114
200 3 146 + 53 111 = 68 104 =58 35 + 18%x% 53 = 57 33 £22 482 + 196
Day 14 of recovery
Dose level No. of Motor activity (counts)
(mg/ke) animals 0-108)  10-20  20-30 30-40 40-50 50-60 Total (0-60)
0 5 180 +45 + 31 115 £20 100 = 32 81 = 34 79 £39 664 = 179
200 5 133 =41 + 31 61 =34+ 74 + 38 63 + 24 66 + 36 491 = 179
a) Time (minutes)
b) Mean = S.D.
*: p <005 =*:p 001

Significant difference from the control group;



Exp. No. 9329 (115-207)

Table 10-3. Summary of motor activity in female rats
—~- ReproTox study -—
Day 4 of lactation
Dose level No. of Motor activity (counts)
(mg/keg) dams 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 5 135 = 50 b) 45 £ 15 35 + 15 10 = 7 34 + 46 24 = 25 283 + 104
20 5 162 + 29 67 = 35 39 + 25 28 + 14 20 = 30 20 + 26 335 + 122
60 5 98 + 32 36 = 10 29 £ 19 25 + 18 21 £ 22 33 + 20 248 + 39
)
~J
200 5 147 + 37 45 + 55 36 + 17 16 = 20 15 = 15 4 + 6 263 = 110
a) Time (minutes)
*X p <005 = p <001

b) Mean = S.D.
Significant difference from the control group;



Exp. No. 9329 (115-207)

Table 10-4. Summary of motor activity in female rats
——— Recovery study —
Day 43 of administration
Dose level No. of o , Motor activity (counts) ,
(mg/ke) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 3 183 =26 b) 150 + 28 89 + 29 95 =14 50 + 40 54 +10 621 + 123
200 4 174 =18 102 +18% 86 + 17 44 + 3% 28 + 16 57 +£73 490 + 124
Day 14 of recovery
. Dose level No. of , Motor activity (counts)
= (mg/ke) animals  0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
o0
0 5 180 60 128 £29 80 + 19 95 +33 59 x 12 28 =18 5711 + 107
200 5 150 +52 115 £ 92 89 + 63 86 =77 68 + 60 89 + 46% 598 + 372
a) Time (minutes)
* p 5005 = p =001

b) Mean *+ S.D.
Significant difference from the control group;



Table 11-1. Hematology in male rats Exp. No. 9329 (115-207)
--- ReproTox study ---
Dose level (mg/kg) 0 20 60 200
No. of animals examined 5 5 5 5
Mean + SD. (N) Mean £ S.D. (N) Mean £ SD. (N) Mean £ SD. (N)
HCT(%) 447 £+ 10 (5) 452 + 14 (5) 447 + 13 (5 419 + 49 (5
HGB(g/dL) 157 + 04 (5 159 £+ 0.3 (5) 157 + 0.3 ( 5 149 + 1.8 (5
RBC(x10%/mm®) 891 + 030 ( 5) 9.08 + 014 ( 5) 878 + 020 ( 5) 865 + 098 ( 5)
MCV(umd) 501 + 1.6 ( 5) 498 + 14 (5 509 + 25 (5) 484 + 14 (5
MCH(pg) 177 £+ 02 (5) 176 + 04 ( 5) 179 + 06 (5 172 + 08 (5
MCHC(%) 352 + 0.8 ( 5) 353 + 05 (5) 352 + 07 (5 356 + 1.5 (5
WBC(x10%mm?) 927 + 271 (5 1290 + 395 (5 980 = 113 ( 5) 1491 + 1142 ( 5)
Differential leukocyte
NEUT (x10%/mm?) 145 + 050 ( 5) 135 + 058 ( 5) 165 t 011 ( 5) 200 + 1.76  ( 5)
= (%) 156 + 2.0 ( 5) 11.0 £ 62 (5 171 £ 31 ( 5) 13.1 £ 63 ( 5
Y LYMPH (x10°mm?®) 725 + 201 (5 1085 + 369 ( 5) 761 + 114 (5 12.09 + 907 ( 5)
(%) 786 £ 1.9 ( 5) 83.7 £ 6.2 (5 774 = 3.3 (5 816 = 6.5 ( 5
MONO (x10%/mm®) 028 + 015 ( 5) 035 + 0.16 ( 5) 024 + 007 (5) 049 + 048 ( 5)
(%) 29 + 09 (5 27 + 05 ( 5) 25 + 05 (5 30 £+ 10 ( 5)
EOSN (x10¥mm®) 021 = 0.10 ( 5) 023 + 013 ( 5) 019 + 003 ( 5) 015 = 0.12 ( 5)
(%) 21 £ 07 (5 19 £ 12 (5 19 £+ 03 (5 11 £ 06 - (5)
BASO (x10%mm®) 0.01 £ 000 (5 0.02 + 001 ( 5) 001 + 000 ( 5) 0.04 + 004 (5)
(%) 01 £ 00 (5 01 +£01 (5 01 200 (5 02 + 0.0* (5
LUC (x10%mm?) 006 + 0.02 (5 009 + 005 (5 009 + 006 (5 0.14 + 010 ( 5)
(%) 0.7 £ 01 (95 07 £ 0.2 ( 5) 09 + 06 ( 5) 1.0 + 0.2 (5
PLT(x10%mm%) 1149 + 82 (5 1061 + 108 ( 5) 1059 + 100 ( 5) 1069 + 130 ( 5)
Reticulocyte(%) 24 + 05 (5 18 + 03* (5) 22 £+ 02 (5) 0.8 + 0.1* ( 5)

NEUT : Neutrophil LYMPH : Lymphocyte MONO :
Significant difference from the control group ;

Monocyte EOSN : Eosinophil
*:p £0.05

*. p < 0.01

BASO : Basophil

LUC : Large unstained cells



Table 11-2. Hematology in male rats

Exp. No. 9329 (115-207)

--- Recovery study -

Dose level (mg/kg) 0 200

No. of animals examined 5 5
Mean + SD. (N) Mean + SD. (N)
HCT(%) 455 £ 14 ( 5) 36.6 + 45 ( 5)
HGB(g/dL) 158 + 05 ( 5) 127 £ 1.7* ( 5)
RBC(x10%/mm°) 8.98 + 0.38 ( 5) 7.40 + 0.88** ( 5)
MCV(u m?) 508 + 21 (5) 494 + 19 (5
MCH(pg) 176 + 06 ( 5) 172 £ 06  ( 5)
MCHC(%) 346 + 03 (5 348 + 04 (5
WBC(x10*/mm?®) 897 + 1.711 ( 5) 1529 + 3.24* ( 5)

Differential leukocyte

 NEUT (x10%mm?) 154 + 057 ( 5) 232 + 074 (5)
= (%) 169 + 40 ( 5) 152 + 45 (5)
€ LYMPH (x10*/mm?3) 696 + 1.20 ( 5) 12.18 + 2.89** ( 5)
(%) 779 £ 36 (5 795 + 50 (5
MONO (x10%mm?®) 025 + 0.03 ( 5) 047 % 0.13* ( 5)
(%) 28 £+ 06 (5) 31 £ 09 (5
EOSN (x10*/mm?) 0.11 + 004 ( 5) 0.16 + 0.04 ( 5)
(%) 12 £ 02 (5) 1.1 £ 04 ( 5)
BASO (x10%mm?) 0.01 £ 0.01 (5) 002 + 0.01 (5
(%) 01 £01 (5 02 +01 (5
LuC (x10¥mm?3) 0.09 + 0.02 ( 5) 0.14 £ 006 ( 5)
(%) 11 £ 03 (5 09 £+ 03 (5
PLT(x10¥mm®) 1048 + 32  ( 5) 1431 £ 150" ( 5)
Reticulocyte(%) 20 £ 02 (5 31 £ 08 (5

NEUT : Neutrophil LYMPH : Lymphocyte MONO :

Monocyte EOSN : Eosinophil
Significant difference from the control group ; *:p =005

. p <0.01

BASO : Basophil

LUC : Large unstained cells
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Table 11-3. Hematology in female rats Exp. No. 9329 (115-207)
--- ReproTox study ---
Dose level (mg/kg) 0 20 60 200
No. of animals examined 6 5 5 5
Mean + S.D. (N) Mean + SD. ( N) Mean + SD. (N) Mean + SD. (N)
HCT (%) 385 t 1.2 ( 5 401 £ 24 ( 5) 400 + 1.2 ( 5) 325 + 1.3* ( 5)
HGB(g/dL) 13.2 + 0.6 (5) 13.7 + 0.8 ( 5) 13.5 £ 05 ( 5 114 £ 04 (5
RBC(x10%/mm?) 6.81 £+ 030 ( 5) 6.86 + 039 (5 722 + 029 (5) 6.16 + 0.27* ( 5)
MCV(umd) 566 t 1.3 (5) 584 + 15 ( 5 555 + 1.5 ( 5) 528 + 1.3** ( 5)
MCH(pg) 194 + 03 (5 200 + 05 (5) 187 + 06* ( 5) 186 + 0.4* ( 5)
MCHC(%) 344 + 06 ( 5) 342 + 05 (5 336 £+ 05 ( 5) 351 + 05 (5
WBC(x10%/mm?) 1095 + 2.38 ( 5) 1099 + 479 ( 5) 1127 + 356 ( 5) 972 + 1.84 ( 5)
Differential leukocyte
NEUT (x10%mm®) 423 + 157 ( 5) 392 + 236 ( 5) 385 + 066 ( 5) 275 + 125 (5)
(%) 38.0 + 88 (5 346 £ 69 (5 356 + 74 (95 275 + 8.2 ( 5
LYMPH (x10%/mm?) 629 + 118 ( 5) 662 + 242 ( 5) 6.86 + 3.00 (5) 655 + 091 ( 5)
(%) 580 + 82 ( 5) 614 £+ 62 (5 506 + 82 ( 5) 682 £+ 68 (5
MONO (x10%mm°) 025 + 012 ( 5) 028 + 0.15 ( 5) 035 + 021 (5 025 + 014 ( 5)
(%) 23 £ 08 ( 5) 25 + 07 ( 5 30 £ 13 ( 5) 27 £ 15 ( 5)
EOSN (x10%/mm?3) 008 + 001 (5 009 + 003 ( 5) 0.10 + 004 ( 5) 008 + 011 ( 5)
(%) 0.7 £ 01 (5 09 + 04 ( 5) 09 =+ 04 ( 5) 08 £ 10 ( 5
BASO (x10%mm®) 0.01 £ 0.00 ( 5) 001 £ 0.01 (5) 001 + 000 ( 5) 0.01 + 0.00 (5
(%) 01 00 (5 01 00 (5 01 £00 (5 01 +£00 (5
LUC (x10%mm?) 0.09 + 0.03 (5 0.06 + 0.04 (5 010 £ 0.06 (5 007 + 0.02 ( 5)
(%) 09 + 03 ( 5) 05 £ 02 (5) 09 £ 04 (5 07 £+ 0.3 (5
PLT(x10%/mm?) 1131 £ 80 ( 5) 1108 £ 105 ( 5) 1175 + 263 ( 5) 1397 + 109* ( 5)
Reticulocyte(%) 78 £ 07 (5) 78 £ 16 (5 65 + 14 (5) 38 £ 1.7 (5

NEUT : Neutrophil LYMPH : Lymphocyte MONO :
Significant difference from the control group ;

Monocyte EOSN : Eosinophil
*:p £0.05

*: p=0.01

BASO : Basophil

LUC : Large unstained cells



Table 11-4. Hematology in female rats

Exp. No. 9329 (115-207)

--- Recovery study -—
Dose level (mg/kg) 0 200
No. of animals examined 5 5
Mean + SD. (N) Mean £ S.D. (N)
HCT(%) 431 £ 16 (5) 371 t 24" (5
HGB(g/dL) 147 £+ 05 ( 5) 131 £ 0.8 ( 5)
RBC(x10%mm?%) 824 + 024 ( 5) 7.22 + 0.44** ( 5)
MCV(um?) 523 £ 1.6 (5 513 £+ 05 (5)
MCH(pg) 179 £+ 06  ( 5) 181 £ 02 ( 5)
MCHC(%) 341 £+ 03 (5) 352 + 04" (5)
WBC(x10%mm®) 476 + 1.84 ( 5) 558 + 133 ( 5)
Differential leukocyte
,  NEUT (x10%mm?) 0.86 + 049 ( 5) 1.06 ¢ 022 ( 5)
o (%) 172 + 49 (5 192 + 26 ( 5)
(28]
' LYMPH (x10%/mm®) 363 t 1.30 ( 5) 428 + 1.09 ( 5)
(%) 772 + 49  ( 5) 764 £ 27 (5)
MONO (x10%/mm?) 0.13 £ 0.06 ( 5) 0.13 £ 005 ( 5)
(%) 26 + 04 (5 24 £ 05 (5
EOSN (x10°/mm®) 0.09 + 003 (5 0.06 + 002 (5
(%) 19 £ 03 ( 5) 10 = 0.3* (5
BASO (x10%mm®) 001 £ 001 (5) 000 + 0.01 (5
(%) 0.1 £01 (5 01 £+ 00 (5
Luc (x10%mm°) 0.05 + 004 (5 005 + 0.02 (5)
(%) 1.0 £ 05 ( 5) 09 £02 (5
PLT(x10*/mm?) 1017 + 108 ( 5) 1295 + 76" ( 5)
Reticulocyte(%) 18 + 06 (5 30 £ 06* (5)

NEUT : Neutrophil LYMPH : Lymphocyte MONO :

Monocyte EOSN : Eosinophil
Significant difference from the control group ; *:p £005

*:p =001

BASO : Basophil

LUC : Large unstained cells



Table 12-1. Coagulation in male rats Exp. No. 9329 (115-207)
--- ReproTox study -
Dose level (mg/kg) 0 20 60 200
No. of animals examined 5 5 5 5
Mean £ SD. (N) Mean £ S.D. (N) Mean £+ S.D. (N) Mean + SD. (N)
PT(sec.) 184 £ 16 (5 194 + 25 (5 197 + 26 ( 5) 229 + 60 (5)
APTT(sec.) 286 + 21 (5) 265 + 21 (5) 291 + 17  (5) 284 + 35 (5)

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

-eel-



Table 12-2. Coagulation in male rats Exp. No. 9329 (115-207)
--- Recovery study ---

Dose level (mg/kg) 0 200

No. of animals examined 5 5

PT(sec)

APTT(sec.)

Mean £ S.D. ( N) Mean + S.D.

189 + 24  ( 5) 159 + 1.3*

282 £+ 20 (5 233 + 44

(N)
(9
(%)

Significant difference from the control group ;

“bel -

*:p =005 *:p=001



Exp. No. 9329 (115-207)

Table 12-3. Coagulation in female rats
--- ReproTox study -
Dose level (mg/kg) 0 20 60 200
No. of animals examined 6 5 5 5
Mean £+ SD. (N) Mean t S.D. ( N) Mean £+ S.D. (N) Mean + S.D. ( N)
PT(sec.) 174 1+ 04 (5 179 + 05 (5 174 + 08 (5 175 + 04 ( 5
APTT(sec.) 196 + 1.2 (5 188 + 1.5 (5 176 = 16 ( 5) 167 £ 0.7 ( 5)

Significant difference from the control group ; *:p £0.05

- GEl -

*»*:.p =001



Exp. No. 9329 (115-207)

Table 12-4. Coagulation in female rats
--- Recovery study ---
Dose level (mg/kg) 0 200
No. of animals examined 5 5
Mean £ SD. (N Mean + SD. ( N)
PT(sec.) 161 + 09 (5) 154 + 08 ( 5)
APTT(sec.) 194 £ 1.7 ( 5) 186 £ 19 (5
*:p=005 *:p=0.01

Significant difference from the control group ;

~9¢l -




Table 13-1. Blood chemistry in male rats Exp. No. 9329 (115-207)

--- ReproTox study -

Dose level (mg/kg) 0 20 60 200

No. of animals examined 5 5 5 5
Mean + SD. (N) Mean £+ SD. (N) Mean = S.D. ( N) Mean = SD. (N)
T.protein(g/dL) 6.156 £ 0.19 ( 5) 599 + 020 ( 5) 6.17 £ 015 ( 5 650 £ 047 (5
Albumin(g/dL) 323 £ 005 (5 311 £ 007 ( 5) 322 £+ 009 (5 335 + 033 (5
A/G 111 £ 009 (5 1.08 £ 0.05 ( 5) 1.09 £ 005 ( 5) 106 £ 0.08 ( 5)
Glucose(mg/dL) 160 £ 12 (5 149 + 13 (5 154 + 19 (5 145 + 18 (5
Triglyceride(mg/dL) 441 £ 151 ( 5) 433 + 116 (5 551 + 168 ( 5) 456 + 344 ( 5)
T.cholesterol(mg/dL) 66 + 7 (5 58 + 10 ( 5) 56 £ 9 (5 81 + 26 (5
BUN(mg/dL) 132 £ 1.7 ( 5) 123 + 06 (5 136 £ 10 ( 5) 227 + 177 (5
;.-‘)Creatinine(mg/dL) 030 + 0.02 (5 027 + 0.02 (5) 031 £ 003 (5 0.72 + 0.60* ( 5)
.\)T.bilirubin(mg/dL) 006 £ 001 (9 005 + 001 ( 5) 005 £ 002 (5 004 £ 001 (5
Total bile acid( 4 mol/L) 133 £ 56 (5 124 £ 52 (5 122 + 68 (5 223 + 162 ( 5)
AST(UIL) 87 + 13 (5 84 + 6 ( 5) 83 + 7 ( 5) 110 + 38  ( 5)
ALT(U/L) 30 £3 ( 5) 30 £3 ( 5) 32 +3 (5 45 £ 21 ( 5)
ALP(U/L) 445 t+ 43 (5 411 £ 134 ( 5) 445 t 61 (5 645 + 308 ( 5)
Gamma-GTP(U/L) 06 £ 02 (5 06 £ 041 (5 06 + 01 (5 11 £ 07 (5
Calcium(mg/dL) 983 + 041 (5 965 + 034 ( 5) 965 + 024 (5) 1021 + 064 ( 5)
|.phosphorus(mg/dL) 6.80 + 049 ( 5) 6.11 £+ 061 ( 5) 641 £ 020 ( 5) 628 + 1.02 ( 5)
Sodium(mmol/L) 1435 + 18 (5 1437 + 22 (5 1445 + 14 ( 5) 1430 + 1.8 ( 5)
Potassium(mmol/L) 457 + 030 (5 451 + 030 (5 436 £+ 019 (5 392 + 041 (5
Chioride(mmol/L) 1074 + 08 (5 1086 + 14 ( 5) 1089 + 14 (5 1071 £+ 40 (5

Significant difference from the control group; *:p <0.056 *: p = 0.01



Table 13-2. Blood chemistry in male rats

Exp. No. 8329 (115-207)

--- Recovery study ---
Dose level (mg/kg) 0 200
No. of animals examined 5 5
Mean £ S.D. (N) Mean £ SD. (N)
T.protein(g/dL) 6.04 + 016 ( 5) 6.12 + 0.71  ( 5)
Albumin(g/dL) 311 + 008 (5) 263 + 089 ( 5)
AIG 106 + 0.04 ( 5) 077 + 030 ( 5)
Glucose(mg/dL) 161 + 15  ( 5) 153 + 22 ( 5)
Triglyceride(mg/dL) 473 + 84 ( 5) 1779 + 1881 ( 5)
T.cholesterol(mg/dL) 71 £ 18 ( 5) 252 %+ 207* (5
BUN(mg/dL) 131 = 1.1 (5 225 + 148" ( 5)
I;Creatinine(mg/dL) 026 £ 0.03 (5 0.89 t 0.52* ( 5)
%°7 bilirubin(mg/dL) 004 + 001 (5) 0.02 + 0.02* ( 5)
Total bile acid( 4 mol/L) 134 t 6.1 (5 197 £+ 116 (5
AST(U/L) 104 + 29 (5 109 £ 70 (5
ALT(UL) 31 +2 (5 60 + 30" (5
ALP(U/L) 332 + 14 (5 379 + 176 ( 5)
Gamma-GTP(U/L) 05 +01 (5 11 £ 02 (5
Calcium(mg/dL) 983 + 017 ( 5) 10.32 + 0.26* ( 5)
I.phosphorus(mg/dL) 626 + 050 ( 5) 6.58 + 0.78 ( 5)
Sodium(mmol/L) 1436 £ 14 ( 5) 1425 £ 13 (5
Potassium(mmol/L) 439 + 021 (5 420 t 044 (5
Chloride(mmol/L) 108.1 + 1.1 (5 1069 + 1.9 ( 5)
Significant difference from the control group; *:p =005 *: p =0.01



Table 13-3. Blood chemistry in female rats Exp. No. 9329 (115-207)
--- ReproTox study ---
Dose level (mg/kg) 0 20 60 200
No. of animals examined 6 5 5 5
Mean £+ SD. ( N) Mean £+ SD. ( N) Mean £+ SD. (N) Mean £ SD. ( N)
T.protein(g/dL) 612 + 0.34 ( 5) 6.16 + 0.30 ( 5) 6.14 + 026 ( 5) 6.56 + 062 ( 5)
Albumin(g/dL) 332 + 018 ( 5) 327 + 013 ( 5) 3.36 + 0.18 ( 5) 339 + 040 ( 5)
AIG 119 £ 012 ( 5) 115 £ 013 ( 5) 121 + 0.08 ( 5) 1.07 £ 011 ()
Glucose(mg/dL) 134 + 18 (5 150 + 10 (5 134 £ 16 (5 120 + 8 ( 5)
Triglyceride(mg/dL) 482 + 278 ( 5) 494 + 232 ( 5) 493 t 155 ( 5) 339 + 66 (5
T.cholesterol(mg/dL) 65 + 10 ( 5) 63 + 6 (5 75 + 3 ( 5) 90 t 12 ( 5)
BUN(mg/dL) 154 + 21 ( 5) 173 £ 3.7 ( 5) 166 £ 35 (5 193 £+ 37 (5
';Creatinine(mg/dL) 0.31 + 003 ( 5) 035 + 005 ( 5) 039 + 004 ( 5) 051 + 0.11* ( 5)
\uoT.bilirubin(mg/dL) 005 £ 002 (5 0.04 £ 002 (5) 005 £ 003 (5 004 £ 0.01 (5
Total bile acid( « mol/L) 200 + 120 (5 114 £ 24 ( 5) 262 + 138 (5 243 + 203 (5
AST(U/L) 117 + 32 (5 98 + 13 (5 101 £ 35 (5 97 + 18 ( 5)
ALT(UL) 53 + 10 ( 5) 47 £+ 13 ( 5) 51 £ 17  ( 5) 67 £+ 13 (5)
ALP(U/L) 231 £ 62 (5 255 t 51 ( 5) 224 + 58 (5 284 £ 48 (5
Gamma-GTP(U/L) 06 + 01 (5 06 + 02 (5 07 £+ 03 (5 08 + 01 (5
Calcium(mg/dL) 10.13 £ 035 ( 5) 1021 £ 017 ( 5) 1029 £ 022 ( 5) 10.17 + 048 ( 5)
|.phosphorus(mg/dL) 8.39 + 020 ( 5) 840 + 146 ( 5) 765 £ 095 ( 5) 6.84 £ 0.70* ( 5)
Sodium(mmoliL) 1416 £ 16  ( 5) 1423 + 12 (5 1421 £ 1.7 ( 5) 139.2 £ 1.1*  ( 5)
Potassium(mmoliL) 422 + 026 (5 445 + 034 ( 5) 419 + 043 (5 363 + 0.14* (5
Chloride(mmol/L) 1073 + 2.0 (5 108.9 t 2.7 ( 5) 110.2 t 26 (5) 1084 + 22 (5
Significant difference from the control group;  *:p £0.05 *: p =0.01



Table 13-4, Blood chemistry in female rats

Exp. No. 9329 (115-207)

--- Recovery study -
Dose level (mg/kg) 0 200
No. of animals examined 5 5
Mean £+ SD. (N) Mean + SD. (N)
T.protein(g/dL) 6.43 £ 031 (5 6.71 £ 054 ( 5)
Albumin(g/dL) 372 + 022 ( 5) 351 + 068 ( 5)
AIG 138 + 0.16 ( 5) 111 £ 025 ( 5)
Glucose(mg/dL) 138 + 13 (5) 122 + 16 ( 5)
Triglyceride(mg/dL) 220 £ 77 ( 5) 1276 + 2389 ( )
T.cholesterol(mg/dL) 93 t 13 (5 151 £ 130 ( 5)
BUN(mg/dL) 143 £+ 1.7 (5 160 £+ 13 (5
'ECreatinine(mg/dL) 033 £ 007 (5 0.58 + 0.06** ( 5)
T bilirubin(mg/dL) 006 + 002 ( 5) 0.03 + 003 (5)
Total bile acid( & mol/L) 126 £+ 22 (5) 138 + 31 (5
AST(UL) 108 + 41 (5 100 + 41 (5
ALT(UL) 25 + 3 ( 5) 4 + 12* (5)
ALP(U/L) 187 + 44 (5 183 ¢ 55 (95
Gamma-GTP(U/L) 07 £+ 02 (5 11 £ 05 (5)
Calcium(mg/dL) 992 x 027 (5 10.34 + 0.20* ( 5)
I.phosphorus(mg/dL) 481 + 081 (5) 540 + 043 ( 5)
Sodium(mmol/L) 1422 + 06 ( 5) 139.9 £ 1.0* ( 5)
Potassium(mmol/L) 415 £ 020 ( 5 3.73 £ 0.30* ( 5)
Chloride(mmol/L) 1098 £ 13 (5 1079 £ 29 (5
Significant difference from the controlgroup; *:p =005 *: p = 0.01
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Table 14.

Urinalysis in male rats
---ReproTox study---

Exp. No. 9329 (115-207)

Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (mL) (mOsm/kg) (mmol/L) (mmol /L) (mmol/L)
0 5 4.6 + 3.0 783 + 169 34+ 9 107.8 + 31.5 40.4 + 10.5
20 5 12.3+ 1.4 753 =+ 130 33+ 9 89.7 + 19.0 33.6 + 10.1
60 5 15.3 + 1.0 655 + 86 29 S 81.0 £ 17.3 28.4 + 14.4
200 5 19.0+ 4.0 701+ 96 58 =  gu» 83.6 + 14.0 55.0 =+ 18.4
Mean * S.D.

Significant difference from the control group;

*:

P<0.05

**; P<0.01
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Table 14. Continued Exp. No. 9329 (115-207)
Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (mmol/17h) (mmol/17h) (mmol/17h)
0 5 0.50 + 0.19 1.50 = 0.22 0.58 + 0.12
20 5 0.40 + 0.11 1.10 £ 0.27% 0.42 £ 0.12
60 5 0.44 + 0.08 1.24 + 0.28 0.44 £ 0.21
200 5 1.07 £ 0.,15%* 1.74 £ 0.21 1.00 £ 0.30*
Mean + S.D.
Significant difference from the control group: *: P£0.05 *%: P<0.01
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Table 14. Continued Exp. No. 9329 (115-207)

Dose level No. of Color pH Occult blood
(mg/kg) animals 1 2 3 4 5 6 7 8 91011 55.566.577.588.5 29 - +/- 1+ 2+ 3%
0 5 5 4 1 5

20 5 5 3 2 4 1

60 5 S 2 3 5

200 5 5 i3 1 3 2
Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

8= Brown-black 9= Milky white, 10= Fluorescent green, l1ll= Blue.
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Table 14.

Continued

Exp. No. 9329 (115-207)

Dose level

(mg/kg)

No. of

animals

Bilirubin

1+ 2+ 3+

Urobilinogen (E.U./dL)
0.1 1.0 2.0 4.0 8.0 212

20
60
200
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Table 15-1. Absolute and relative organ weight in male rats Exp. No. 9329 (115-207)
~—- ReproTox study ——
Dose level (mg/kg) 0 20 60 200
No. of animal examined 12 12 12 12
Mean % S.D. Mean *+ S.D. Mean £ S.D. Mean £ S.D.

Body weight (g) 452 & 29 446 + 3 456 * 31 391 30

Brain Egg‘ 2.19 0.11 2.20 + 0.08 2.21 = 0.09 2.19 = 0.07
gh) 0.485 = 0.03t 0.496 £ 0.025 0.485 = 0.025 0.562 +  0.035%x*

Thymus Emg 289 £ 89 266 =+ 63 298 + 79 270 + 60
mg%) 64,170 &= 21,063 60.034 * 14.605 65.229 = 16.542 68.536 + 12,103

Heart 1.43 = 0.13 1.47 ®= 0.19 1.42 £ 0.14 1.33 0.12
ESRA) 0.318 £ 0.029 0.328 =+ 0.023 0.312 = 0.024 0. 341 i 0.023

Liver 11.14 =+ 1.06 10.86 £ 1.34 11.15 * 1. 41 9. 88 1.20%
ﬁS?o 2.463 £ 0.139 2,429 £ 0.138 2.438 + 0.157 2.523 % 0.188

Spleen Eg% 0.66 * 0.10 0.73 = 0.16 0.64 + 0.07 0.76 X 0.18
g%) 0.147 = 0.019 0.164 * 0.028 0.140 £ 0.016 0.194 £ 0.043%*

Kidneys 2.94 * 0.35 2.93 + 0.26 2.88 0.17 3.21 + 0.34

Y Egzﬁ) 0.649 = 0.062 0.657 = 0.045 0.633 £ 0.037 0.820 =  0.067**

Adrenals Emg;6 59 + 7 51 + 6* 55 =+ 9 59 + 7
mg%) 13,073 &+ 1.618 11.327 £ 1.045% 12.181 £ 1,838 15.070 £  2.085%

Testes Eg?ﬁ 3.25 &  0.31 3.30 & 0.32 3.40 £ 0.19 3.39 + 0,29
g4) 0.723 = 0.092 0.741 = 0.068 0.748 = 0.039 0.871 &£ 0,083**

Epididymides 2"'936 1218 X 106 1220 =+ 138 1206 £ 101 1184 % 87
mg’) 270.526 X 30.507 273.713 £ 22.323 264,847 £ 16.929 303.824 £ 23.115%*

(%) (Organ weight / body weight) x 100

Signifigant digferénce ¥r he control group; ¥ p=0.05 ¥ p = 0.01
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Table 15-2. Absolute and relative organ weight in male rats

-—— Recovery study ——-

An-Pyo Center

(2081ow ) 013035 Page 001

Exp. No. 9329 (115-207)

o

Dose level {(mg/kg)

No. of animal examined 5
Mean * S.D
Body weight (g) 480 + 32
Brain 2.22 + 0.07
ngﬁ) 0.463 = 0.032
Thymus émg 258 =+ 51
mg%) 53.364 = 7.804
Heart 1.47 * 0.16
5320 0.306 £ 0.035
Liver 11.47 * 1.07
5829 2.387 £ 0.159
Spleen 0.68 =% 0.07
° ngs) 0.141 £ 0.020
Kidneys 2.99 + 0.19
Y 2825) 0.625 = 0.053
Adrenals Emg;6 57 +
mg4) 11.957 £ 2,324
Testes 3.29 + 0.20
égzﬁ) 0.686 * 0.053
Epididymides m 1229 + 134
P y Emg%) 255.992 + 23.132

200
5

Mean * S.D.

401 + 52
2.21 £  0.09
0.556 £  0.054*

280 + 76

69.149 £ 12,953+

1,26 £ 0,20
0.314 £ 0.024
11.61 £ 0.72
2.929 £ 0.414%
0.76 =  0.10
0.193 £  0.035*
3.07 £ 0.25
0.773 £ 0.097*

63 = 1

15.923 £  3.130

3.53 £  0.25
0.891 £ 0.130%
1161 + 104

293.073 £ 44,486

(%) (Organ weight / bod¥ weight) x 100
Significant ditfference trom the control group;

¥ p=0.05 = p =00
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Table 15-3. Absolute and relative organ weight in female rats Exp. No. 9329 (115-207)
——— ReproTox study —-
Dose leve!l (mg/kg) 0 20 60 200
No. of dams examined 12 12 9 12
~ Mean * S.D. Mean =+ S.D. Mean + S.D. Mean *+ S.D.
Body weight (g) 299 * 23 295 17 300 &+ 22 251 & 13
Brain Sg?ﬁ 2,05 & 0,08 2.08 &= 0.06 2,10 £ 0.06 2.09 + 0.10
a%) 0.687 = 0.048 0.708 £ 0.036 0.702 = 0.041 0.836 X - 0.064%*
Thymus Smg 245 + 69 223 + 80 242 £ 69 174 = 79
mg) 81.833 + 21.652 75.247 X 26.178 79.840 £ 18,091 69.469 £ 31.524
Heart 1,06 = 0.17 1.00 %+ 0.06 0.99 + 0.06 0.94 % 0.08
28?5) 0.355 = 0.049 0.338 £ 0.027 0.332 £ 0.024 0.378 £ 0.042
Liver 9.71 0.92 10.35 * 1.59 9.57 * 0.69 8.97 % 1.07
28%) 3.249 £ 0.296 3,505 = 0.477 3.195 £ 0.128 3.574 £ 0.394%
Spleen 0.63 & 0,08 0.64 = 0.12 0.60 = 0.07 0.58 =+ 0.08
P Eg%) 0.209 = 0.017 - 0.216 = 0.040 0.200 £ 0.023 0.2311 £ 0.032
Kidneys éggﬁ 1.96 + 0.19 1.94 + 0.15 1,92 = 0.14 2.57 = 0. 34%*
a%) 0.657 = 0.049 0.659 = 0.034 0.640 £ 0.029 1.033 & 0.172%*
Adrenals émg) 75 & 1 81 + 8 76 X 9 73 = 11
mg%) 25,012 £ 3,092 27.494 +  2.751 25.306 = 2.792 29.294 +  4.815%
Ovaries Smg% 99 + 15 + 15 93 + 1" 93 = 10
ng%) 33.193 =  4.809 + 5.825 31.140 £ 4.202 37.016 £  4.863

107
36.578

(%) (Organ weig?;rénggd¥r

Significant di

weight) x 100
om the control group;

% p < 0.05 *:p = 0.01
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Table 15-4. Absolute and relative organ weight in female rats Exp. No. 9329 (115-207)
——- Recovery study —-

Dose level (mg/kg) 0 200
No. of animal examined 5 5
Mean *+ S.D Mean + S.D.
Body weight (g) 281 16 228 + 1
Brain sg 2.09 & 0.05 2,06 & 0.08
g%) 0.746 = 0.042 0.903 =  0.0471%*
Thymus gmg;‘ 265 + 117 244 £ 53
mg%) 91.255 + 42.894 106.870 = 20.904
Heart 0.94 £ 0.09 0.83 * 0,03*
23;6) 0.335 £ 0.020 0.365 £ 0.028
Liver Eg?ﬁ 7.16 + 0.36 6.58 + 0.87
g%) 2.550 = 0.077 2,891 £ 0.431#*
Spleen Egg‘ 0.48 = 0.05 0.54 = 0.07
a%) 0.170 = 0.016 0.237 £ 0.031%*
Kidneys Eg% 1.9+ 0,19 2,17 *  0.09
g%) 0.694 £ 0.029 0.951 +  (.035%*
Adrenals m 69 = 11 62 = 4
Emg;ﬂ) 24.557 +  3.102 27.262 * 1.287
Ovaries gmg;‘ 85 =+ 14 85 + 9
mg%) 30.424 £ 5.140 37.366 £  3.803*

(%) (Organ weight / body weight) x 100
Signifigant di?ference ¥rom he contro! group; * p =005 *;p =00
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Table 16-1. Summary of gross findings ( sacrificed, ReproTox study, male ) Exp. No. 9329 (115-207)
Sex: Male Generation: F0
Doge level ( mg/kg ) 0 20 60 200
No. of animals necropsied 12 12 9 12
Organ Findings
HEMATOPOIETIC SYSTEM
spleen enlarged 0 0 0 1
RESPIRATORY SYSTEM
lung brown patch/zone 1 0 0 1
white patch/zone 1 1 0 0
DIGESTIVE SYSTEM
stamach white patch/zone 0 0 1 0
URINARY SYSTEM
kidney brown patch/zone 0 0 0 1
cyst 1 0 0 1
dilated pelvis 0 1 0 0
enlarged 0 0 0 6%
nodule 0 0 0 1
pale 0 0 1 2%
scarred 1 3 0 1
REPRODUCTIVE SYSTEM
epididymis nodule 0 1 0 0
Significant difference from the control group: *: P<0.05 **: P<0.01
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Table 16-2. Summary of gross findings ( sacrificed, Recovery study, male ) Exp. No. 9329 (115-207)
Sex: Male Generation: F0

Dose level ( mg/kg ) 0 200

No. of animals necropsied 5 5

Organ Findings

DIGESTIVE SYSTEM

liver hepatodiaphragmatic nodule 0 1
red patch/zone 0 1
URINARY SYSTEM
kidney enlarged 0 1
pale 0 S**
scarred 1 0
Significant difference from the control group; *; P<0.05 **: P<0.01
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Table 16-3.

Sex: Female Generation: F0

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

Exp. No. 9329 (115-207)

Dose level ( mg/kg ) 0 20 60 200
No. of animals necropsied 12 12 9 12
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic 0 1 0 1
RESPIRATORY SYSTEM
lung brown patch/zone 0 0 1 0
cyst 0 0 0 1
DIGESTIVE SYSTEM
stamach black patch/zone 0 0 1 0
white patch/zone 1 1 0 0
URINARY SYSTEM
kidney enlarged 0 0 0 8¥*
pale 0 0 1 11w+
scarred 1 2 3 0
REPRODUCTIVE SYSTEM
ovary cyst 0 0 0 1
Significant difference from the control group; *: P<0.05 ®*%: P<0.01
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Table 16-4. Summary of gross findings ( sacrificed, Recovery study, female ) Exp. No. 9329 (115-207)
Sex: Female Generation: FO

Doge level ( mg/kg ) 0 200
No. of animals necropsied 5 ]
Organ Findings

URINARY SYSTEM

kidney pale 0 4*

scarred 1 0

REPRODUCTIVE SYSTEM

ovary cyst 1 0

*: P<0.05 *%: P<0.01

Significant difference from the control group;
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Table 17-1. Summary of histological findings ( sacrificed, ReproTox study, male )

Exp. No. 9329 (115-207)

Sex: Male Generation: FO

Dose level ( mg/kg ) 0 20 60 200

No. of animals initially in study 12 12 9 12

No. of animals necropsied 12 12 9 12

No. of animals examined histologically 7 9 6 12

Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T

CARDIOVASCULAR SYSTEM

heart (5) (o) (0) (5)
cellular infiltration, mononuclear 1 0 0 1 - - - - - - - - 2 0 0 2

HEMATOPOIETIC SYSTEM

bone marrow (5) ( 5) (5 (5)
hematopoiesis, decreased,erythrocytic series 0 0 ¢ O 0 0 0 O 0 0 0 O 1 0 0 1

spleen (5) (95 (5 (5)
hyperplasia, follicle 0 0 0 O 0 0 0 O 0 0 0 o 3 0 0 3

RESPIRATORY SYSTEM

lung (6) (1) (0) (6)
congestion 0 0 ¢ O 0 0 0 O - - - 1 0 0 1
hemorrhage 1 0 0 1 o 0 0 0 - - - 0 0 0 O
accumulation of foamy cells 2 0 0 2 1 0 0 1 - - 0 0 0 O

DIGESTIVE SYSTEM

glandular stomach ( 5) ( 0) (1) (5)
squamous cyst 0 0 0 O - = - - 1 0 0 1 0 0 0 O

exocrine pancreas ( 5) (0) (0) ( 5)
atrophy, acinus 1 0 0 1 - - - - - - - - 0 0 0 O
cellular infiltration, lymphocyte 0 0 0 O - - - - - - - 1 0 0 1
hyperplasia, duct 0 0 0 O - - - - - - 1 0 0 1

liver (5) (5) (5 (5
necrosis, hepatocyte 1 0 01 0 0 0 O 0 0 0 O 01 0 1
microgranuloma 5 0 0 5 5 0 0 5 1 1 0 2 4 1 0 S5
hyperplasia, bile duct 0 0 0 O 0 0 0 O 10 0 1 0 0 0 O
proliferation, sinusoidal cell 0 0 0 O 0 0 0 O 0 0 0 O 10 0 1

URINARY SYSTEM

kidney ( 6) ( 8) (5 (12)
basophilic tubules 1 0 0 1 4 0 0 4 2 0 0 2 0 0 0 O
cast, hyaline 6 0 0 O 0 0 0 O 0 0 0 O T 2 1 10%%H##
cyst 10 0 1 0 0 0 O 0 0 0 O 10 0 1
degeneration, vacuolar,proximal tubule 0 0 0 O 10 0 1 4 1 0 S5**§i 0 0 12 12%*§%
dilatation, tubules 0 0 0 O 0 0 0 O 0 0 0 O 6 1 0 7+
hyaline droplet, glomerulus 0 0 0 0 0 0 0 O 0 0 0 O 1 0 0 1

Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total

(): No. of animals examined microscopically at this site. -: Not applicable.

Significant difference fram the control group; Figher *: P<0.05 *%: p<0.0l1, Mann-Whitney #: P<0.05 ##: P<0.01
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Table 17-1. Continued

Exp. No. 9329 (115-207)

Sex: Male Generation: FO
Dose level ( mg/kg ) 0 20 0 200
No. of animals initially in study 12 12 9 12
No. of animals necropsied 12 12 9 12
No. of animals examined histologically 7 9 6 12
Organ Findings 1 2 3T 12 3 T 1 2 3 T 12 3T
URINARY SYSTEM
kidney
mineralization 0 0 0 O 1 0 0 1 1 0 0 1 2 0 0 2
necrosis, tubular epithelium,proximal tubule 0 0 0O 0 0 0 O 0o 0 0 0 1 3 8 12**§##
regeneration, tubule 0 0 0 0 0 0 0 O 0 0 0 O 5 7 0 12%%4#
cellular infiltration, lymphocyte 0 0 0 O 0 0 0 O 1 0 0 1 7 0 0 7*
dilatation, renal pelvis 0 0 0 O 1 0 0 1 0 0 0 O 0 0 0 O
fibrosis, focal 10 0 1 3 0 0 3 0 0 0 O 1 0 0 1
hypertrophy, tubular epithelium,collecting tubule 0 0 0 0 0 0 0 O 2 0 0 2 11 0 0 11#**
hypertrophy, tubular epithelium,Henle’s loop 0 0 0 O 0 0 0 O 4 1 0 5%k 0 1 11 12+**§#
REPRODUCTIVE SYSTEM
epididymis (5) (1) (0 ( 5)
spermatic granuloma 0 0 0 O 1 0 1 - - - - 0 0 0 O
prostate ( 5) (0 ( 0) (5)
cellular infiltration, lymphocyte 4 0 0 4 - - - - - 2 0 0 2
inflammation 1 0 0 1 - - 0 0 0 O
ENDOCRINE SYSTEM
adrenal gland (5) (0) (0) (5)
vacuolation, cortex 0 0 0 O - = - = - - - - 1 0 0 1
SPECIAL SENSE SYSTEM
eye (5) (0) (0) ( 5)
dysplasia, retina 10 0 1 - = = - - - - = 1 0 01
Harderian gland (5) (0) (0) ( 5)
cellular infiltration, lymphocyte 1 0 0 1 - - - - - - - - 1 0 0 1
Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total
(): No. of animals examined microscopically at this site. -: Not applicable.
Significant difference from the control group; Fisher *: P<0.05 **: P<0.0l, Mann-Whitney #: P<0.05 #i#: P<0.01
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Table 17-2. Summary of histological findings ( sacrificed, Recovery study, male )

Exp. No. 9329 (115-207)

Sex: Male Generation: FO
Dose level ( mg/kg ) 0 200
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 3T
CARDIOVASCULAR SYSTEM
heart ( 5) (5)
cellular infiltration, mononuclear 1 0 0 1 2 0 0 2
fibrosis 0 0 0 O 1 0 0 1
HEMATOPOIETIC SYSTEM
bone marrow ( 5) (5)
hematopoiesis, decreased,erythrocytic series 0 0 0 O 10 0 1
spleen ( 5) (5)
increase, pigment deposition 0 0 0 0 10 0 1
RESPIRATORY SYSTEM
lung (5) ( 5)
accumulation of foamy cells 10 0 1 2 0 0 2
deposit, pigment 10 0 1 0 0 0 O
hypertrophy, media, artery 0 0 0 0 1 0 0 1
DIGESTIVE SYSTEM
exocrine pancreas (5) (5)
decrease, zymogen granules, acinar cell 0 0 0 O 1 0 0 1
ducdenum (5) (5)
erosion 0 0 0 O 1 0 0 1
liver (5) (5)
hemorrhage 0 0 0 O 1 0 0 1
microgranuloma 4 0 0 4 3 00 3
hepatodiaphragmatic nodule 0 0 0 O 1 0 0 1
URINARY SYSTEM
kidney (5 (5
cast, hyaline 0 0 0 O 0 2 3 5%l
degeneration, vacuolar,proximal tubule 0 0 0 O 0 1 4 5%xfl
dilatation, tubules 0 0 0 O 4 1 0 5%
mineralization 10 0 1 00 0 O
necrogis, tubular epithelium,proximal tubule 0 0 0 O 0 5 0 5%*dd
regeneration, tubule 0 0 0 0 0 0 5 b5
cellular infiltration, lymphocyte 0 0 0 O 5 0 0 B5**
fibrosis,diffuse 0 0 0 O 2 0 0 2
Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total
(): No. of animals examined microscopically at this site. -: Not applicable.
Significant difference from the control group; Fisher *: P<0.05 *%: p<0,01, Mann-Whitney #: P<0.05 ##: P<0.01
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Table 17-2. Continued Exp. No. 9329 (115-207)

Sex: Male Generation: F0O
Dose level ( mg/kg ) 0 200
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 3T
URINARY SYSTEM
kidney
fibrosis, focal 1 0 0 1 0 0 0 O
hypertrophy, tubular epithelium,collecting tubule 0 0 0 0 S 0 0 5%+
hypertrophy, tubular epithelium,Henle’s loop 0 0 0 O 0 0 5 B5S**f
REPRODUCTIVE SYSTEM
prostate (5) ( 5)
cellular infiltratiom, lymphocyte 2 0 0 2 1 0 0 1
ENDOCRINE SYSTEM
adrenal gland (5) ( 5)
vacuolation, cortex 1 0 0 1 0 0 0 O
SPECIAL SENSE SYSTEM
Harderian gland (5) ( 5)
cellular infiltration, lymphocyte 0 0 0 O 1 0 0 1
Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total
(): No. of animals examined microscopically at this site. -: Not applicable.

Significant difference from the control group; Fisher *: P<0.05 *%:; P<0.01, Mann-Whitney #: P<0.05 #i#: P<0.01



=891 -

Table 17-3. Summary of histological findings ( sacrificed, ReproTox study, female )

Exp. No. 9329 (115-207)

Sex: Female Generation: FO0

Dose level ( mg/kg ) 0 20 0 200

No. of animals initially in study 12 12 9 12

No. of animals necropsied 12 12 9 12

No. of animals examined histologically 6 7 8 12

Organ Findings 1 2 3 T 12 3 T 1 2 3 T 1 2 3 T

HEMATOPOIETIC SYSTEM

bone marrow (5) (5) (5) (5)
hematopoiesis, increased,granulocytic series 0 0 0 O 0 0 0 O 0 0 0 O 2 0 0 2

thymus (5) (1) ( 0) ( 5)
atrophy, cortex 0 0 0 O 1 0 0 1 - - 1 0 0 1
Kuersteiner’s duct/cyst 10 0 1 0 0 0 O - - 10 0 1

RESPIRATORY SYSTEM

lung ( 5) (0) (1) (5)
lymphangiectasis 0 0 0 O - - 0 0 0 O 1 0 0 1
accumulation of foamy cells 2 0 0 2 - - - = 0 0 0 O 10 0 1
cellular infiltration, mixed 0 0 0 O - - 1 0 01 0 0 0 O

DIGESTIVE SYSTEM

forestomach (5) (0 (0) (5)
squamous hyperplasia 1 0 01 - - - - - - - - 0 0 0 O

glandular stomach (5) (1) (1) ( 5)
erosion 0 0 0 O 0 0 0 O 1 0 0 1 0 0 0 O
ulcer 0 0 0 O ¢ 0 0 O 0 0 0 O 0 0 1 1
fibrosis 0 0 0 O 1 0 0 1 0 0 0 O 0 0 0 O

liver (5) ( 5) ( 5) ( 5)
fatty change, hepatocyte 1 0 0 1 1 0 0 1 0 0 0 O 0 0 0 O
microgranuloma 1 0 0 1 1 0 01 2 0 0 2 31 0 4
extramedullary hematopoiesis 2 0 0 2 0 0 0 O 0 0 0 O 0 0 0 O
proliferation, sinusoidal cell 0 0 0 O 0 0 0 O 0 0 0 O 10 0 1

URINARY SYSTEM

kidney ( 6) (6) (7 (12)
angiectasis, glomerulus 0 0 0 O 0 0 0 O 0 0 0 O 1 0 0 1
basophilic tubules 10 0 1 31 0 4 0 0 0 O 0 0 0 O
cast, hyaline 0 0 0 O 0 0 0 O 0 0 0 O 5 1 1 7%
degeneration, vacuolar,proximal tubule 0 0 0 O 2 0 0 2 0 2 4 6%+ 0 0 12 12%*y43
dilatation, tubules 0 0 0 O 0 0 0 O 0 0 0 O 7 1 0 8%
mineralization 0 0 0 O 3 0 0 3 1 0 0 1 3 0 0 3
necrosis, tubular epithelium,proximal tubule 0 0 0 O 0 0 0 O 0 0 0 O 0 3 9 12%+j}
regeneration, tubule 0 0 0 O 0 0 0 O 0 0 0 O 4 8 0 12+
cellular infiltration, lymphocyte 0 0 0 O 0 0 0 O 0 0 0 O 7 0 0 7%

Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total

(): No. of animals examined microscopically at this site. -: Not applicable.

Significant difference from the control group; Fisher *: P<0.05 #*%: p<0.01, Mann-Whitney #: P<0.05 ##: P<0.01
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Table 17-3. Continued

Exp. No. 9329 (115-207)

Sex: Female Generation: F0
Dose level ( mg/kg ) 0 20 60 200
No. of animals initially in study 12 12 9 12
No. of animals necropsied 12 12 9 12
No. of animals examined histologically 6 7 8 12
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T
URINARY SYSTEM
kidney
fibrosis, focal 3 0 0 3 10 0 1 3 0 0 3 0 0 0 O
hypertrophy, tubular epithelium,collecting tubule 0 0 0 O 0 0 0O 4 0 0 4 12 0 0 12**
hypertrophy, tubular epithelium,Henle’s loop 0 0 0 O 0 0 0 O 0 3 3 6**i# 0 1 11 12+%*4
REPRODUCTIVE SYSTEM
uterus ( 5) (0 (0 (5
post delivery lesion 5 0 0 5 - - - - - - - - 5 0 0 S
ENDOCRINE SYSTEM
pituitary gland (5) (0) (0 ( 5)
cyst 0 0 0 0 - - - - - - - = 1 01
thyroid gland (5) (0 (0 ( 5)
ultimobranchial remnant 1 0 0 1 - - - - - - - - 1 0 0 1
SPECIAL SENSE SYSTEM
Harderian gland (5) (0 (0 (5)
cellular infiltration, lymphocyte 2 0 0 2 - - - - - - - - 0 0 0 O
Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total
(): No. of animals examined microscopically at this site. -: Not applicable.
Significant difference from the control group; Fisher *: P<0.05 *%: p<0.01, Mann-Whitney #: P<0.05 ##: P<0.01
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Table 17-4. Summary of histological findings ( sacrificed, Recovery study, female ) Exp. No. 9329 (115-207)

Sex: Female Generation: F0

Dose level ( mg/kg ) 0 200

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 3T

CARDIOVASCULAR SYSTEM

heart ( 5) (5)
cellular infiltration, mononuclear 2 0 0 2 0 0 0 O

HEMATOPOIETIC SYSTEM

bone marrow (5) (5
hematopoiesis, decreased, erythrocytic series 0 0 0 O 2+ 0 0 2+

thymus (5) ( 5)
Kuersteiner’s duct/cyst 2 0 0 2 6 0 0 O

RESPIRATORY SYSTEM

lung (5) ( 5)
accumulation of foamy cells 2 0 0 2 1 0 0 1
osseous metaplasia 1 0 0 1 1 0 0 1

DIGESTIVE SYSTEM

exocrine pancreas 5) (5)
decrease, zymogen granules, acinar cell 1 0 0 1 2 0 0 2
cellular infiltration, lymphocyte 10 0 1 0 0 0 O
focus, hypertrophic, basophilic 0 0 0 O 100 1
hyperplasia, duct 10 0 1 0 0 0 O

liver ( 5) ( 5)
fatty change, hepatocyte 1 0 0 1 0 0 0 O
microgranuloma 5 0 0 S 4 1 0 5
proliferation, sinusoidal cell 0 0 0 O 1 0 0 1

URINARY SYSTEM

kidney ( 5) (5)
basophilic tubules 1 0 0 1 0 0 0 O
cast, hyaline 0 0 0 0 2 1 1 4%4
degeneration, vacuolar,proximal tubule 0 0 0 0 0 0 5 5%}
dilatation, tubules 0 0 0 O 10 0 1
mineralization 2 0 0 2 0 0 0 O
necrosis, tubular epithelium,proximal tubule 0 0 0 O 0 5 0 5eriij
regeneration, tubule 0 0 0 O 0 0 5 5**ij
cellular infiltration, lymphocyte 0 0 0 O 5 0 0 5*»
fibrosis, focal 2 0 0 2 0 0 0 O

Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total

(): No. of animals examined microscopically at this site. ~: Not applicable.

Significant difference from the control group; Fisher *: P<0.05 **: p<0.01, Mann-Whitney #: P<0.05 ##: P<0.01
+: Including one animal which showed decreased number both of erythrocytic and granulocytic series.
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Table 17-4. Continued Exp. No. 9329 (115-207)

Sex: Female Generation: FO

Dose level ( mg/kg ) 200
No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically

Organ Findings 1

NyUUUno
Nt

URINARY SYSTEM
kidney
0 B&k

hypertrophy, tubular epithelium, collecting tubule 0 0
0 0 0 1 4 5*~i§

hypertrophy, tubular epithelium,Henle’s loop 0

[~ ~=)

ENDOCRINE SYSTEM

thyroid gland (5) ( 5)
ultimobranchial remmant 3 0 0 3 1

parathyroid gland (4) (4)
hyperplasia 0 0 0 1

adrenal gland (5) ( 5)
extramedullary hematopoiesis 1 0

SPECIAL SENSE SYSTEM
Harderian gland (5) ( 5)
cellular infiltration, lymphocyte 0 0 0 O 2 0 0 2

Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total
(): No. of animals examined microscopically at this gite. -: Not applicable.
Significant difference from the control group; Fisher *: P<0.05 *%: P<0.01, Mann-Whitney #: P<0.05 ##: P<0.01
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Table 17-5. Summary of histological findings ( non-pregnancy, ReproTox study, male )

Sex: Male Generation: F(Q

Exp. No. 9329 (115-207)

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

No. of animals necropsied

No. of animals examined histologically
Organ Findings

NNV O

200

NOOO

REPRODUCTIVE SYSTEM
prostate
cellular infiltration, lymphocyte

( 2)

Grade of histopathological finding; 1: slight, 2: moderate, 3: marked
(): No. of animals examined microscopically at this site.

T: total

-: Not applicable.
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Table 17-6. Summary of histological findings ( non-pregnancy, ReproTox study, female ) Exp. No. 9329 (115-207)
Sex: Female Generation: FO

Dose level ( mg/kg ) 0 20 60 200
No. of animals initially in study 0 0 2 0
No. of animals necropsied 0 0 2 0
No. of animals examined histologically 0 0 2 0
Organ Findings 1 2 3T 1 2 3 1 2 3 T 2
REPRODUCTIVE SYSTEM

ovary (2)

decreased,mature follicle - - - - - - 1 0 0 1 -

Grade of histopathological finding; 1: slight, 2: moderate, 3: marked T: total

() : No. of animals examined microscopically at this site. -: Not applicable.



Table 17-7. Cell type and number per Sertoli cell in seminiferous tubules of rats at VIl - VI stage of spermatogenesis

Exp. No. 9329 (115-207)

Administration period Recovery period

Dose level (mg/kg) 0 200 0 200

No. of animals examined histologically 5 5 5 5
Spermatogonia type A 0.12 = 0.06 0.11 = 0.01 0.09 + 0.02 0.10 = 0.02
Preleptotene spermatocyte 201 £ 0.55 1.88 + 0.23 183 + 0.06 1.80 + 0.26
Pachytene spermatocyte 337 £ 093 307 £ 042 311 £ 0.29 320 = 0.58
Round spermatid 708 + 140 705 = 1.03 657 = 044 675 % 0.77
Mean + S.D.

é Significant difference from the control group; *: p=0.05 **:p=0.01
o~
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Exp. No. 9329 (115-207)

Table 18. Copulation and fertility results in rats
Dose level {(mg/kg) 0 20 60 200
No. of pairs mated 12 12 12 12
No, of pairs copulated 12 12 1 12
No. of pregnant females 12 12 9 12
Copulation index (%) 1) 100.0 100.0 91.7 100.0
Fertility index (%) 2) 100.0 100.0 81.8 100.0
Estrus cycle
No. of animals examined 12 12 12 12
Mean estrous cycle
| | (Dayt’sYMeani?.D. 4.2£0.4 4.1%0.3 4,.2+£0.7 4.410.5
rregular estrous ¢ a
’ "% 3 2 (16.7) 0 (0.0 2 (16.7) 3 (25.0)

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

No. of animals having irregular estrous cycle / no. of animals examined) x 100
) No. of animals havnn? irregular estrous cycle
ignificant difference from the control group; *: P = 0.05 ** P = 0.01

%No. of animals with successful copulation / no. of animals mated) x_ 100

1
2
3
a
S
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Table 19. Findings of delivery in dams(F0) Exp. No. 9328 (115-207)
Dose level {mg/kg) 0 20 60 200
No. of pregnant females 12 12 9 12
No. of dams delivered live pups 12 12 9 12
Duration of gestation ' 22.4 & 0.5 22.3 £ 0.5 22.1 £ 0.3 21.9 =+ 0.5%
{Day,Mean +S.D.)
No. of cor ﬁra IL_JJgaD ) 226(18.8+ 4.3) 225(18.8+ 4.5) 144(16.0 2.1) 204(17.0% 3.1)
ean XS.D.
No. of implﬂntatiit_)n sites 185(15.4+ 1.6) 181(15.1+ 2.1) 129(14.3% 1.0) 177(14.8+ 1.5)
ean -+
No. of pup?ubgrr]n_'_s o) 167(13.9% 1.3) 164(13.7+ 2.0) 122(13.6% 1.3) 165(13.8% 2.2)
ean £S.D.
No. of live pups born (Mean %S.D.)
Total 167(13.9%+ 1.3 159(13.3+ 2.2 120€13.3+ 1.2 163(13.6+ 2.2
Male 84( 7.0x 2.1 88( 7.3% 2.1 53( 5.9+ 1.9 79( 6.6k 2.2
Female 83( 6.9% 2.2 71( 5.9% 2.2 67( 7.4% 2.1 84( 7.0% 1.9
Sex ratio (Mean xS.D.) 1.19% 0.70 1.48% 0.85 0.91% 0.52 1.08% 0.71
No. of live pups on day 4 (Mean =£S.D.)
Total 166¢13.8%x 1.3 151(12.6% 2.7 118(13.1F 1.4 158(13.2+ 2.2
Male 84 7.0F 2.1 81( 6.8+ 2.3 52( 5.8+ 1.9 74( 6.2+ 2.3
Female 82( 6.8F 2.2 70 5.8% 2.0 66¢ 7.3% 2.3 84( 7.0% 1.9
No. of dea Mpups_'_S Dy 0( 0.0£0.0) 5( 0.4%0.7) 2( 0.2£0.4) 2( 0.2£0.4)
ean +S.D.
No. of cannibalism 0( 0.040.0) 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
mplantation index (X, Mean XS.D.) 2) 84.4 £13.6 83.4 £15.7 90.3 £ 8.0 88.3 £11.2
Delivery index (% Mean *+S.D.) 3) 90.4 = 4.3 90.8 * 6.6 94.5 £ 5.0 92.9 =+ 8.9
Live birth index (%, Mean S.D.) 4) 100.0 = 0.0 96.8 + 5.2 - 98.5 *+ 3.0 98.8 = 2.8
Viability index on day 4 (%,Mean *S.D.) 5)
thal Y 99,4 + 1.9 94.7 %£11.9 98.3 + 3.4 96.9 X 3.9
Male 100.0 * 0.0 92.9 +16.3 98.4 £ 4.8 93.0 & 9.4
Female 99.0 £ 3.6 99.2 £ 2.9 97.2 * 8.3 100.0 £ 0.0
No. of females with live pups / no. of pregpant 0

No. of pups born
No. of live pups born /
No. of |

DN BWN—

No. of implantations / no. of corpora lute
no. of implantations
i no. of pups born) x 100
) (No. ive pups on day 4 after birth / no. of live pups born) x 100
ignificant difference from the control group; *: P = 0.05 **! P

x 100

ant females) x 100
S 100

= 0.01
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Table 20. Body weight change in pups(F1) from rats Exp. No. 9329 (115-207)
Unit : g

Dose level (mg/kg) 0 20 60 200 -

No. of litters 12 12 9 12

val Mean * S.D. (N) Mean * S.D. (N) Mean =+ S.D. (N) Mean % S.D. ( N)

ale

Days after birth 0 68+ 04 (120 66% 07 (120 65+ 0.4 (9  60F 0.6% (12)
9.9 = 1.6 (12) 9.8 = 1.4 (12) 9.9 =+ 1.2 (9) 9.0 + 1.4 (12)

Female '

Days after birth 0 6.4 0.5 (12) 6.2 + 0.7 (12) 6.1 + 0.3 (9 5.6 = 0.6%* (12)
9.4 = 1.7 (12) 8.4 = 1.3 (12) 9.2 £ 1.1 (9 8.6 £ 1.5 (12)

Significant difference from the control group, *p = 0.05 *: p =< 0.01
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Table 21-1.  Summary of gross findings of pups(F1) from rats (sacrificed, male)

Exp. No. 9329 (115-207)

Sex: Male
Dose level (mg/kg) 0 20 60 200
No. of pups necropsied 84 81 52 74
Organ Findings
CARDIQVASCULAR SYSTEM
heart red patch/zone 0 1 0 0
URINARY SYSTEM
kidney dilated pelvis 5 2 7 2
cyst 0 0 1 0
INTEGUMENTARY SYSTEM
skin crust 5 4 0 10

Significant difference from the control group;

*:p =< 0.05 **:p < 0.01



Summary of gross findings of pups(F1) from rats (sacrificed, female)

Table 21-2.
20

60
66

200
84

Exp. No. 9329 (115-207)

Sex: Female
Dose level (mg/kg)
No. of pups necropsied
Organ______ Findings
0 0

DIGESTIVE SYSTEM
liver white patch/zone
URINARY SYSTEM . :
kidney dilated pelvis 2 3
INTEGUMENTARY SYSTEM
skin crust 5
* p = 0.05 **

p =00

o*

Significant difference from the control group,
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