Exp. No. 6393 ( 115—164 )
FINAL REPORT

12-t2 2-7mrxbFy) mF0Ty AV 28 ARIRER S SRR

REBREE 6393 (115—164 )

YRk 15%9 B 17 B

BASEE EXRELE

BEBER
RitRERERSMEIMI T & —

Page 1 of 31




Exp. No. 6393 ( 115—164 )

FINAL REPORT
H &

Lo BT e 7
130 BEBRIIEL oottt 11
14, FRBBAEHIS JLUTTTE oottt 13
15, BHES, TUEIS L OMBEE oot 16
16, FRIRIEIR ..ot 23
17, FBERES F UM IR et esss e nessss s sssss s 29
18, BB TTHR oottt cess ettt 31
Figures F-1~3
Figure 1  Survival ratio F-1
Figure2  Body weight F-2
Figure3  Food consumption F-3
Tables T-001~111
Table 1 Survival and mortality : T-001
Table 2 Clinical observation T-006
Table 3 Body weight T-014
Table 4 Food consumption T-018




Table 5
Table 6

Table 7

Table 8

Table 9

Table 10
Table 11
Table 12
Table 13
Table 14
Table 15
Table 16
Table 17
Table 18
Table 19
Table 20

Table 21
Table 22

Table 23
Table 24
Table 25
Table 26

Exp. No. 6393 ( 115—164 )

FINAL REPORT
Food efficiency T-020
Detailed clinical observations and sensory reactivity to stimuli of
different types T-022
Summary of no. of supported rears T-036
Summary of no. of unsupported rears T-038
Summary of no. of pools of urine T-040
Summary of no. of defecation T-042
Summary of grip strength T-044
Summary of hindlimb foot splay T-046
Summary of motor activity T-048
Hematology T-052
Coagulation T-058
Blood chemistry T-060
Urinalysis T-068
Organ weight T-078
Organ weight per body weight T-084
Summary of gross findings with statistical analysis
(sacrificed at 28, 42 Day) T-090
Summary of gross findings (dead or moribund) T-092
Summary of histological findings with statistical analysis
(sacrificed at 28, 42 day) T-093
Summary of histological findings (dead or moribund) T-098
Summary of histological findings (sacrificed at 28, 42 day) T-099
Summary of histological findings (dead or moribund) T-106
Summary of histological findings in dosed and recovery experiments
(sacrificed) T-107




Exp. No. 6393 ( 115—164 )
FINAL REPORT

1. B

12-E2 Q-7 unx b X)) ¥V ORBEREBEEZALNIZT A0,
Crj:CD(SD)IGS % 7 v h & v iz 28 BREIRiER G842 EHi LT~

T v NI 1 BAERES 5 IET 4 RBREE, MIREER LU A EREICIMERER 5
IEOEIERE A 8% T, 3160 LA/ L7,

R E A o — 2 A A WMZEFE LT, 0, 50, 100 3108200 mgkg [ZFH
L9 H5ELXEA 1B, 28 B @8EM) KEROEKRE L, —RIREOEE,
FERIOEEENE, BEBSRARE (FOB), MRFRE, MR
RERRE, MRAFRE, REZE, FEEEIEBLUWREEREZIT-
7o, 73, EMERIMIL 2 BRL L, #EBSRAMRE (FOB) %#BRVLTR
ERTELEFEORELER L.

REHMHIZ, 200 mgkg BEORED 1 FINFET L.

—RCREETIY, MEDSEREH TR IR, HRYEREICL D%
R EEZ O, $72, BEESKT, HE, ME, HEOHFEIBX
DR EFERE D 200 mgkg BEDOHEDIET 2\ OITTHBAES L 7- BB
iz,

KE, BEE, SRR ORFRE, LIREEERESIORRED
R TIIHBRME DR E L EX LNAEIERO b o Tz,

MRACFRREIZISVNT 200 mgkg BEDORET ALT iIEHERB L OB Y U A
EXEE, Fr)ULARENMUMELZRL, HRDEOEELEZ LN,

BB R A MEDERBE CIIR 53 CRIENBE SN0 HRYE
DEEIE D EFRNZEETHY, HRBEEZTIRTIE L EIE LN
227z,

FEEERIETIZ 100 3 XU 200 mgkg BHEOMEOITEFEXNEENBESL
KL, WBRYEORELEZ LN,

TREARREFRRE T, 200 mg/kg BEDOMERED DI ORI D ZEME - 825
72BN Z IZRT A MRS b =28, EEEREETHET
o7,

PAED X 51T, BETIE 200 mgkg BETHTHINA LI, OB ORI
DN - BIENEER SN, METTIE 100 me/kg B CRHIEHESEBOBEN
Lo, LIeho> T, ARBREHTIZBITSH12-BX Q-7 nox b &%
V) Z DTy MY HEEEEY, BT 100 mgkg/day, HET 50
mg/kg/day & HIr STz,
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13. #BRWE
WERYEICETAEREUTIORLE., #BRWE O SERBRREEIT
[Reference data 1] (2= L7=.

13.1. #BWE4L
12-¥2 Q-Z7mux hxy) =&

13.2. CAS No.
112-26-5
133. vy M EF
134.  flEE
99.7 wt%
13.5. f#@ftT
136. AFEAHH
Rk 1493 A 11 H
13.7. RESRE
=R
13.8. RIFBET
Tt o 4 — BRI ERERE (A-3)
139. {4
1,2-Bis(2-chloroethoxy)ethane
13.10. R~HER
CICH,CH,OCH,CH,OCH,CH,Cl
13.11. SFE
187.07
13.12. R
A FIRIRAE
13.13. %
237°C
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g
-32°C
YRR
K:RE, 7T M BEE, DMSO : S8
TEM
BE OB Y FNHTIIRE
BY D EOBRE
WA, FE~DEFEEMAZEITA7-ORVFVERIIL, w278 XI0T
LAEREERTHZ L.

HERYOHERER LUBRKEBRR OLE
REWT, 2¢ ZRFL, BRYITRBETITRA L.
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14. RERPPEHS L UY5iE

14.1.

14.2.

14.3.

14.3.1.

14.3.2.

14.3.3.

B L72F v b Crj:CDSDIGS[SPFliZ HAF v —/L A - U \—RX &t
EAREET ¥ =15 1542 A 19 BIZ 4 @l CHERESE 42 JT, 3t 84
PC% Afef L7=.

B2 RN URBREREEIC 9 HRASIMLE, SRk 15 82 A 28 BIZ 5 @il T
w5 ZBG LT

B 5BRMARFOIAEL, HET 148~170 g, HET 124~138g TH o7z, 28,
KFEEM LIRS AN LY BRI X BT,

RERRODOBEREH

RERGFHRIZBERAZINTWSEWEO—D>THDHT » FERIRLT-.
FRIIERT —F OREE, A LEMEIIRHT 5, BEMNEES
BEELTGEATY.
=g
FERE

BIINY TUARAT AD 122 BEREE (W42xD89xH2.5m, 93.5m’)
TEHE L, BEFSOLEMEITIERE 23+3°C (EAWE : 21.9~23.9°C), B
55+20% (ZEAIME : 52~70%), HARIEH 1 e 20 [B], FRER 150~3001x, 12
RFfE] (4FA1 7 BERUAT, P12 7 BRRELT) & L7

SRR EM T — X OKERFABTEELFERA L, 74 I®E0E - KK
2T ULV AEBEE S —Y (W20.0xD282xH18.0cm, 10152 cm’) 128D
Y& 1 I DINE L, B — I3k 1 8], BEERRIE 1| BED iz 7-.
it

EMIITHGTRIBE T v b, ~ v XEREEL CRF-1 (Y = X NLEERE
TEKRASM) ZATFHEP, BBEICERIEZ. FH L-ERoiEy
BOHHE, vy h&ES (Lot No. 020802, 021105) EIZRIEEAN B AR
ST —IZRE L ER L7 ER, BAEREWMSEHGSROHERREYE
BERNTHDZ LRSI, 728, #ER% [Referencedata 2] {Z/RL7~.
Fa7K

BMIZITOKIEKRE BEMGAK / A X D BHIZIEBRE W72, /KEKOKE
(ZDOWT, KEEIRESKEARDSHE 3 » A2 1 B, #X&tear
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o U —FIKEE UER L. Z0RRE, SukFoaEWEBITAEK
EE (Fr4F 12 A21 BEAESE O FB IR 1443 A 27 BEA
FEEDE 43 B) OEEENTHAZ LRI, B, #RE
[Reference data 3] 1Z-R L7~.

144. BT
HOTIIRE - BIEEIRIE TRRZ T o 72, B3 AR, —IREELE
21, FEAEIIRAREL R - BUEEIRK TRICRIE L7z, 2235, 142
REDRD NS TR DRI L.
B o UHAREICL > TRIHEL, EEAEID HITEIZ LD ER
BREEZABRNT D L O IZRID i 7.

145. EEH5
B OB, HEEBISMEMRE (Functional Observational Battery :
FOB) 2 BRIETHEMT DDLU TOHETITo . B AT HERER]
B LESZEID AT, 8% BRI B O BN E OB LES (IR
EES) *ANR L. BRI REME SV — e BES T RO
HRIFEFSI—F D I—F) ZAEL, BT TRICEMWEBSIES I —
RERIZL, &2 REMESH— N EER, BENEE S — i)
TEMZ#E LTz, BEBSEREREMIOEE, AIERLUREIISY
BB E ST ER L.

14.6. FHERBEOBRE L CRERREREH

14.6.1. FEREFOHERL

T BEE v | REEARIKTE | EEHIRR T
Ei‘t"‘ ! £1 =]
B ek || PR pemmms | mememEs
) 0 ;3 10 1001~1005 1006~1010
13 10 2001~2005 2006~2010
Vi3 5 1101~1105 —
2 0
> i3 5 2101~2105 -
e 5 1201~1205 -
3 100
i3 5 2201~2205 —
4 200 i3 10 1301~1305 1306~1310
143 10 2301~2305 2306~2310

1462. BE5EBHREHEH
BEEREDTDHO 2 BRAKEREFEERE 0, 30, 75 BILUV 150 mgkg
D 4 HETEMURFER, 150 mgkg FHEOMREIC W THBEEERK TR LD
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FCRES Bl ST, 72, 150 mg/kg BEORECRAR O EH B BBt Es
JOEREENSEZ R Uz, MCIIBBEdaEEN®HEE R L. Lo
L, Wb +o2i e BoORR ClIgholz. 2T, BE 1 EMO
BE5TaER 2 0, 200, 300 35 XN500 mgkg O 4 HETEM L.
FDOFER, 500 mgkg BEOMERED 2FNFEL L7z, 300 mg/kg FEDOMEREC
BV B ETR T I L OV BE S, HED 3 I 1 FIssETE L.
Fio, MERES S AREBEMES IR B L CEEZ R L7, 200 mg/kg B
DOHEREIZ B W TIT B REEME T B X OYIED SR SR EHITA B
inolo. Lo T, 28 BREIRIER S FEERER T3S E OB E
AR T D DIEREHAES 200 mgkg & L, ATAK 2 TRLTTHAE
% 100 mg/kg, KFAE% 50mgkg LERE L7z
BEEERERB LOREFE

BRI E DR ERRIEIT OECD 7 & b HA K5 A (407) ITRENRTVS
BY T EAWTORHRA®RE L L.
WEREIIAE100g 47~ 05mL & L, #A 1 [E®RELT-.

RE, ABEIIa— AL NDOLEEE L.

BEROTR

EERYE DIEN 10, 20 8L P40 mg/mlL & 2B X 51T, a—rF A
(FH T AT 27 RAERE, LotNo. V2P1660) (ZIRfR L 7-. HREROFREL
EE 1 EE/RL, 1 BT 2000 CTRBEIZRTE L. 728, a—1F
A NROWBRYE ITRE 7 B+=IR 24 BT ETH D = L AR ER
[FAEBAE S 6391 ( 115—162 )] THEERESN TV 5.

RELM
REWIRIE, ML HIZ28 B @@ERM) &L, REHEKTRICHTR
BER LU0 200 mg/kg BEIZOWT 14 AR EERER % e L7z

BERT OHRROERESN
WERMBEREHOLTOBRERIZHOWVWTEEICTHM I N TWA I L 4/
T 5728, FIEB LI OEREAMROZRERO—E 0=3) ZHmWL, #
BRYEIRE DT E21T o 72, FIEFERFERIRERE D 103.1~107.6%3 L O
EARELEFIT 102.9~109.7% TH YV, WENIFRM I N T3 Z L3S S,
B, BESIOFEBIOWR%Y [Reference datad] (TR LTz,

-15-




Exp. No. 6393 ( 115—164 )
FINAL REPORT

15. BE, HEBIURE

15.1.

15.2.

15.3.

154.

154.1.

—RREE DB 2R
LB ONWTEREHIMIIER 2 B &5 L OE% 1 BRILIA),
EEERIIFATE T OFRICBIE L, FTRARE L.

A&\
SEMIZOWTERERIAR, 85 3, 7, 10, 14, 17, 21, 24 BLW 27
B, BIHE3, 7, 10 BXN13 BIZEFRFEPM3000 (X h5— - FL D)
RWTCHIEL, &L

HEE

2EMIZOVTIRE 7, 14, 21 BXWN27 B, EHE 7R LT 13 HIZEEE
BZEFRFAEPMI000 (A FT— - PR ZRAVWTAEL, FIEER
(g/day) BLUEHEIHER (%) ZHH L.

BRESERARE (FOB)

BIEHOBH LR FE 5 LOBHIZI OV TERETITo. UTO
FOB O, M7 ERBIEIXRERLEAINC 1| BB LU 5HA%ITE 1 [E
1To7-. e ORI 2 ESRERISOBE, BAHHE, FHEZE
BIER L OB R EHAEIIRERiAaIE LORERT BiZfTo7. 28,
BEHMPIIRE% 1 BRICREL2IT 72

B EBIARIORENL, REMIE S OEWVIBIZEM 2 fAEEEE N D FOB
DOEMEIZSIEXEL, EHELE. REYMTORERL, HAETHEITNER
BIEEEr— O LEMWERIER I —F (D h—R) 4L, REHEZD
EHWVEICREOEMEZICS I XEL, EL7=. HEEFELIL, BREZTD
ol REPKTL, REOEHENFABTENLIBE LAY, MEFE
HANMREWES L BIESE S O ERICESE, BARIEETr— I
EERIE S — R &7 72

REBEBIIROED & Lz, 7P, FM2ERESIER L UE L ORI
R A EBRERCOBEORBRZRIERS I OMERRIRIZE LD DERIC
A LT 58 & #DOrEEEIL Reference data 5] 1Z/R L7z,

RERZ TS

br— Py

%3 HRI% Bl
BT ek RER
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r—81
HLS X AR R HER A EER
S [ESNiE RN e
iR it IR ARER
DL PRIEX B VLT —
F—Fr 74—V KE
ZerhIEm RO IR IR PR
ERASIR AR A i) A TE FHEATE
Lt BEE WEEE %3
HERR
FE &2 ORI 2 BB R RS OB AR
i FLR 5 e fil Ui PER RS RIS

B @R

B DB INOWTIT AN T S a PN F—D (FTA a—x P
=7 V7)) ZROWTRSFIIAGEWEH], HREETRILFOB EEy
WZOWTENEFN2ERIEL, FHEZEL L.

7 MR AR E

B ERNIATEMEE], F5# T X FOB EMEMIZ OV T{To7. B
MOERZEROEIZENAZBHAOEH 2BV ,30cm ORI 0HIERNALTH
MO EICHET I, EMLEELG R OEBEZRIE L, 2 BOFESEE
BHHLZ

B X EEhEH|E

CAS (REEZEHAST) 2RV TRERMIAWSHEHE, R5KTE
i% FOB EMEEMIZ OV T FOB O T HIECHONERNZRIE Z Blts L 7=,
T—& OWERIREIT 10 HofkR e L, BIERRIX 1R & Lz, BIEERED
BB SUTIREE, AIEZEDBREL~UIHRTA /) A AREEE (PA-1,
X BERSMHERS) TRLF 70dB IED, LTEEBEEE (NA20, VA
VB ER) ERVWTHIEL, &L

ERPRIRE
MEFRE, MKEERRER X CLRECFREL, REHRE TR
BLUOBEEHMS TROSEFIMIZOVTER Lz, REEICOWTE
EESHRR T EB SRR TBO2EFEMIZ OV TER L.
RILT DTS20, BMEER S 5-ORERR OF% 5 R
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ZERY BROC. B T UIREE T CHRIE L, BER KBRS HER L7z

iRl P

PUEEER] (EDTA-2K) AYWEME A >t 3y 7B FEKMEFTERKS
) ICHEfEmM AR L, A MR FREEE ADVIAI0 (XA T/b4) T

TREOIEHE ZRIE L.
THHA4 MR RES HAT HIESE
~<v 7 Uy ME HCT % RBC, MCV LW E&EH
~NES T HGB /dL jZ; v A b~ErEE
ArifmEREL RBC x10%mm® | B EF RS
TR BRRFE MCV pm’ R BFAR 1A
SEHIFRIMER G EE MCH Pg HGB, RBC XV EMH
TR MmERM A REE | MCHC % HGB, HCT LW EH
1/ MR PLT x10°mm’ | BEREFIRIE
=Tk WBC x10¥/mm’
Differential _ .
R 55 leukocyte o Za—i#A KA KD
counts
FEGINII1E2 S Reticulocyte % RNA ek
MiREEERERRE

PUEER] 3.13% 27 = T MY v AKER) AVERLE~N V=7 b
(FEKRKESH) MR EER L2, 3000 rp.m. T 13 5 REhE 508 L <
B ML REICRV.. 2 HBIMREEFERIELERE STA Compact (2
vath) ZRAWTTROERZAIE L.

THE4A &8 BT BIEE
7o b e R PT sec.
EMEEES Fr R T T R I .
T3 B APTT sec. PR E S
4TV )= Fibrinogen mg/dL
MRELFERE

BmEA B8y 7-8Q @EMEFETERASH) ICmiFEERER L%,
3000 rp.m. T 7 S O0BE L T MEEBREICH W, ZIEBALER
BYOHTERB AL 7170 (KRSt B L 8UERT) 38 L OEMERITLEERE EAO6R
BASHT v hUAL) TFROERZAIELE.

IEE4 g i BIEE
HWER T. protein g/dL | Biuret &
TNT I Albumin g/dL | BCG &
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A/G A/G - HEE
mkE Glucose mg/dL | HK-G-6-PDH &
- ] S Dhp—y
HRMEAERS Triglyceride mg/dL EK%({};O Ry )t
s S aVAFe =iV -t
oL ATo—) T. cholesterol mg/dL HDAOS %
FREEE BUN mg/dL 7 L7 —¥ GLDH /&
TVTF = Creatinine mg/dl. | BEFE L
reyrey T. bilirubin mg/dL | N ERE kL
T ARG X B BER-UV &
732 r5vrres—p | AT UL | gsce #em)
FIS=T ) BE3R-UV &
NG RT 25— ALT UL (JSCC #e#n)
. P-zbhn7op) /BEELE VE
I/ ) PALY — 5
TIVHIBRRAT 7 —E ALP U/L (JSCC ¥&dn)
v-TNH )L L-y -7 MIIp-3-hE" ¥y
5L ARTFH —E Camma-GTP | UL | 4na s Gscc #es)
T I Calcium mg/dl. | MXB ¥
i P L. phosphorus mg/dL | PNP-XDH %
F R UL Sodium mmol/L | A A EBIRERIE
H Yo Potassium mmol/L | A F L EIRERBE
B Chloride mmol/L | A Z  EIREERE
"ENOIE B IX EAOGR T, fidHIL 7170 TRIE L7-.
1554, RBE

R - EKOFRMTTERRy—V2AVWT—RR (Fk 4 BNORAF
BTOBFET) REM L. BRICESLD, AEKZ 20 mLkg 5&HIE O#% 5
L7,

ROEBRIZOWTRE L. RIEEER, HENSBERAIEEE Auto&stat
OM-6030 (kXEett7—271v 47727 hU—) THIELT.

R B ESARGER L LC06-SP (BfR&4t I —HT) 2AVWT, FiR,
1500 rpm. TS5 pfEEOL, EEBIUEREICOBEL:. BEZHAVWTRT
WA —FEEICE OV RBERHL, RICEEARZER L TER L.

THEA HEE L-=Tiva RIEE
PRE Volume mL sStE
=N Color _ B8
ik Sediment - D
REEE | Osmotic Pressure mOsmkg | K EEFIE

Ei, FROEHIEIN-VAT 4 AT 4 v ASG (AT AT 1AL
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BRAEH) 2RV, ROWEE CLINITEK 500 (/31 T/utt) CHIE L.
HEA KEE BIEE

pH pH

=il Occult Blood

r kAR Keton bodies

¥ Glucose REBRE

= Protein

EUAE Bilirubin

va ') /—/%4 | Urobilinogen
REERE

REFRETIE, FEEEAE, ARS8 LIUREERFRELXIT-
o. BE T —F VERERL, BRI U-RICERI L. 7=, UhaBMpiER
RBEEDITHETR LT,

s B EEE

RTEIFET B OO, ATHEL R, R, BIRE, R, ORE, M, MR,
HRLEBIUCFEOEREZE T XM PEIO (X hF—+ ML FH) %A
WTHEIE L. REER/HEL BAER) 3#FNSEICHELEE
BIUOBRBEEENOLEH L (EMEE /HHMEE x100).

RIEREIL

R CIIEMWI DIER, BRIERS I UEBEICOWTHEL, 2 TORRA
REFEHLE.
EzE

U g (BREE, TR, B KB, iR, &, M (REX%

i), Ui, FIRIR, TEHEER B, +2#EE =55, @]ﬂ% (A =R %
2i), BB, S, Eip BEE, FTER, PR B, BIE, B BE,
AUAZAR, KRR, MR L{k JPER, +¥8, I M EBERK GRMEERETL), T
BN, FEE CEE, W, IEE), BHG OB BIUOLEHRE 10%
FHEETRL~ ) VIRCEE L. 2B, BRIt~ v - BHlEE (FA
) TEELZE, 10%PHEEERL~ Y JRTEELE.

IR, RFELZEIRVEBAIERTEILECONIEER L.
SRR IR

TREAIEAR I SRR 2FI 0O LRROBE - IRIC W TEEICHES T
RT 7 4 a8, #OE%, ~~ RV e3P (HE) RfalERs
ERL U7, 728, BB E L OY 200 mg/kg BEOMERED iR BEARAHE
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AEER LT

BERRCIL, SRR L OB AERO e LU I VW CER L,
REOFEHER L ORRE S S DEATRICOW TR L. 72238, 200 mgke £
DOHERED DRI BRI E R 5 OFENPFTED STz 2 & SO W T
50 3 £ TV 100 mg/kg BEZOW T HEIE L.

B IEMERE

200 mgkg DD TEN) (EMHES 1303) 2 b ONE S HARIKE TR
DIR5#IUNEREN L8 @ES 1301) T, FRICAFHRORE %
o338, TFEAPE/IMA, BREA{L 2V IAFIIRAE R 2 HONE 9 o B &N,
5 o MARTIFHEA~DOEEZ FITREE L DN, L L, &5#
T, 200 mg/kg BEOMERED ATFEMWI IR RS R R
FRITERD biehoiz, Liehdo T, BB/ & N EhEfEsIEMIZ
28D BV FHROFT RILIKEENREL 2o 28 dH 5 W ILERPBEE RN
TZEMINZ BT DR RALEETH Y, SIRBMEORERTIZL HHET
XV EEB bz, Lo T, HROEFIEMER R aEERL R
L7z23, EFIRMBEERIThR0 7.

7 5 h0E

ARBROA L Ea—F2AVDIET —FiFaBa—F - VAT LEH
WWTERER LA L 7=,

HratARAT

BRBEEOMKE, EBHE, FAEE, FOB REM (BH, ZHHBIEE,
BRESHE, YHENYEE, HERE HEREZD, MEFREE, Mmik
EEREREE DR CFRERE RREE (REBIVRESE), ”EF
BEEBIUSREEE MKREHIT, TRITRLULZEEHBIARIZHY, &
\Z Bartlett DE5yERE V2 FEM L2, SH8D%5E 1T Dunnett DZEHES
BRE VTHBE L SR ERMOBEZELRE L. Bartlett DEHERET
FESBOBEEIT Steel DRTE I TXBEE L BB EHMOBFEZLRE L.
FEREEEDHEKUEEIT 5% I 1%DHAKRE TEME L 7.
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Bartlett %57 #URE

FEERL BEEDY

Dunnett Z EHHEBHRRE Steel DIRE

7, UbERY, BEBIUVHERZR EMMERBERLWNCES
DR T A EFERERSOBEDKIEE, AFRE I OREERTRE
B OMTEIX Fisher D IEFERER Y% B /-,

_22.




Exp. No. 6393 ( 115—164 )

FINAL REPORT
16. RERAER
16.1. TR

16.2.

16.3.

16.4.

16.5.

16.6.

16.6.1.

ATFER% Figure 112, ATFEE LOBETES Table 1 (TR L7z,

FGHRF, 200 mgkg BFHEORED 1 5 @WrES 1303) 5% 9 HIZ
L.

[EHERART P2 I3 BRAE RS L ON 200 mg/kg BEDOMERE TRRICHNIZRD S
Mol

—fRIREE DB

— KRB DEIERFT R % Table 2 35 & UF Appendix 1 (278 L 7.

R EHIRTIT, FTHEDS 100 38 £ 10200 mg/kg BEOMEE TR S 1 BLRRIZ,
F7=, 50 mgkg BHOETERS 10 BLRE, #THRE 12 BURIZBEIN ..
FEAHNT 50, 100 LT 200 mgkg BEDOHET2, 4RI 104, #ETI, 4
BILU10HITH72. HTEW EMDES 1303) TIIBREBETH1EHE
Shiz. F7o, BEHFE TREOR 514 ICUHBRAER L7 1 5 @ &S 1301)
TIIERERKT, HE, IE, HEOBENBIUVREMNRENBIZEIN
7. HETFEMTIZ, SMEM 200 mgkg BEDHED 1 BRI L.

EEHEIRTI S, SMESERBEOMER X1 200 mykg BEDOREDE 1 HNZEILER
Iz,

{Z:}
{AE % Figure 2, Table3 33X T" Appendix 2 {Z/R L7z,
STREEIZ O L TR R EHOMEETEN A DN Do 2.
REE
BEEE % Figure 3, Table 4 33X TY Appendix 3 2/~ L7~.
STRRBEIC LB L TR G OMETEN A DN o Tz,
FERIh R
EREIZhER % Table 5 35 & UY Appendix 4 IZR L7z,
FTEREEIC HEEE U C 200 mgkg BEDOMENIRE 7 BIZIEEZ R LD, #S5
14 RUBIER DN T
BHREBIRRERE (FOB)

FEAZMERBIER I K OTE A DRI 5 BRI OB
FMEERBIER S L O 4 ORI T 5 BENER RS OBZOK R
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16.6.2.

16.6.3.

16.6.4.

16.7.

16.8.
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Table 6~10 3 & T Appendix 5~9 (TR L7z,

5 2 BLO 3 BOREICET 200 mgkg BEORETRTBBEAIHEIL T
BRI OB AR EEE R Uiz, 72, £52, 3 BI04 EOREIC
BV T LOEMIESMEEZ R L. £, &5 4 BOREIZBW
T 200 mg/kg BEDOHETH — N TIEZ K & L CELEMED B A R~ LTz,
FE 1 HBOREIZIVT 200 mgkg FEOMETO22% ) S b OEFOMEEE
RU7Z, Wb HREEE RET H b D EIEEZ LR
B (i)

BHOBIFEFER % Table 11 35 X T Appendix 10 {Z/x L7z,

®E 4 BOFBRIZBWT, MEORFREREL bXTRREICHE U TRl
L UOBRDOEBHICERA LR T,

EHiBA 208

E B EIEDORIEFE R % Table 12 3 X O Appendix 11 (27~ L7z,

5 4 BORRIZEBWT, HECERGE L O BEEIC B U TERED
EHIBE RIBIZEN A DIVe D o Te.

BREEHE

B R EHEORIERERE Table 13 1 X Appendix 12 (TR L7z,

B ERRMARTORBRIZBW T, MEORRERE L Lt BRI HEB L CTHR
EEFEIZENH LN DT,

5 4 BORERIZEBWT, RTEREAIHEL T 200 mgke RO THERE
BEDRKENTRED bz,
MRFRE

MEFREFRER % Table 14 33 X TN Appendix 13 127 R L7z,

R EHRIR T  STEBEEICELEL LT 200 mgkg BEOBETII~~F7 V) v
MEXZSEER L OMCHC MEEZ TR LTz, £77, M CHRERIEKRAMEE
PRLTz.

[EEHARGHE T B : XTRREEIZELES U T 200 mg/kg BEDRET MCV B L U/
REDEEZ N L. HETHMEREN L OFPERERDMEEB LY >3
HEEEAFEZ R L. LL, WTFNRLEBAELTHo7-.

MREEERERE
[ 7&EEE RERR A AL R % Table 15 33 X U8 Appendix 14 1Z/R L7~
BEHRIE TR - SHREFIZHEE U TR B EHOMEE TER A N>
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7.
[EIPE HARTHE T RF - STHRERIC LEER U CERED 200 mg/kg BETER AL
o,

169. MRA(LFRE
MR LFRERE R % Table 16 3 Y Appendix 15 (O3 L=,
B G HARTE TR - xPBRBRIZ HEBE L T 200 mg/kg BEOIET ALT &R L OF
VU LRENEME, 7Y O AREMUMEL R L.
RIS AR TEF  PHRREIZEEEE LT 200 mg/kg BEORET ALP #E1E2S, M
ThpER VTN B EZ R L.

16.10. JRIRE
PRIGEARER % Table 17 33 L O Appendix 16 |27~ L7z,
B 5 HRC TES « SHERARIZ LR LT 100 mgke BEOMETRIEBED BE
R LT DHAEICEEL2VWELTh - 7.
EITEHEARTRE TRF © STBREEICEEEE L C 200 mg/kg BEORECHRIZHEEDMEAE
LTz

16.11. JRERZERE

16.11.1. ZREHEE
B % Table 18 33 LT Appendix 17 127~ L7z,
5 HARIREC T - STBRBEICHEE L C 100 mg/kg BEDOME TR g B 823
mfEZ R LI HEICBRE L2V (L Th o 7z
EIEHRE T - WFhOBRBIZBW T HBEHIHE LT 200 mgke
FECHEREL LERHR LN DT,

16.112. BREEE AE

WEEE /AENE FEXESRS) % Table 19 3 X T Appendix 18 IZ7R L7z,

BERRE TR « BB HE LT 100 38 X T 200 mg/kg BEORE TR
PR EENBEE T L. £77, 200 mgkg BEORE TRIER L UMW BREHE
ENREZRLZ. £0OM, 100 mgkg BOM TRIRMEXEENHEEZ TRL
e BEICBE L RWE{LTh - .

EEHARE TR . W TNOBEIZB WO T HRREIZHE LT 200 mgkg
BECHERE L LERAR Lo T,

16.11.3. PIEREIZES
FIFRET 7% Table 20, 21 33 X T8 Appendix 19 1R L7~.
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KSR TR - Ml b AEICEE L -RAE L T RIIED bk
Motz LaL, BHAETHD 200 mgkg BETHED 1 (EHES 1305)
WKBORBRSBIUOREOERE, Mo 146 @EES 2305) ITBORE
DSERD b INA T, FHEfEE B ICUhEAER L2 D 1§l (BES 1301)
T, HPE, BOREMA, EEL L UFRORE /I REI .

ZOMDETRIZ, MBBEOHLDOREAEHDVIHAELEEDRWEAT
Hotr.

EEHARIE TES B EANATRIL, WTN L RBEOLORAESH B
AR LEEDRVRAETH T,

FETEMY - 59 BIZHE LD 1 4] @EpES 1303) Ti, FE
ik L OMRIZE T 2 REHR, FRoREHESR, WHBI TR o)
BiORBIDFBO BTz,

RIS AR

ABHRAT R & Table 22~26 33 X TN Appendix 20, 21 (/R L7z,

FECEM, REKTRHROREZICUNBET L8, REKTROHE
fEE BT I6E U C Uk 2 RETRASFE® b, HREELA ORI
WHRIZBIT DXBEIGGRO LT, ELIZFEEBROEBLET » MIBLER
DONRVWELTHD Z e oEBRMERSDRELEZ N, LT
5T, DERITOVTIE 50 B LT 100 mgkg BEZ DWW T HRFE L.

BEHRETR . LIRS OGN TR ER TIZ/R Lz, 200 mgkg BT
VIHERE & B DR HIEOEYE - 850 L ORI B R S iz, Mz T,
O 15 @EES 1305) TIIBRMEE b TV, 238, MBSEI,
RTEREE, 50 BLN 100 mekg BHETIIWTHELRE ThH-7-DIZREL, 200
mg/kg BEORETIIERE 1 fl, FEE 34, RO TIIPEE 26, SE 1
Bl TH o7z,

50 B XU 100 mgkg B TILDIRIIEBRME R 5 OREIIRD bz ho
7.
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# 1
PERI) HE ki3
MEmgkeg) 0 50 100 200 0 50 100 200
;L 5 5 4 5 5 5 5
LA
DA 0 0 0 2 0 0 0 3
LS 0 0 0 2 0 0 0 1
HHRR 2 2 ] 4 1 2 3 3
FRHE(L, 0 0 0 1 0 0 0 0

B R R T3 200 mg/kg BEDBEDO AT 3 FIFRAE L1z, HIREIL,
FLEEOENE T ~ MEIZEET D ay 707V OBFRIUIER L &
ZEZ LN TV BNV D HERM/IME & T OFREZAREE (5a4FEetE, RE
¥, BRI m—%2F, MEERICSDEIERKREV) BIURRED
EZ3xodc. L L, SRBROMRBEITIIFED 5N TWRWNI L35 200
mg/kg B CIFBAME/ IME B SN FIEEME O T E TE 720,

EHEAET R CEDIB AR L7z 200 me/kg BEORED 1 ] (EMpES 1301) T
%, MO BERESEWFERR, RO PEEOLHENER L OHIIRREDE
BINT=OITMZ, FFROFHEOM/NERAREME, BRORB LU
EetE/ MK, BROHMIS K U~~ b 1 DU ERINE, BRORMERRE MK
T, BigoaEfEOZERER L ORnERENET, TR >/ 3E, BHEE
U iR L UOMBRD Y v/ SBROZRE, TH3RY VB0 LR~ 7 B
77— VOB, + 1505, TR X OER _ ERMROZERIZE M,
e O Fe— 7 VEERIEY, BIEORMENFH FERMEME) BIOH
PRHERS B O BRI /2 & NTB R EEROENMRRE SR b
To. fiD~~< b A UUERILEIIRBETRELRRETHY, BARRET
DI EBMONTVWD. BREORMENTFE (GFBEMIME) LRERIZBER
BAERE L O NIRBEICEII 2o 7. BRBNE O EERET2
SR FEDERARBEIZOWTIZAAMOEILTH D Z L bIB
HERRE L ZBZ oz, BIRBOBRMEERE, ) o \ER X URRICE T
2 U SR OBRR IR D T — 7 BRI T — AR EE D EAL U 72 8
AR ONDIERAOBITH o120, +21618, ZBRE X UEB LA
RO EREHIIAFEF OLDOREETHY, FRERIIFTHATH-T.

B EHT RO EFEM) TRRRET R DR b7z 200 mgkg BEORED 1 4
(BMPE S 1305) Ti3, BB O/KAE, Hiln, MiEER L ORI L@/,
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AR OO B EEIE TS KX UMEEE D53 WD 03588 DV hs, (REHEInIni)
DOHHEMIFBO OID Z & DH DHIERFRY, HOBELRZ(NTHY, #
BER S OEE 2B LITEL DN Rho T,

Z DA, 200 mg/kg BHEOARITBIERIN AR, —BRIZIRE LB ERH
REERVWULERHEELONDSFIRTh 7.

[EEIIRIFE TR 200 mg/kg BEOED 1 4] EMHES 1307) DLEIZEE
BEFRRHE( LI 3 R R S 7208, DR HIRR 02 - SR BIR AT, [
BEDOM OB I IHERE L LI E R G ORBITRD bz o7z,

200 mgkg FEORIIRAE LT~ 7 v 77— &%, FigosasEiin i
X UEEROIREMI D BRI, TN b—EIZRE LR TEE 2
FIRTHY, BEBBIIBITARKIZSTZFHATIIRNWI ELLBEARRA
RWUBRHFTR L EZ O,

FOMICBEINTARIY, JIRBOLORLE, FHRIEHZEIOT
200 mg/kg BEIZRAE UXRREEDIRE L BEIZENRWETR Th o7z,

FELEMY - LIRO LB L OHIRRRE, B 5 o1, Hifl, KER
LT~ r a7 yr—OfEHE, FOFMIRIER, FEEIME, BIHMER X
OFEADHZOWT S o, MO BEHEZERE, TR LIUBREEY 3
EiOIRINENE, MBI OTEY /1 EiD 5 o1, MRS L OO Hm
DRI,
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17. BERBIUER

12-E2 Q-Z7upx b)) X% 50, 10038 XT8200 mgkg D&
T CD(SD)IGS 27 > DRIz 28 BRI THERRE RS L, €0
%, 14 BEOBEIEWIF 28T 7-.

B EHIFPIZ, 200 mgkg BEORED 1 FIHFET L.

—REETIL, MENEREHTHREINZ. TR ER5ICX
DEMRSTEEZ OGN, T2, BREBKT, HIE, sFE, BEOHEN
BLORFEREDS 200 mgkg BEOHEDFET b AV VIULBERES] L7- iz
gEsnr.

AE, FEE, SRR, WRFRE, DREEERERS IURRED
FERTIIFEBRHEORELEZ DA LITRD bR o Tz,

MRAECFEREIZIY VT 200 mgkg FEOMET ALT IEER XU Y U AR
ErnmEiE, M) oARENMIMELZRL, WBRHEOEELEX L.

HEEBERAREEREE TR 5 TIIENBIE SN HRWE
DHREIAES EENLRFETHY, HREMEEZ TIETOIELITELZLN
2o Tr.

BSEEEAIETII 100 B X200 mgkg OO TIEIEX EESHIES
RUTzZ. 723, 200 mgkg O TEBBS L ORBREOENEE N &EEZ <L
708, Z OBEOEEOKEMERIC XD TIRIIEILEE X bz,

JREEERE TIE, 200 mg/kg BEOMERED DIEIZERD SN T-RE, DO
FADZEME - BB L O IZE [ EHmVTE ZAEERGTH 272, Ihb
DOHFERTHIBEINREIRELZFILELTHH 14 BRIZITFED O
TEEEMEZAETIE L EL2 N, DFMABROZEN - BIEREITRIE
PRIZH BITZDS, BAEN | MREMNTHYBERIEZ2Z Lidii~/rnm
77—V ORERIZLVAEFIREREE ThH -7~ EEEHI )T
DIZEE R TRIZITREDEBO b2 oTz b D & Bbihvs.

FEEEMTIIMIC D oM, HIBIUOKERBREINS, Zhuisk
DRI BDMEEELTHY, HERIIERRELEZ OGN, FOMD
JBERIZ A D2 LS KRS o I b BRI & 2 W ISR DIEOMRER
2IZERT A b0 L Bbhb.

FETCEMWME L OB BRI TROR5%IZUNE/ES L -8M Ci, ATiE
WZAFHRRRAE R & 2 WNTE SR 3 ERTHIA A~ OB R EEA~ OIS T R
FTATROSBEINTN, FBEMEL L LI N O OFTROERERIIAR
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AT 5.

UEDX 51T, HETIX 200 mgkg BETHRTHINA SN, RIS OSHEE
DZEM - EENBEIN. T 100 mykg B CAFIBME M EREOEEH
WOONT. Lizddo T, FRRFBTICBITS 12- 2 2-/uox b %
V) ZE DTy MIRT HEEERIY, BT 100 mgkgday, HET 50
mg/kg/day & H|lr 7.
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Figure 1. Survival ratio
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Figure 2. Body weight
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Figure 3. Food consumption
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) )

Table 1. Survival and mortality Exp. No. 6393 (115-164)
Sex Dose level Days of experiment
(mg/kg) 1 2 3 4 5 6 7 8 ] 10 11 12 13
Male 0 10/10 10/10 10/10 1l0/10 10/10 10/10 10/10 1i0/10 10/10 10/10 10/10 10/10 10/10
50 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
100 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
200 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 $/10 /10 9/10 9/10 9/10
Female 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
50 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
100 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/ 5/5 5/5 5/5 5/5
200 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10

Number surviving / Number per group.
Significant difference fram control group; *: P<0.05 **k: P< Q.01
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) )

Table 1. -continued Survival and mortality Exp. No. 6393 (115-164)
Sex Dose level Days of experiment
(mg/kg) 14 15 1§ 17 18 19 20 21 22 23 24 25 26
Male 0 10/10 10/10 10/10 10/10 10/10 10/10 110/10 1l0/10 10/10 10/10 10/10 10/10 10/10
50 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
100 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
200 9/10 8/10 8/10 9/10 9/10 9/10 9/10 8/10 S/10 S8/10 9/10 9/10 9/10
Female 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
50 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
100 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
200 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 16/10 10/10 10/10 10/10 10/10

Number surviving / Number per group.
Significant difference fram control group; *: P<0.05 *%; P<0,01
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12213 Page 3

Table 1. -continued Survival and mortality Exp. No. 6393 (115-164)
Sex Dose level Days of experiment Mortality
(mg/kg) 27 28 (%)
Male 0 10/10 10/10 0.0
50 5/5 5/5 0.0
100 5/5 5/5 0.0
200 9/10 9/10 10.0
Female 0 10/10 10/10 0.0
50 5/5 5/5 0.0
100 5/8 5/5 0.0
200 10/10 10/10 0.0

Number surviving / Number per group.
Significant difference fram control group:

*

: P<0.05

L N
:

P<0.01
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Table 1. -continued Survival and mortality Exp. No. 6393 (115-164)
Sex Dose level Days of experiment
(mg/kg) 28 29 30 31 32 33 34 35 36 37 38 39 40
Male 0 5/5 5/5 5/5 5/5 5/5 5/5 5/5 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 5/5 5/5 5/5 5/5 5/5 5/5 5/5
Female 0 5/5 5/5 5/5 5/5 5/5 5/5 5/5 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 5/5 5/5 5/5 5/5 5/5 5/5 5/5
Number surviving / Number per group.
Significant difference fram control group; *; P<0.05 *%: P<0.01
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Table 1. -continued Survival and mortality Exp. No. 6393 (115-164)
Sex Dose level Days of experiment Mortality
(mg/kg) 41 42 (%)
Male 0 5/5 5/5 0.0
200 5/5 5/5 0.0
Female 0 5/5 5/5 0.0
200 5/5 5/5 0.0

Number surviving / Number per group.
Significant difference from control group;

*e

P<0.05

*k

P<0.01
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Table 2. Clinical observation Exp. No. 6393 {115-164)

Sex : Male

Findings of clinical Dose fevel Days of experiment
observation {mg/kg) 1 2 3 4 5 6 7 8 9 10 1 12 13 14

normal/number per group 0 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
50 5/5 5/5 5/5 5/5 5/5 &5/5 5/5 5/5 5/5 4/5 5/5 3/5 5/5 3/5
100 3/5 5/5 &5/5 5/5 4/5 4/5 4/5 3/5 1/5 4/5 5/5 1/5 3/5 2/5
200 1/10 8/10 9/10 9/10 7/10 7/10 2/10 0/10 o0/10 2/3 4/9 1/9 1/9 1/9

wasting ]
50
100
200

piloerection 0
50
100
200

dirty hair 0
50
100
200

salivation 0
50
100
200

decrease spon. motor act. 0
50
100
200

abnormal resp. noise 0
50
100
200

OO OO WNNOOD OOOD OOOD OO
OO OO NODOOD OOOD OCOOOD OO
DOOOD OO OO0 OOOOD OOOD OOOoOo
DOODOOD OO OO0 OOODOD OOOOD OOOoOo
OO0 ODOOO WO OOOO OO OCOOo
QOO ODOOO WO OOOOD OOOEO OO
OO0 OO DO OO OO DODOOD
COOOO OO N— 0O OO0 OOODO OOOoD
OO0 ODOOOD WMNIOO OO0 ODOOO ODOOO

OO0 ODOOOD ONOOD OOOOD OOOO OO
OO0 OO OhLOO OCOOD ODCOOOD DO
DOOOD OO IO OMOO oD OOoOE
OOOD OO OAEMNOD OOOOD OODOD OOOO
DOOOD OO WWWMNO OOODOD OOOO OO
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Table 2. —-continued Clinical observation Exp. No. 6393 (115-164)

Sex : Male

Findings of clinical Dose level Days of experiment

observation (mg/ke) 1 2 3 4 5 6 7 8 9 10 1 12 13 14

trauma/neck 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0

dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 1 0 0 0 0 0
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Table 2. -continued Clinical observation Exp. No. 6393 (115-164)

Sex : Male

Findings of clinical Dose level Days of experiment Total
observation {mg/ke) 15 16 17 18 19 20 21 2?2 23 24 25 26 27 28 {1—28)

normal/number per group 0 10/10 10/106 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
50 3/5 4/5 4/5 3/5 3/5 3/5 3/5 35 5/5 3/5 35 4/5 3/5 3/5
100 2/5 3/5 35 15 1/5 /5 2/5 /5 2/5 2/5 1/5% 3/5 1/5 1/5
200 2/8 09 2/9 0o/9 0O/9 0/9 0O/9 0O/9 0/9 0/9 1/9 0/9 0/9 1/9

wasting 0
50
160
200

piloerection 0
50
100
200

dirty hair 0
50

100

200

salivation 0
50
100
200

decrease spon. motor act. 0
50
100
200

abnarmal resp. noise 0
50
100
200

OOOOD O NWMNIOD OO OOODOD DOoOoOoOO
OO OMDE WN—O OO OOOD DOoOOo
OOOOD OO NN —O ODOODOED OOODD ODCOOO
OOOOD ODOOE WOHAMNO OOOD ODOOO OLOOO
OOOOD OOOO WOHAEMNO OOOD OOOD OOoOo
OO OO WVWMNIC OOODO ODOOOD ODCOOD
OOOO OOOOD OO OO OO0 ODOOO
COOOOD OO VWMNO OO OODOOD OODD
COOOD OO OMNOG OOODD OOODOE OO
OO OO O —O OO OO OO
OO NOOO OAMND OO —OOD OO O—wWw

ODOOOD OO WVHAEMNOD OCOOD OO DOOO
OO0 OO WVWWOOD OODOOD OO0 DOOOD
SOOOC OOOOD OLEMNCD OO0 — OO0 OOOD
— OO OO NN OO —OoOD OO
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Table 2. -continued Clinical observation Exp. No. 6393 (115-164)
Sex : Male
Findings of clinical Dose level Days of experiment Total
observation (mg/ke) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1—>28)
trauma/neck 0 0 0 0 0 0 0 0 0 0 0 0 it} 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 i} 0 0 0 0 0 0 0 0
200 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1
dead 0 0 0 0 0 0 0 0 0 0 0 0 1} 0 0 0
50 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
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Table 2. ~continued Clinical cbservation Exp. No. 6393 (115-164)

Sex : Female

Findings of clinical Dose leve!l Days of experiment
observation (mg/ke) 1 2 3 4 5 6 7 8 9 10 11 12 13 14
normal/number per group 0 10/10 16/10 10/10 106/10 10/10 10/10 10/10 10/10 10/10 10/10 106/10 16/10 10/10 10/10

50 5/5 5/5 5/5 5/5 5/5 545 545 55 5/5 5/5 5/5 4/5 5/5 5/5
100 4/5 5/5 3/5 5/5 4/5 3/5 3/5 3/5 4/5 3/5 4/5 2/5 3/5 3/5
200 1/10 10/10 9/10 10/10 7/10 6/10 4/10 1/10 4/10 4/10 8/10 3/10 4/10 2/10

salivation 0
50
100
200

decrease spon. motor act. 0
50
100
200

OOODODOO MO
OOOOD OO

DO WD
OOOOD OOOoD
OO —NOO
COOOOD OO
OO0 W—0O00
COOOO LMNOO
OCOOOO WO
OO0 O—OD
OOOD IO
ODODOD MNI—=OD
OO N —O
ODOOO OO O




L10-1

Ar wyo Center  (OBWS2) 12230 Page 6

)
Table 2. -continued Clinical observation Exp. No. 6393 (115~164)
Sex : Female
Findings of clinical Dose level Days of experiment Total
ohservation (mg/ke) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 {1—28)
normal/number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 16/10 10/10 10/10 10/10 10
50 4/5 &/5 5/5 4/5 5/5 &5/5 5/5 5/% 5/5% 5/5 5/5 §&§/5 5/5 5/5 4
100 /5 4/5 4/5 2/5 2/5 3/5 3/5 3/5 4/5 4/5 4/5 4/5 3/5 2/% 1
200 /10 2710 2/10 0/10 1/106 1/10 3/10 2/10 1/10 3/10 0/10 3/10 1/10 4/10 0
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 1 0 0 1 0 0 0 0 ] 0 0 0 0 0 1
100 4 1 1 3 3 2 2 2 1 1 1 1 2 3 4
200 10 8 8 10 9 9 7 8 9 7 10 7 9 6 10
decrease spon motor act. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 i 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
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Table 2. —-continued Clinical chservation Exp. No. 6393 (115-164)
Sex : Male
Findings of clinical Dose level Days of experiment Total
ohservation (mg/ke) 29 30 3 32 33 34 35 36 37 38 39 40 41 42 (29—42)
normal/number per group 0 5/5 &5/5 5/5 5/5 5/5 5/5 5&5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5

200 4/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5  4/5  5/6 4
trauma/neck 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

200 1 1 1 1 1 1 1 1 1 1 1 1 1 0 1
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Table 2. -continued Clinical observation Exp. No. 6393 (115-164)

Sex : Female

Findings of clinical Dose level Days of experiment Total
observation (mg/ke) 29 30 3 32 33 34 35 36 37 38 39 40 41 42 {29—42)
norma!/number per group 0 55 5/5 5/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5 4/5  4/5  4/5 4
200 55 5/5 5/5 &/5 5/5 5/5 5/5 %% 5/5 &/5 5/5 5/5 5/5 5/5 5
trauma/fore limb ] 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1
200 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
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Table 3. Body weight Exp. No. 6393 (115-164)
( unit : g )
Sex Dose level Days of experiment
(mg/kg) 0 3 7 10 14
Male 0 159 £ 9 180 + 11 210 + 17 235 £ 20 269 £ 27
50 157 + 4 178 £ 6 210 £ 11 235 £ 15 267 + 19
100 158 + 7 175 + 11 201 £ 16 226 £ 21 259 + 24
200 159 + 7 172 + 11 202 £ 15 226 + 18 260 = 24
Female 0 130+ 5 143 = 6 158 + 9 167 £ 10 179 + 12
50 130+ 5 143 £ § 156 £ 9 167 £ 11 178 £ 10
100 130+ 6 138 + 7 152 + 10 163 = 10 176 £ 11
200 130+ 3 136 + 5 151 = 7 163+ 8 178 = 10
Mean * S.D.
Significant difference fram control group; *; PL0.05 **: P<0.01
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Table 3. -continued Body weight Exp. No. 6393 (115-164)
( unit : g )
Sex Dose level Days of experiment Gain

(mg/kg) 17 21 24 27 (0 — 27)

Male 0 295 + 32 325 £ 37 347 + 39 364 = 44 205 + 37

50 294 * 20 322 £ 24 345 + 27 354 = 27 187 £ 26

100 282 + 30 312 + 35 333 * 37 342 + 36 183 + 30

200 284 + 29 315 £ 33 337 + 37 342 = 64 183 * 60

Female 0 192 + 14 204 + 16 216 + 17 224 = 19 93 + 16

50 183 £ 11 201 = 14 211 + 14 218 = 14 89 £ 11

100 190 = 11 188 = 11 207 £ 11 217 £ 11 87 £ 7

200 188 = 11 200 = 14 208 = 14 216 = 17 86 + 17

Mean t S.D.

Significant difference fram control group; *: P<0.05 **; P<0.01
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Table 3. -continued Body weight Exp. No. 6393 (115-164)
(unit : g )
Sex Dose level Days of experiment
(mg/kg) 28 31 35 38 41
Male 0 379 + 42 402 = 44 427 + 48 446 * 47 451 = 52
200 385 + 41 402 = 39 432 + 44 450 + 39 456 + 41
Female 0 225 + 23 236 £ 22 247 + 24 251 + 24 252 = 27
200 221 = 22 227 £ 22 236 £ 23 245 + 26 245 + 30
Mean = S.D.

Significant difference from control group:; *; P<0.05 *%; P<0,01
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Table 3. -continued Body weight Exp. No. 6393 (115-164)
(unit : g )
Sex Dose level Gain
(mg/kg) (28 — 41)

Male 0 73 £ 12

200 71+ 11

Female 0 28 5

200 24 + 10

Mean £ §.D.

Significant difference from control group:

*

: P£0.05

ey

P£0.01
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Table 4. Food consumption Exp. No. 6393 (115-164)
( unit : g/day )
Sex Dose level Days of experiment Total
(ng/kg) 7 14 21 27 (0 — 27)
Male 0 20+ 2 23 3 25 4 24 + 4N 619 + 83
50 20+ 2 23 2 24t 2 23 2 609 £ 48
100 19+ 2 22 2 24 3 23 2 592 + 57
200 19+ 2 23+ 3 26 £ 4 25+ 7 627 £ 96
Female 0 15f 1 5+ 1 17+ 1 16 2 428 £ 34
50 16 1 15 1 17+ 1 6 1 432 = 26
100 14 2 5t 1 16t 1 5+ 1 414 £ 30
200 4+ 1 6 1 17+ 1 17+ 2 432 = 34
Mean * S.D.
Significant difference from control group; : P<0.05 **: P<0.01

N: Non parametric analysis
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Table 4. -continued Food consumption Exp. No. 6393 (115-164)
( unit : g/day )
Sex Dose level Days of experiment Total
(mg/kg) 35 41 (29 — 41)
Male 0 31+ 4 27+ 3 378 £ 42
200 31+ 3 28 £ 2 385 £ 31
Female 0 21+ 2 19+ 2 257 = 31
200 20 3 8+ 3 250 =+ 36
Mean = S.D.

Significant difference from control group: *: P<0.05 #%:; P<0.01
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Table 5. Food efficiency Exp. No. 6393 (115-164)
( unit : % )
Sex Dose level Days of experiment Mean
(mg/kg) 7 14 21 27 (0 > 27)
Male 0 35.4 + 2.6 37.3 £ 3.2 32,2 2.8 26.3 £+ 3.6N 32.9 & 2.0N
50 37.2 £+ 3.5 35.8 = 4.8 32,1+ 1.9 23.4 £ 3.1 32.3+ 2.4
100 31.3 + 5.1 38.2 = 2.6 30.9 £ 3.2 21,9+ 5.6 30.8 2.2
200 32.1+ 4.0 35.4 & 2.7 30.1 £ 3.4 11.4 = 32.0 28.5 &£ 6.0
Female 0 25.6 + 3.8 19.4 + 5.7 21.2* 5.4 20.5 % 3.3 21.7 £ 2.5
50 24.3 = 3.1 19.9 + 5.0 18.4 £ 5.5 8.1 2.0 20.5 + 2.3
100 21.6 £ 3.4 22.7 t 2.7 19.1 = 4.6 20.6 £ 3.8 21.0x 0.9
200 20.9 £ 4.8* 24,0+ 3.0 8.4+ 3.8 15.3 + 6.6 9.8+ 2.5
Mean * S.D.
Significant difference fram control group; : P<0.05 *%; P<0.01

N: Non parametric analysis
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Table 5. -continued Food efficiency Exp. No. 6393 (115-164)
(unit : %)
Sex Dose level Days of experiment Mean
(mg/kg) 35 41 (29 — 41)
Male 0 22.5* 1.8 14,7 £ 1.9 19.2x 1.6
200 21.4 = 3.2 14.6 £ 3.1 18.4 £ 2.7
Female 0 14.9 £ 3.9 5.1t 4.8 10.8 £ 1.5
200 10.7 £ 3.0 7.8 9.1 9.5 3.5
Mean t S.D.

Significant difference from control group: *: P<O.05 *%: P<0.01
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Table 6. Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Male
Signs Dose level Weeks of experiment Total
(ng/kg) 0 1 2 3 4 (1L - 4)
Number of animals 0 5 5 5 5 5
50 5 5 5 5 5
100 5 5 5 5 5
200 5 5 4 4 4
au/os/pilo/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 ] 5 5 5 5 20
200 -] 5 4 4 4 17
au/os/eye/norm 0 5 5 5 5 5 20
50 5 S 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
au/os/lacri/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
au/os/sali/none 0 5 5 5 5 5 20
50 5 5 5 3 3 16
100 5 5 3 2 3 13
200 5 3 O* 0* 1* 4
au/os/sali/sl 0 0 0 0 0 0 0
50 0 0 0 2 2 4
100 0 0 2 3 2 7
200 0 2 4%%x 3% 2 11
au/os/sali/profuse 0 0 0 0 0 0 0
50 0 0 0 0 0 0
100 0 0 0 0 0 0
200 0 0 0 1 1 2
au/os/incon/none 0 2 5 5 5 5 20
S0 2 5 5 5 5 20
100 3 5 5 5 5 20
200 5 5 4 4 4 17
au/o08/incon/unusu 0 3 0 0 0 0 0
50 3 0 0 0 0 0
100 2 0 0 0 0 0
200 0 0 0 0 0 0

Significant difference from control group; *: P<0.05 *%; P<0.01
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Table 6. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Male
Signs Dose level Weeks of experiment Total
(ng/kg) 0 1 2 3 4 (1L - 4)
au/of /palpe/w open 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 3 16
au/of /palpe/sl ptosis 0 0 0 0 0 0 0
50 0 0 0 0 0 0
100 0 0 0 0 0 0
200 0 0 0 0 1 1
au/of/diarrhea/none 0 5 5 5 5 5 20
50 5 5 5 5 3 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
au/sr/pupil/norm 0 5 - - - 5 5
50 5 - - - 5 5
100 5 - - - 5 5
200 5 - - - 4 4
m,p/os8/myoto/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 S 5 5 5 5 20
200 5 5 4 4 4 17
m,p/of /mid/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
se/os/palpe/w open 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
se/os/cata/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
se/os/click/norm 0 5 - - - 5 5
50 5 - - - 5 5
100 5 - - - 5 5
200 5 - - - 4 4

Significant difference fram control group:; *: P<0.05 *%:; P< 0,01 -: Not examined
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Table 6. -continued
Sex: Male

An-Pyo Center (clob) 12229 Page 3

)

Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)

Signs

Dose level
(mg/kg)

Weeks of experiment
1 2

Total
(1 - 4)

se/sr/app/no react

se/sr/app/slow app

se/sr/app/vocal,ener

se/sr/touch/mod react

se/sr/tail/walk away

se/sr/tail/norm

ce/hc/posture/curled up

ce/hc/posture/sit

ce/he/posture/sit/stand

0
50
100
200

0
50
100
200

50
100
200

50
100
200

50
100
200

50
100
200

50
100
200

0
50
100
200

0
50
100
200
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Significant difference from control group;

*:

P<O.

Q
[3,]

*%: P<0.01 -: Not examined
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Table 6. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 — 4)
ce/he/posture/rear 0 0 0 0 0 0 0
50 0 0 0 0 0 0
100 1 0 0 0 0 0
200 0 0 0 0 0 0
ce/hc/voca/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/hc/repe/none 0 5 5 5 5 5 20
50 5 5 5 5 S 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/hc/tonic/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/he/clonic/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 S 4 4 4 17
ce/hc/tremor/none 0 5 5 5 5 5 20
50 5 5 5 5 S 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/hc/bite/none 0 S 5 5 5 5 20
50 5 5 5 5 5 20
100 4 5 5 5 5 20
200 5 5 4 4 4 17
ce/hc/bite/cage 0 0 0 0 0 0 0
50 0 0 0 o] 0 0
100 1 0 0 0 0 0
200 0 0 0 0 0 [¢]
ce/hc/struggling/none 0 5 5 5 5 S 20
50 5 5 5 5 S 20
100 5 5 S 5 5 20
200 5 5 4 4 4 17

Significant difference fram control group; *: P<S0.05 *%; P<0.01



An-Pyo Center (clab) 12229 Page 5

920-1

Table §. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 — 4)
ce/os/removal /very easy 0 0 0 0 0 0 0
50 4 0 0 0 0 0
100 1 0 0 0 0 0
200 1 0 0 0 0 0
ce/os/removal/easy 0 5 5 5 5 5 20
50 1 5 5 5 5 20
100 4 5 5 5 5 20
200 4 5 4 4 4 17
ce/os/hand/very easy 0 1 0 0 0 0 0
50 3 0 0 0 0 0
100 0 0 0 0 0 0
200 3 0 0 0 0 0
ce/os/hand/easy 0 4 5 5 5 5 20
50 2 5 5 5 5 20
100 5 5 5 5 5 20
200 2 5 4 4 4 17
ce/os/vocalization/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/os/bi,wo/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/osg/hair/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/os/breath/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/of /tonic/ncne 0 5 5 5 5 5 20
50 5 S 5 5 5 20
100 5 5 5 5 5 20
200 S 5 4 4 4 17
Significant difference fram control group; *: P<0.05 **; P<0.01
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Table 6. * -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 > 4)
ce/of /clonic/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/of/tremor/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/of/coordination/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/of/vocalization/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 ] 5 4 4 4 17
ce/of/breath/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/of /ambu/norm 0 5 5 5 5 5 20
50 S 5 5 5 5 20
100 5 5 5 5 5 20
200 S 5 4 4 4 17
ce/of/arousal /norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 S 5 4 4 4 17
ce/of/ste/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
ce/of/bizarre/ncne 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17

Significant difference from control group; *: P<O0.05 *%; P<0.01
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Table 6. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 — 4)
ph/os/mucous/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 4 4 4 17
Significant difference from control group:; *: P<0.05 *%: P<0.01
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Table 6. ~continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Female
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 - 4)
Number of animals 0 5 5 5 5 5
50 5 5 5 5 5
100 5 5 5 5 5
200 5 5 5 5 5
au/os/pilo/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
au/os/eye/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
au/os/lacri/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
au/os/sali/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 4 5 3 17
200 3 4 3 2 2 11
au/os/sali/sl 0 0 0 0 0 0 0
50 0 0 0 0 0 0
100 0 0 1l 0 2 3
200 0 1 2 3 3 9
au/os/incon/none 0 4 5 5 5 5 20
50 3 5 5 5 5 20
100 4 5 5 5 5 20
200 2 5 5 5 5 20
au/os/incon/unusu 0 1 0 0 0 0 0
50 2 0 0 0 0 0
100 1 0 0 0 [¢] 0
200 3 0 0 0 0 0
au/of/palpe/w open 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20

Significant difference from control group; *: P<0.05 *%:; P<0.01
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Table 6. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Female
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 - 4)
au/of/diarrhea/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 S 5 5 20
200 5 5 5 5 5 20
au/sr/pupil/norm 0 5 - - - 5 5
50 5 - - - 5 5
100 5 - - - 5 5
200 5 - - - 5 5
m, p/os/mycto/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
m,p/of/mid/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
se/os/palpe/w open 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
se/os/cata/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
se/os/click/norm 0 5 - - - 5 5
50 5 - - - 5 5
100 5 - - - 5 S
200 5 - - - 5 5
se/sr/app/slow app 0 5 - - - 5 5
50 5 - - - 5 5
100 5 - - - 5 5
200 5 - - - S 5
se/sr/touch/mod react 0 5 - - - 5 5
50 5 - - - 5 5
100 5 - - - 5 5
200 5 - - - 5 5

Significant difference from control group; *: P<0.05 **: P<0.01 -: Not examined
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Table 6. ~-continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)

Sex: Female

le0-1

Signs Dose level Weeks of experiment Total
(mg/kg) 1l (1 - 4)

W

se/sr/tail/slow turn 0
50
100
200

se/sr/tail/walk away 0
50
100
200

se/sr/tail/norm 0
50
100
200

ce/hc/posture/prone 0
50
100
200

ce/hc/posture/curled up 0
50
100
200

ce/he/posture/sit 0
50
100
200

~1 W0 W Co S A NN DO (SRR | Woro [ Yo RoRel

ce/hc/posture/sit/stand 0
50
100
200

W kb N O ON NORPE OO0 O

ce/hc/posture/rear 0
50
100
200

ce/hc/voca/none 0
50
100
200

(SRS S RS ] [eRoNeNo) HOOW [S - ) NHFRON 0000 wm U 0O0O0O0o oOOoORro o
(SRR N ] [oNoNoNo FhNWN B RO oORrRrwW 0000 [ SRS Y ) WOHrHO 0000 [

(S RV RV NS ] [eReNoXe) Wb U1 O [efeoloNol OO0 0
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Significant difference fram control group; *: P<0.05 **: P<0.01 -: Not examined
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Table 6. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Female
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 > 4)
ce/hc/repe/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/hc/tonic/none 0 5 5 5 5 5 20
50 ) 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 S 5 5 20
ce/hc/clonic/none 0 5 5 5 5 5 20
S0 5 5 5 5 5 20
100 5 S 5 5 5 20
200 5 5 5 5 5 20
ce/hc/tremor/none 0 5 5 5 5 5 20
50 5 5 5 5 ] 20
100 5 S 5 5 5 20
200 5 ) 5 5 5 20
ce/he/bite/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/hc/struggling/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 S 5 5 5 20
200 S 5 5 5 5 20
ce/os/removal /very easy 0 1 0 1 0 1 2
50 0 1 1 0 0 2
100 0 1 0 o] 0 1
200 0 2 0 0 2 4
ce/os/removal /easy 0 4 5 3 5 4 17
50 5 3 4 5 5 17
100 5 3 5 5 5 18
200 5 3 5 5 3 16
ce/os/removal /mod diff 0 0 0 1 0 0 1
50 0 1 0 0 0 1
100 0 1 0 0 0 1
200 ¢ 0 0 0 0 0

Significant difference fram control group; *: P<0.05 *%; P<0.01
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Table 6. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Female
Sigmns Dose level Weeks of experiment Total
(mg/kg) ] 1 2 3 4 (1 - 4)
ce/os/hand/very easy 0 0 2 2 1 0 5
50 1 2 0 0 0 2
100 0 1 1 1 1 4
200 0 3 0 1 3 7
ce/os/hand/easy 0 5 3 2 4 4 13
50 4 2 5 4 4 15
100 5 2 2 3 4 11
200 5 (] 3 4 2 9
ce/os/hand/rather easy 0 0 0 1 0 1 2
50 0 1 0 1 1 3
100 0 1 2 1 0 4
200 0 2 2 0 0 4
ce/os/hand/rather diff 0 0 0 0 0 0 0
50 0 0 0 0 0 0
100 0 1 0 0 0 1
200 0 0 0 0 0 0
ce/os/vocalization/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/os/bi,wo/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/os/hair/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 S 20
200 5 5 5 5 5 20
ce/os/breath/norm 0 5 5 5 5 S 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of/tonic/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20

Significant difference from control group: *: P<0.05 *%: P<0.01
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Table 6. -continued Detailed clinical observations and sengory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Female
Signs Dose level Weeks of experiment Total
(mg/kg) 0 1 2 3 4 (1 > ¢4)
ce/of/clonic/none 0 5 S 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of/tremor/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of /coordination/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of /vocalization/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of /breath/norm 0 5 5 5 5 5 20
50 5 S 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of/ambu/norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of/arousal /norm 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
ce/of/ste/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 S 5 5 5 20
200 5 5 5 5 5 20
ce/of /bizarre/none 0 5 5 5 5 5 20
50 5 5 5 5 5 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
.0

Significant difference from control group;

*3

d
IA
o

w

**; P<0.01
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Table 6. -continued Detailed clinical cbservations and sensory reactivity to stimuli of different types Exp. No. 6393 (115-164)
Sex: Female
Signs Dose level Weeks of experiment Total
(ng/kg) 0 1 2 3 4 (1 — 4)
ph/os/micous/norm 0 5 5 5 5 5 20
50 5 5 5 5 S 20
100 5 5 5 5 5 20
200 5 5 5 5 5 20
Significant difference fram control group; *: P<0.05 **%: P<0.01
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Table 7. Summary of no. of supported rears

Exp. No. 6393 (115-164)

Sex: male
Dose level Number of Mean no. of supported rears = S.D.
(mg/kg) animals - o" 7 7 1 2 4
0 5 11x2 97 9+ 7 17x5
50 5 11%5 8§86 97 15 %7
100 5 11+8 7x3 8+5 127
a) a)

200 5 12 = 3 14 £5 12+ 6 10x7

V. Week of experiment
Significant difference from control group; *: p = 0.05 ** p = 0.01

) )
¥: 4 animals
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Table 7. —continued

Summary of no. of supported rears

—

Exp. No. 6393 (115-164)

Sex: female
Dose level Number of B - i 7777Mean r}pﬁ.gfrsupported rears + SD.
(mg/kg) animals o" 1 2 3 4
0 5 15+ 7 22 £5 208 20 6 157
50 5 17x5 15+ 8 159 198 138
100 5 145 137 107 15 %7 12+ 8
200 5 10=x5 105 * 129 11+ 4 13+ 8

V. Week of experiment

Significant difference from control group;

*p <005 *xp =< 0.01
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Table 8. Summary of no. of unsupported rears

Exp. No. 6393 (115-164)

Sex: male
Dose level Number of Mean no. of unsupported rears = S.D.
(mg/ke) animals 0" 1 2 3 4
0 5 36 0t 1 3 x5 23 43
50 5 2x2 00 01 3+5 2 =1
100 5 11 0x0 00 00 12
a) a) a)
200 5 1+ 1 3%x2 2+2 g§+9 2%2

V. Week of experiment
Significant difference from control group;

2. 4 animals

*p < 005 %kp S 001
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Table 8. —continued Summary of no. of unsupported rears Exp. No. 6393 (115-164)
Sex: female
Dose level Number of Mean no. of unsupported rears SD -

777”(mg/l§g7) animals o" 1 2 3 4

0 5 12 2 +1 4+4 2+ 1 4+5

50 5 0x0 1£1 3+ 3x3 23

100 5 1£3 1+ 1 00 2x2 24

200 5 0+0 00 1£2 00 00

V. Week of experiment
Significant difference from control group; * p < 0.05 *x:p =< 0.01
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Table 9. Summary of no. of pools of urine Exp. No. 6393 (115-164)
Sex: male

Dose level Number of Mean no. of pools of urine + S.D. S
(mg/kg) animals 0" 1 2 3 4

0 5 11 0x0 00 00 0x0

50 5 0£0 00 0x0 0x0 0x0

100 5 0x0 01 00 0x0 0x0

a) a) a)
200 ] 0x0 0x0 00 0x0 0x1

V. Week of experiment
Significant difference from control group;

2. 4 animals

*p =005 *xp = 0.01
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Table 9. ~continued Summary of no. of pools of urine

Exp. No. 6393 (115-164)

Sex: female
Dose level Number of Mean no. of pools of urine = S.D.
(mg/ke) ~ animals 1 2 3 4
c 5 00 00 0x+0 00
50 5 0x0 00 10 0+t
100 5 0+1 0x0 00 0x0
200 5 11 11 0x0 0+0

V. Week of experiment

Significant difference from control group;

*p =005 *xp = 001
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Table 10. Summary of no. of defecation Exp. No. 6393 (115-164)
Sex: male
Dose level Number of Mean no. of defecation = S.D.
(mg/kg) animals 0" 1 2 3 4

0 5 11 20 0x0 0x0 00

50 5 00 1+ 1 0+t 00 00

100 5 0+0 00 00 00 0+0

a) a) a)
200 ] 00 00 00 00 00

Y. Week of experiment
Significant difference from control group; * p < 0.05 *% p < 0.01

. 4 animals
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Table 10. —continued Summary of no. of defecation

Exp. No. 6393 (115-164)

Sex: female
Dose level Number of Mean no. of defecation = S.D. B
(mg/kg) animals o’ 1 2 3 4
0] 5 0x0 0+0 00 00 0£0
50 5 0x0 00 00 00 00
100 5 0+0 0+0 00 00 0x0
200 5 0+ 1 0+ 1 0+0 00 00

V. Week of experiment
Significant difference from control group; * p < 0.05 *xp < 0.01
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Table t1. Summary of grip strength

Exp. No. 6393 (115-164)

Sex: male
Dose level Number of Mean grip strength = S.D. (g)
(mg/kg) animals 01) 4
0] 5 Forelimb 341 = 99 585 %= 156
Hindlimb 186 = 50 295 = 68
50 5 Forelimb 309 £ 20 553 = 148
Hindlimb 117 =+ 22 % 375 = 93
100 5 Forelimb 336 = 80 664 = 151
Hindlimb 174 + 44 404 + 129
a)
200 5 Forelimb 301 = 81 527 + 158
Hindimb 149 + 43 335 + 83 @

V. Week of experiment

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

2. 4 animals
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Table 11, —continued Summary of grip strength Exp. No. 6393 (115~164)
Sex: female
Dose level Number of Mean grip strength = S.D. (g)
(mg/ke) animals 0" 4
0 5 Forelimb 217 + 36 450 = 146
Hindlimb 173 £ 66 337 = 82
50 5 Forelimb 170 = 54 418 = 160
Hindlimb 205 = 18 387 = 122
100 5 Forelimb 250 £ 46 560 + 52
Hindlimb 177 + 34 326 = 1
200 5 Forelimb 172 = 39 424 + 85
Hindlimb 152 = 33 305 = 122

V. Week of experiment
Significant difference from control group; * p = 0.05 *% p = 0.01
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Table 12, Summary of hindlimb foot splay

Exp. No. 6393 (115-164)

Sex: male
Dose level Number of Mean hindlimb foot splay = S.D. (cm )
{mg/kg) animals o" 4
0 5 47 = 14 72 £ 16
50 5 49 + 0.7 8.8 £ 1.1
100 ) 6.0 = 21 88 + 11
a)
200 5 43 = 05 6.4 = 1.1
V. Week of experiment
Significant difference from control group; * p = 005 *kp = 0.01

¥ 4 animals



L90-1

Table 12. —continued Summary of hindlimb foot splay

Exp. No. 6393 (115-164)

Sex: femals
Dose level Number of Mean hindlimb foot splay = S.D. ( ¢m )
(mg/ke) animals o" 4
0 5 45 = 1.7 55 £ 1.1
50 5 48 = 0.9 56 £ 1.2
100 5 56 = 1.5 53 £ 1.4
200 5 58 £ 1.2 6.4 = 1.7

V. Week of experiment

Significant difference from control group; * p < 0.05 *xp =< 0.01
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Table 13. Summary of motor activity

Exp. No. 6393 (115-164)

Week : 0 Sex: male
Dose level Number of B - Mean motor activity &+ S.D. (times) B
(mg/kg) animals 0-10" 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 5 141 + 43 127 = 36 103 = 20 88 + 37 67 = 41 28 *+ 43 555 &+ 155
50 5 151 = 50 106 + 58 98 + 40 84 + 48 52 = 60 19 = 24 511 x 223
100 5 128 + 47 114 + 39 103 = 64 64 + 52 41 X 43 46 *+ 62 497 + 280
200 5 144 + 51 139 £ 45 114 = 63 79 + 45 104 + 61 75 = 44 655 * 239

V. Time (minutes)
Significant difference from control group; *: p = 005 #kp < 0.01
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Table 13. —continued Summary of motor activity

Exp. No. 6393 (115-164)

Week : 0 Sex: female
Dose level Number of Mean motor activity + S.D. (tim,e,s,),,,,,, B
(mg/ke) o animzﬂir 0-10" 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 5 132 £ 31 90 + 14 60 + 47 39 + 26 19 + 22 43 + 43 382 + 107
50 5 130 = 10 894 + 15 55 & 25 25 = 21 23 + 40 34 = 31 361 = 108
100 5 114 + 21 60 + 37 43 * 14 42 + 43 23 * 24 19 = 27 301 * 96
200 5 115 = 42 82 = 24 45 * 14 12 + 18 12 + 25 1+2 267 £ 97

Y. Time (minutes)
Significant difference from control group; * p =< 0.05 ** p < 0.01
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Table 13. —continued Summary of motor activity

Exp. No. 6393 (115-164)

Week : 4
Dose level Mean motor activity & S.D. (times)
(mg/ke) 0-10" 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 189 + 36 152 = 50 116 £ 52 124 = 59 109 = 74 115 = 125 806 = 378
50 223 + 34 187 £ 58 133 £ 40 88 £ 61 69 = 83 83 = 61 784 £ 229
100 181 = 49 117 £ 45 100 = 62 62 = 57 39 £ 19 49 + 51 548 + 177
200 102 + 62 * 56 & 44 % 35 £ 38 29 + 34 37 = 50 14 += 18 273 £ 165 *

Y. Time (minutes)

Significant difference from control group;

*p < 005 %kp = 0.01



Ls0-1

Table 13. —continued Summary of motor activity

Exp. No. 6393 (115-164)

Week : 4 Sex: female
Dose level Number of Mean motor activity = S.D. (times) B
~ (mg/ke) animals 0-10" 10-20 20-30 30-40 40-50 ~ 50-60 Total (0~60)
0 5 140 £+ 26 102 = 39 68 = 31 44 + 41 85 + 48 57 £ 21 496 = 163
50 5 137 = 8 102 £ 39 63 = 30 52 + 42 34 = 30 25 = 32 413 £ 138
100 5 124 £ 21 65 £ 31 51 * 26 26 = 20 36 £ 34 32 = 30 333 = 62
200 5 17 £ 22 78 £ 34 45 £ 31 39 *+ 40 57 £ 55 38 £ 39 374 = 163

Y Time (minutes)

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



2s0-1

An-Pyo Center (ctqgf) 12216 Page 1

) )

Table 14. Hematology Exp. No. 6383 (115-164)
Day: 28
Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/kg) animals (%) (g/dL) (310" /ma) (um) {(pg) (%)
Male 0 5 41.8 £ 1.2 14.2 £ 0.6 7.79 £ 0.39 53.7 + 1.8 18.3 £ 0.7 34.0+ 0.4
50 5 42.9 * 1.8 14,5 £ 0.5 7.63 £ 0.43 56.3+ 1.9 19.1 £ 0.7 33.8*+ 0.4
100 5 43.0 £ 0.7 14.4 £ 0.2 7.88 £ 0.18 5.5t 1.6 18.3 £ 0.4 33.6 = 0.3
200 3 45.1 £ 1.8* 15.0 £ 0.6 8.20 £ 0.35 55.0 £ 1.6 18.3 £ 0.4 33.3 & 0.4*
Female 0 5 43.4 £ 0.7 15.2 + 0.3 7.94 £ 0.29 54,7+ 1.3 1.1 £ 0.4 34.9 £ 0.2
50 5 42.1 £ 1.5 14.8 £ 0.4 7.72 £ 0.35 54.5+ 0.8 19.1 = 0.5 35,1 0.4
100 5 43.2+ 1.3 14.9 £ 0.5 8,06 £ 0.14 §3.5* 1.6 18.6 £ 0.5 3.6 0.4
200 5 43.8 + 1.5 15.2 = 0.5 8.10 + 0.22 54.1t 0.6 18.7 * 0.2 34.6 x 0.2
Mean *+ S.D.
Significant difference fram control group: *: P<0.05 **: p<0.01
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Table 14. -continued Hematology Exp. No. 6393 (115-164)

Day: 28

Sex Dose level No. of PLT WBC Differential leukocyte counts (%)

{mg/kg) animals (x10° /m?) (x10* /mn?) NEUT LYMPH MONO EOSN BASO Luc

Male 0 5 1231 £ 55 9.0+t 1.6 13+ 2 84 + 3 1+ 1 1+ o0 0t o 1+t o0
50 5 1301 £ 188 9.9 2.2 11+ 2 85+ 2 2+ 1 1+ o0 0 0 1+ 0
100 5 1376 £ 137 10.5+ 2.5 10 3 87 £ 3 1+ 1 1+ 0 0o o 1+ 0
200 3 1285 £ 173 11.3 t 3.6 11+ 4 85 + 4 2+ 1 1 0 0 O 1+ 1

Female o] S 1368 * 235 7.6 % 1.8 g8+ 4 89 £ 5N 1+ 1 1 0 0x 0 1+ 0
50 5 1480 + 83 7.2t 1.8 12+ 8 86 + 9 1+ 0 1+ 0 0 © 1+ 0
100 5 1381 *+ 178 7.6+ 1.6 11+ 5 87 £ 5§ 1+ 1 1+ 0 0 © 1z 0
200 S 1375 £ 116 8.5+ 2.4 9t 2 87 £ 1 2% 1 1+ 1 0 o0 1+ 0

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean + S.D.

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

N: Non parametric analysis



¥50-1

An-Pyo Center 12216 Page 1
Table 14. -continued Hematology Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Reticulocyte
(mg/kg) animals (%)
Male 0 5 2,7 0.3
50 5 2.8 0.6
100 5 2.7+ 0.2
200 3 1.7+ 0.8*
Female 0 5 2.1 0.4
50 5 1.9+ 0.3
100 5 2.0z 0.3
200 5 1.2 £ 0.4**
Mean * S.D.

Significant difference from control group;

* e

:

P<0.05

*k .
H

P<0.01
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Table 14. -continued Hematology Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(ng/kg) animals (%) (g/dn) (x10°/mnd') (p=') (pg) (%)
Male 0 5 43.2 + 1.6N 14.9 £ 0.6 8.31 + 0.47 52.0x 1.3 17.9 = 0.6 34.5 £ .4
200 5 42.5 £ 0.5 14.6 £ 0.3 7.84 £ 0.15 54.3 £ 1.5* 18.6 £ 0.5 34.2 £ .6
Female 0 5 41.7 £ 1.2 14.5 = 0.5 7.89 £ 0.37 52.9 + 2.1 18.4 + 0.5 34.9 £ .6
200 5 42.0 * 0.8 14.6 = 0.2 8.09 =+ 0.31 51.9+ 1.5 18.0 £ 0.5 34.7 = .3
Mean £ S.D.
Significant difference from control group; *: PS 0,05 **x: P<0.01

N: Non parametric analysis
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Table 14. -continued Hematology Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animalsg (x10°/m) (x10°/me’) NEUT LYMPH MONO EOSN BASO Luc

Male o] 5 1144 £ 61 9.3+ 1.6 13 3 83+ 4 2 1 2 O 0 0 1+ 1

200 5 1250 + 57+ 9.9 2.3 13 4 84+ 5 2+ 1 1+ o 0t o 1+ 0
Female 0 5 1302 + 145 6.6+ 1.6 18t 6N 78 &+ BN 2+ 1 2+ 1 0t o0 1+ 1

200 5 1352 + 66 4.2t 0.6% 12+ 1* 85 1*x 1% O 1+ 0 0+ o0 1+ 1

NEUT:+Neutrophil LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean + S.D.

Significant difference from control group; *: P<0,05 *%: P<0.01

N: Non parametric analysis
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Table 14. -continued Hematology Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Reticulocyte
{(mg/kg) animals %)
Male 0 5 2.4 0.4
200 5 2,8 0.3
Female o] 5 2.1 0.5
200 5 2.2 0.2
Mean * S.D.

Significant difference from control group; *; P<0.05 *%; P<0.01
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Table 15. Coagulation Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. PT APTT Fibrinogen
(mng/kg) animals (sec.) (sec.) (mg/dL)
Male 0 5 17.0 £ 0.6 22.0 £ 3.1 304 + 21
50 5 17.8 £ 1.2 22,2 + 2.8 318 =+ 47
100 5 17.4 + 0.5 22.7 + 1.3 352+ 20
200 3 16.9 £ 0.9 22.5 £ 1.9 286 £ 46
Female 0 5 17.2 £ 0.8 18.4 £ 1.5 265 + 36
50 5 17.2 = 0.5 17.7 = 2.1 241 £ 29
100 5 16.8 + 0.8 18.7 + 1.8 261 8
200 5 17.4 + 0.4 18.4 = 0.8 266 =+ 34
Mean + S.D.
Significant difference from control group; *: P<0.05 *%; P<0.01
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Table 15. -continued Coagulation Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of PT APTT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/dL)
Male 0 5 17.2 £ 0.8 21.8 £ 1.5 318 £ 24
200 5 17.0 £ 0.5 21.9 £ 2.8 327 £ 30
Female 0 5 17.5 £ 0.5 20,1+ 1.2 230 £ 32
200 5 17.6 £ 0.4 18.6 + 1.3 253 £ 21
Mean * S.D.

Significant difference fram control group; *: P<0.05 *%; P<O0,01
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Table 16. Blood chemistry Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Glucose T.cholesterol Triglyceride
(mg/kg) animals (mg/dL) {(mg/dL) (mg/d4L)
Male ] 5 142+ 8 65+ 8 45.7 £ 19.0
50 5 156 = 19 66 + 20 44.4 * 18.7
100 5 151 + 12 67 + 11 35.8 = 14.9
200 3 140 = 7 57 + 13 27.9 2.2
Female 0 5 134 = 15 58+ 5 16.8 £ 11.7
50 5 25 7 62 £ 17 5.9+ 8.0
100 5 129 £ 15 69 + 13 15.8 + 8.7
200 5 120 £ 18 57 + 18 5.7+ 5.0
Mean = S.D.
Significant difference from control group; *: P<0.0S *+: P<0.01



l90-1

An-Pyo Center (ctqg6) 12216 Page 1
) )
Table 16. -continued Blood chemistry Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of BUN Creatinine T.bilirubin T.protein Albumin A/G
(mg/kg) animals (wmg/dL) (mg/dL) (mg/dL) {g/dvL) {(g/dL)
Male 0 5 9.2 2.2 0.24 £ 0.03 0.04 + 0.01 5.83 £ 0.16 3.30 £ 0.10 1.31 £ 0.11
50 5 10.6 £ 1.1 0.25 + 0.04 0.03 = 0.01 5.73 + 0.10 3.32 + 0.10 1.38 £ 0.10
100 5 8.7+ 1.7 0.24 £ 0.02 0.03 + 0.01 5.75 + 0.33 3.32 £ 0.15 1,37 £ 0.08
200 3 12.7 + 4.3 0.24 * 0.03 0.04 + 0.01 5.53 £ 0.32 3.14 + 0.07 1.33 + 0.13
Female 0 5 11.4 £ 1.7 0.29 £ 0.04 0.02 £ 0.00 5.74 £ 0,17 3.37 £ 0.14 1.43 £ 0.15N
50 5 12.8 £ 1.0 0.27 £ 0.03 0.02 £ 0.01 5.92 + 0.27 3.51 % 0.15 1.45 £ 0.05
100 5 11.6 £ 2.7 0.26 £ 0,04 0.03 £ 0.01 5.81 + 0.22 3.45 £ 0.11 1.46 £ 0.04
200 5 12.4 + 1.8 0.31 + 0.05 0.03 £ 0.01 $.72 £ 0.33 3.33 £ 0.13 1.39 = 0.08
Mean * S.D.
Significant difference from control group; *: P<S0.05 **%: P<0.01

N: Non parametric analysis
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Table 16. -continued Blood chemistry Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Sodium Potassium Chloride Calcium I.phosphorus
(mg/kg) animals (mmol/L) (mmol /L) {mmol/L) (mg/4L) (mg/dL)
Male 0 5 144.7 £ 0.9 4.43 £ 0.13 107.9 £ 1.4 9.91 £ 0.10 8.04 £ 0.59
50 5 143.7 £ 1.0 4.36 £ 0.24 107.3 £ 1.2 10.06 £ 0.16 8.57 £ 0.22
100 5 143.9 + 1.1 4,61 = 0.22 106.6 £ 1.7 5.87 + 0.37 8.41 + 0.53
200 3 142.0 = 1.8% 5,09 = 0.38%%* 107.5 = 0.4 9.76 + 0.40 8.68 £ 1.01
Female 0 5 143.0 + 1.0 4.45 + 0.37 108.0 + 1.1 9.68 + 0.31 7.2% £ 0.55
50 5 143.2 £ 1.5 4.66 = 0.24 108.2 + 1.3 9.90 £ 0.18 7.68 + 0.76
100 5 142.9 £ 0.8 4.5¢ £ 0.18 108.9 + 1.7 9.71 = 0.37 7.08 + 0.34
200 5 141.7 £ 0.9 4.76 =+ 0.40 107.1 £ 1.3 9.69 £ 0.17 7.95 + 1.29
Mean *+ S.D.
Significant difference from control group:; *: P<0.05 **: P<0.01
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Table 16. -continued Blood chemistry Exp. No. 6393 (115-164)

Day: 28

Sex Dose level No. of AST ALT ALP Gamma -GTP

(mg/kg) animals (u/L) (U/L) (U/L) (U/L)

Male 0 5 70 £ 6N 26 = 3 897 + 129 0.4 0.1
50 5 69 £ 7 28 6 1038 £ 254 0.4 0.1
100 5 65 = 5 31 £ 4 1029 + 133 0.4 £ 0.2
200 3 99 + 34 35 * 2% 941 + 254 0.5 0.1

Female 0 5 75 = 17N 25 3 479 + 85 0.6 £ 0.3
50 5 69 £ 10 21 £ 3 532 £ 109 0.5 0.1
100 5 69 % 11 23 = 3 509 = 135 0.8 0.1
200 5 118 £ 78 31t 5 592 £ 95 1.0 0.3

Mean = S.D.

Significant difference from control group:; *: P<0.05 *%: P<0,01
N: Non parametric analysis
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Table 16. -continued Blood chemistry Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Glucose T.cholesterol Triglyceride
(mg/kg) animals (mg/dL) (mg/dv) (mg/dL)
Male 0 5 154 + 21 66 =+ 16 59.1+ 7.2
200 5 145 + 11 61+ 8 48.5 + 16.0
Female 0 5 139 + 14 64 + 11 29.7 + 28.7
200 5 118 £ 13* 76 £ 15 24.5 + 19.8
Mean = S.D,
Significant difference fram control group; *; P<0.05 g
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Table 16. -continued Blood chemistry Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of BUN Creatinine T.bilirubin T.protein Albumin A/G
(mg/kg) animals (mg/dL) (mg/dL) (mg/4dL) {g/dL) (g/dL)
Male 0 5 3.1+ 1.1 0.31 %+ 0.03 0.05 £ 0.02 6.06 £ 0.22 3.30 £ 0.20 1.20 + 0.08
200 5 2.7 1.0 0.27 £ 0.03 0.04 + 0.01 6.01 %+ 0.11 3.31 £ 0.10 1.23 + 0.07
Female 0 5 5.1+ 2.2 0.30 £ 0.03 0.04 £ 0.01 6.24 + 0.29 3,56 £ 0.26 1.33 £ 0.17
200 5 4.2+ 1.7 0.29 = 0.02 0.05 + 0.01 6.09 + 0.36 3.52 £ 0.17 1.37 £ 0.07
Mean * §.D.
Significant difference fram control group; *: P<O0,05 #%; P<0.01
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Table 16. -continued Blood chemistry Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Sodium Potassium Chloride Calcium I.phosphorus
(mg/kg) animals (mmol/L) (mmol /L) (mmol/L) (mg/dL) (mg/4aL)
Male 0 5 142.4 £ 0.8 4.09 + 0.42 105.4 £ 1.1 9.90 £ 0.28 7.26 £ 0.59
200 5 142.0 £ 0.7 4.47 + 0.22 105.3 £ 0.5 9.88 £ 0.16 7.75 £ 0.48
Female 0 5 141.5 + 1.2 4,12 + 0.16 107.8 + 1.7 9.87 + 0.35 5.73 £ 0.%4
200 5 142.7 = 0.8 4,25 £ 0.38 108.3 + 0.9 9.75 + 0.21 5.67 £ 0.82
Mean * S.D.

Significant difference from control group; *: P<0.05 *%; P<0.01
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Table 16. -continued Blood chemistry Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of AST ALT ALP Gamma -GTP
(mg/kg) animals (U/L) (U/L) (U/L) (u/L)
Male 0 5 70 £ 27 £ 737 £ 102 0.7 £ 0.1
200 5 64 + 27 £ 555 + 85% 0.6 0.1
Female 0 5 70 22 £ 317+ 70 0.9 0.2
200 5 63 £ 23 £ 329 £ 65 1.0 0.2
Mean * S.D.
Significant difference fram control group; *: P<0.05 **%: P<0.01
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Table 17. Urinalysis Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Volume Osmotic pressure
(mg/kg) animals (L) (mOsm/kg)
Male 0 5 8.6+ 3.4 918 £ 162
50 5 7.9+ 2.5 881 * 166
100 5 8.2 2.1 853 + 172
200 4 7.7+ 2.1 1218 + 525
Female 0 5 6.1+ 1.2 818 + 114N
50 5 6.3 2.4 1043 £ 410
100 5 5.3 1.5 1176 + 190+
200 5 6.2 2.5 1312 £ 675
Mean £ S.D.
Significant difference fram control group; *: P<0.05 **: P<0.01

N: Non parametric analysis
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Table 17. -continued Urinalysis Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Color pH Occult blood
(mg/kg) animals 1 2 3 4 5 6 7 8 81011 55,56 6.577.588.5 29 - +/- 1+ 2+ 3+
Male 0 5 5 13 1 4 1
S0 5 5 3 2 5
100 5 5 4 1 5
200 4 4 3 1 3 1
Female 0 3 5 4 1 5
50 5 5 2 3 5
100 S 5 4 1 5
200 S 5 5 5
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, 1ll= Blue.
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Table 17. -continued Urinalysis Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
(mg/kg) animals - 4/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 21.0 - +/- 30 100 2300

Male 0 5 1 3 1 5 3 2

50 5 1 4 5 2 3

100 5 4 1 5 5

200 4 2 2 4 2 1 1
Female 0 S 4 1 5 4 1

50 S 4 1 5 3 2

100 S 3 2 5 1 4

200 S 5 5 4 1
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Table 17. -continued Urinalysis Exp. No. 6393 (115-164)
Day: 28
Sex Doge level No. of Bilirubin Urobilinogen(E.U./dL)
(mg/kg) animals - 1+ 2+ 3+ 0.1 1.0 2.0 4.0 8.0 212

Male 0 5 5 5

50 5 5 5

100 5 5 5

200 4 4 4
Female 0 5 5 5

50 5 5 5

100 5 5 5

200 5 5 5
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Table 17. -continued Urinalysis : Microscopic examination of sediment Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ - + - + -+
Male 0 5 5 4 1 4 1 5 5 5 1 4
50 5 5 5 5 5 5 4 1 2 3
100 5 5 5 4 1 5 5 3 2 3 2
200 4 3 1 4 2 2 3 1 4 3 1 3
Female 0 5 5 5 5 5 5 4 1 2 3
50 5 5 5 4 1 5 5 4 1l 3 2
100 5 5 4 1 5 5 5 2 3 5
200 5 5 5 1 31 5 5 2 3 4 1
others : Crystals
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Table 17. -continued Urinalysis Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Volume Osmotic pressure
(mg/kg) animals (mL) (mOsm/kg)

Male 0 5 14.2 £ 3.1 674 =+ 92

200 5 12.6 £ 2.0 658 + 119
Feamale 4] S 6.4 £ 1.4 957 £ 127

200 s 8.1 1.6 698 + 206*

Mean £ S.D.

Significant difference fram control group:; *: P<O0.05 *%: P<O0,01
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Table 17. -continued Urinalysis Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Color pH Occult bloed
(mg/kg) animals 1 2 3 4 5 6 7 8 51011 55,56 6.577.588.5 29 - +/- 1+ 2+ 3+
Male 0 5 5 5
200 5 5 4 1
Female 0 5 5 4 1
200 5 5 5
Color : l= 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, ll= Blue.
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Table 17. -continued Urinalysis Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
(mg/kg) animals - +/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 21.0 - 4/- 30 100 2300

Male 0 5 2 3 5 1 3 1

200 5 5 5 4 1
Female 0 5 5 5 3 2

200 S 5 5 5
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Table 17. -continued Urinalysis Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Bilirubin Urcbilinogen(E.U./dL)
(mg/kg) animals - 1+ 2+ 3+ 0.1 1.0 2.0 4.0 8.0 212

Male 0 5 5 5

200 5 5 5
Female 0 5 5 5

200 5 5 5
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Table 17. -continued Urinalysis : Microscopic examination of sediment Exp. No. 6383 (115-164)
Day: 42

Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ - 4+ - + - + -+
Male 0 5 5 5 5 5 5 4 1 3 2
200 5 5 5 5 5 5 3 2 1 4
Female 0 5 5 4 1 5 5 5 4 1 3 2
200 5 5 5 5 5 5 5 1 4

others : Crystals
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Table 18. Organ weight Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (@) (g) () (g)
Male 0 5 329 + 45 2.08 = 0.12 1.18 + 0.14 10.65 =+ 1.34 2.60 £ 0.31
50 5 331 = 27 2.07 £ 0.04 1.15+ 0.09 10.75 =+ 1.26 2.56 £ 0.27
100 5 314 = 35 2,09+ 0.06 1.08 £ 0.15 10.58 = 1.94 2.63 £ 0.40
200 4 269 = 36 2.00 0.06 1.00£ 0.06 10.11 £ 1.77 2.48 ©* 0.14
Female 0 5 205 + 14 1.80 £ 0.04 0.74 £ 0.05 6.14 =+ 0.50 1.58 =+ 0.09
50 5 203 £ 15 1.86 + 0.08 0.72 £ 0.05 .25 = 0.46 1.58 + 0.17
100 5 200 9 1.0 0.07 0.73 £ 0.07 6.5 £ 0.32 1.77 £ 0.08*
200 5 180 = 10 1.86+ 0,04 0.72 £ 0.05 6.72 £ 0.47 1.64 =+ 0.11
Mean + S.D.

Significant difference fram control group; *; P<0.05 *%; P<0.01
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Table 18. -continued Organ weight Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (g) (mg) (@) (mg) (mg)
Male 0 5 0.58 + 0.10 50+ 8 2.98 £ 0.45N 538 £ 61
50 5 0.63 £ 0.08 48+ 9 3.12+ 0.26 565 + 122
100 5 0.54 + 0.13 47 £ 3 2,98 £ 0.09 537 + 191
200 4 0.43 + 0.18 46 £ 14 3.03 & 0.11 398 £ 55
Female 0 5 0.40 £ 0.02 59 £ 8 73 % 3 511 + 90
50 5 0.40 £ 0.06 56 £ 7 69 £ 15 564 £ 65
100 5 0.37 £ 0.03 58 £ 4 69 £ 13 433 £ 91
200 5 0.36 £ 0.05 55t 3 73t 6 387 + 62
Mean * S.D.
Significant difference fram control group: *: P<0.05 *%; P<0.01

N: Non parametric analysis
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Significant difference from control group;
N: Non parametric analysis

*: P<0.0S **: P<O0,01

Table 18. -continued Organ weight Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Uterus Epididymides
(mg/kg) animals (mg) (mg)
Male 0 5 614 + 178N
50 5 670 £ 71
100 5 660 + 40
200 4 562 + 71
Female 0 5 505 + 208
50 S 455 £ 213
100 5 496 = 187
200 5 527 £ 291
Mean *+ S.D.



180-1

An-Pyo Center (orgn) 12216 Page 1
Table 18. -continued Organ weight Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (@) {g) {g) (@) (g)
Male 0 5 419 £ 46 2,17 £ 0.08 1.30 £ 0.06 12,87 £ 1.98 2.88 + 0.35
200 5 425 £ 39 2,16 + 0.07 1.38+ 0.16 12.99 + 1.56 3,20 0.44
Female 0 5 234 £ 21 1.98 + 0.08 0.83 £ 0,08 6.83 £ 1.04 1.68 = 0.04
200 5 227 £ 25 1.90 + 0.04 0.81 £ 0.06 6.67 £ 0.91 1.67 £ 0.11
Mean £ S.D.
Significant difference from control group; *: P<0.05 *%: P<0.01
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Table 18. -continued Organ weight Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (g) (mg) (o) (mg) (mg)
Male 0 5 0.78 ¢ 0.13 61+ 8 3.31 £ 0.27 501 £ 69
200 5 0.77 £ 0.09 56 5 3.25 £ 0.23 520 75
Female 0 5 0.46 £ 0.02N 62 6 82+ 7 407 £ 51
200 5 0.47 £ 0.08 62 £ 10 85 8 402 + 60

Mean + S8.D,

Significant difference from control group; *: P<0.05

N: Non parametric analysis

**: P<0.01
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Table 18. -continued Organ weight Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Uterus Epididymides
(mg/kg) animals (mg) (mg)

Male 0 5 925 & 44

200 5 982 + 111
Female 0 5 577 £ 183

200 5 700 + 300

Mean = S.D.
Significant difference from control group;

*: P<0.05 **: P<0.01
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Table 19. Organ weight per body weight Exp. No. 6393 (115-164)

Day: 28

Sex Dose level No. of Body weight Brain Heart Liver Kidneys

(mg/kg) animals (g} (%) (%) (%) (%)

Male 0 5 329 + 45 0.640 £ 0.062 0.362 £ 0.018 3.247 £ 0.195N 0.795 £ 0.050
50 5 331 = 27 0.628 £ 0.040 0.347 = 0.013 3.246 £ 0.195 0.774 £ 0.051
100 5 314 = 35 0.672 + 0.063 0.342 + 0.016 3.351 £ 0.237 0.834 £ 0.045
200 4 269 * 36 0.755 £ 0.113 0.376 £ 0.038 3.812 £ 0.836 0.931 £ 0.099*

Female 0 5 205 + 14 0.931 + 0.048 0.361 = 0.017 2.995 £ 0.174 0.773 £ 0.078
50 5 203 + 15 0.922 = 0.038 0.358 £ 0.014 3.086 £ 0.168 0.781 = 0.069
100 5 200 9 0.950 = 0.027 0.367 £ 0.029 3.303 £ 0.132* 0.88%9 £ 0,032*
200 5 150 £ 10 0.880 + 0.041 0.378 + 0.023 3.529 £ 0.104%*~ 0.862 £ 0.052

Mean £ S.D.

Significant difference from control group: *: P<0.05 **; P<O0.01
N: Non parametric analysis
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Table 19. -continued Organ weight per body weight Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(wg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 0.175 £ 0.010 0.015 £ 0.002N 0.909 £ 0.102 0.166 £ 0.031
50 5 0.190 + 0.025 0.014 + 0.002 0.548 + 0.087 0.171 £ 0.033
100 5 0.170 = 0.024 0.015 + 0.002 0.955 + 0.084 0.171 £ 0.055
200 4 0.157 + 0.050 0.017 + 0.006 1.147 + 0,198% 0.150 £ 0.028
Female 0 5 0.194 * 0.008 0.029 £ 0.004 0.036 £ 0.003 0.24% £ 0.035
50 5 0.198 £ 0.020 0.028 £ 0.003 0.034 £ 0,005 0.279% £ 0.032
100 5 0.188 £ 0.016 0.028 £ 0.002 0.034 £ 0.005 0.217 = 0.045
200 5 0.187 + 0.027 0.029 + 0.003 0.038 * 0.004 0.203 £ 0.026
Mean = S.D.
Significant difference fram control group; *: P<0.05 **: P<0.01

N: Non parametric analysis
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Table 19. -continued Organ weight per body weight Exp. No. 6393 (115-164)
Day: 28
Sex Dose level No. of Uterus Epididymides
(mg/kg) animals (%) (%)

Male 0 5 0.187 + 0.055

50 5 0.203 * 0.015

100 5 0.213 + 0.031

200 4 0.211 + 0.033
Female 0 5 0.248 + 0.102

50 5 0.224 + 0.104

100 5 0.245 £ 0.090

200 5 0.279 £ 0.158

Mean * S.D.

Significant difference fram control group; *: P<O0.05 **: P<0.01
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Table 19. -continued Organ weight per body weight Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (%) (%) (%) (%)
Male 0 5 419 + 46 0.522 + 0.039 0.312 £ 0.030 3.063 £ 0.187 0.688 £ 0.039
200 5 425 * 39 0.513 = 0.061 0.324 £ 0.019 3.057 £ 0.148 0.752 £ 0.051
Female 0 5 234 + 21 0.848 = 0.055 0.355 = 0.008N 2.909 £ 0.265 0.720 £ 0.056
200 5 227 + 25 0.841 = 0,086 0.358 =+ 0.030 2,929 £ 0,230 0.742 £ 0.086
Mean = S.D.
Significant difference from control group; *: P<0.05 *%; P<0.01

N: Non parametric analysis
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Table 19. -continued Organ weight per body weight Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 0.187 = 0.027 0.015 £ 0,002 0.794 £ 0.081 0.121 £ 0.021
200 5 0.182 = 0.015 0.013 £ 0.001 0.774 £ 0.114 0.122 + 0.012
Female 0 5 0.198 + 0.020 0.026 = 0.002 0.035 £ 0.005 0.176 £ 0.032
200 5 0.206 £ 0.029 0.028 + 0.006 0.038 £ 0.005 0.177 £ 0.021
Mean = S.D.
Significant difference fram control group; *: P<0.05 *+; P<0.01
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Table 19. -continued Organ weight per body weight Exp. No. 6393 (115-164)
Day: 42
Sex Dose level No. of Uterus Fpididymides
(mg/kg) animals (%) (%)
Male 0 5 0.222 + 0.022
200 5 0.236 £ 0.036
Female 0 5 0.244 + 0,067
200 5 0.308 + 0.138
Mean £ S.D.
Significant difference fram control group: *: P<0.05 **%; P<0.01
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Table 20. Summary of gross findings with statistical analysis ( sacrificed at 28 Day ) Exp. No. 6393 (115-164)
Male animals Female animals
Dose level { mg/kg ) Am Bm Cm Dm Af Bf cf Df
No. of animals necropsied 5 5 5 4 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
spleen deformed 0 0 1 0 0 0 0 0
pale 0 0 0 1 0 0 0 0
RESPIRATORY SYSTEM
lung red patch/zone 1 1 0 0 0 0 0 0
DIGESTIVE SYSTEM
stamach black patch/zone 0 0 0 1 0 0 0 0
red patch/zone 0 0 0 1 0 0 0 0
liver cyst 0 1 0 0 0 0 0 0
hepatodiaphragmatic nodule 0 0 0 0 0 0 1 0
pale 0 0 0 1 0 0 0 0
REPRODUCTIVE SYSTEM
seminal vesicle
atrophic - - - -
uterus dilated lumen - - - - 2 1 1 1
vagina nodule - - - - 0 0 0 1
OTHERS
whole body wasting 0 0 0 1 0 0 0 0
Am: 0 Bm: 50 Cm: 100 Dm: 200
Af: O Bf: 50 cf: 100 DE: 200
Significant difference fraom control group:; * : P <0.05 *%* . P < 0.01
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Table 20. ~-continued Summary of gross findings with statistical analysis ( sacrificed at 42 Day ) Exp. No. 6393 (115-164)
Male animals Female animals

Dose level { mg/kg ) Am Bm Af Bf
No. of animals necropsied 5 5 5 5
Organ Findings

RESPIRATORY SYSTEM

lung brown patch/zone 1 1 0 0
DIGESTIVE SYSTEM

liver nodule 0 0 1 0
URINARY SYSTEM

kidney dilated pelvis 1 0 0 0
REPRODUCTIVE SYSTEM

uterus dilated lumen - - 1 2
INTEGUMENTARY SYSTEM

skin wound 0 0 1 0
Am: O Bm: 200
Af: O Bf: 200

Significant difference from control group: * ;: P <0.05 ** ; P < 0.01
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Table 21. Summary of gross findings ( dead or moribund ) Exp. No, 6393 (115-164)
Male animals Female animals
Dose level ( mg/kg ) Am Bm Cm Dm Af Bf cf Df
No. of animals necropsied 0 0 0 1 0 0 0 0
Organ Findings
HEMATOPOIETIC SYSTEM
lymph node reddish - - - 1 - - - -
thymus red patch/zone - - - 1 - - - -
RESPIRATORY SYSTEM
lung red patch/zone - - - 1 - - - -
DIGESTIVE SYSTEM
liver red patch/zone - - - 1 - - - -
white patch/zone - - - 1 - - - -
Am: 0 Bm: S50 Cm: 100 Dm: 200
Af: O Bf: 50 Cf£: 100 Df: 200
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Exp. No.

6393 (115-164)

1

Male animals Female animals
Dose level ( mg/kg ) Am Bm Cm Dm Af Bf Cf Df
No. of animals necropsied 5 5 5 4 5 5 5 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart
edema 0 0 0 0 0 0 1 0
degeneration of myocardium 0 0 0 2 0 0 0 3
necrosis 0 0 0 2 0 0 0 1
cellular infiltration 2 2 1 4 1 2 3 3
fibrosis 0 0 0 1 0 0 0 0
HEMATOPOIETIC SYSTEM
bone marrow
erythropolesis, decreased 0 - - 1 0 - - 0
spleen
atrophy, white pulp 0 - - 1 0 - - 0
erythropoiesis, decreased 0 - - 1 0 - - 0
mesenteric lymph node
karyorrhexis 0 - - 1 0 - - 0
mandibular lymph node
karyorrhexis 0 - - 1 0 - - 0
single cell necrosis 0 - - 1 0 - - 0
thymus
karyorrhexis 0 - - 1 0 - - 0
RESPIRATORY SYSTEM
lung
hemorrhage 1 - - 1 0 - - 0
accumulation of foamy cells 1l - - 0 0 - - 0
deposit, hematoidin crystal 0 - - 1 0 - - 0
osseous metaplasia 0 - - 0 1 - - 0
DIGESTIVE SYSTEM
stomach
edema 0 - - 1 0 - - 0
hemorrhage 0 - - 1 0 - - 0
cellular infiltration 0 - - 1 0 - - 0
squamous hyperplasia 0 - - 1 0 - - 0
pancreas
atrophy, focal 0 - 0 1 - - 0
Am: 0 Bm: 50 Cm: 100 Dm: 200
Af: 0O Bf: 50 Cf: 100 Df: 200
Significant difference fram control group:; * : P <0.05 ** : P < 0,01
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Table 22. -continued Summary of histological findings with statistical analysis Exp. No. 6393 (115-164)
( sacrificed at 28 Day )

Male animals Female animals
Dose level { mg/kg ) Am Bm Cm Dm Af Bf CE Df
No. of animals necropsied 5 5 5 4 5 5 5 5
Organ Findings
DIGESTIVE SYSTEM
pancreas
decrease, zymogen granules 0 - - 1 0 - - 0
cellular infiltration, lymphocyte 4] - - o] 0 - - 1
duodenum
degeneration, vacuolar 0 - - 1 0 - - 0
jejunum
degeneration, vacuolar o} - - 1 0 - - 0
ileum
degeneration, vacuolar 0 - - 1 0 - - 0
liver
congestion 0 - - 1 0 - - 0
ecainophilic body 0 - - 1 o] - - 0
fatty change 1 - - 2 4 - - 4
mitosis 0 - - 1 0 - - 0
microgranuloma 5 - - 4 5 - - 4
fibrosis 1 - - 0 0 - - 0
URINARY SYSTEM
kidney
edema 0 - - 1 0 - - 0
basophilic tubules 5 - - 3 3 - - 4
cyst 1 - - 0 0 - - 0
hyaline droplet 0 - - 3* 0 - - 0
mineralization 2 - - 2 2 - - 3
cellular infiltration, lymphocyte 0 - - 0 1 - - 0
fibrosis 0 - - 0 0 - - 1
urinary bladder
edema 1 - - 0 0 - 0
cellular infiltration 1 0 0 - - 0
transitional cell hyperplasia 1 - - 0 0 - - 0
REPRODUCTIVE SYSTEM
testis
gingle cell necrosis 0 - - 1 - - - -
epididymis
cell debris, lumen 0 - - 1 - - - -
Am: O Bm: 50 Cm: 100 Dm: 200
Af: O Bf: 50 Cf: 100 Df: 20

IA
o

Significant difference from control group; * : P <0.05 *% . P .01
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Table 22, -continued Summary of histological findings with statistical analysis Exp. No.

( sacrificed at 28 Day )

12263 Page

6393 (115-164)

3

Male animals Female animals
Dose level ( mg/kg ) Am Bm Cm Dm Af Bf cE Df
No. of animals necropsied 5 5 5 4 5 5 5 5
Organ Findings
REPRODUCTIVE SYSTEM
epididymis
cellular infiltration 0 - - 1 - - - -
prostate
gingle cell necrosis 0 - - 1 - - - -
cellular infiltration, lymphocyte 1 - - 1 - - - -
seminal vesicle
hyposecretory change 0 - - 1 - - - -
uterus
dilatation, lumen - - - - 2 - - 1
cellular infiltration - - - - 1 - - 0
vagina
epidermal cyst - - - - 0 - - 1
ENDOCRINE SYSTEM
thyroid gland
ectopic thymus 0 - - 0 1 - - 0
Am: O Bm: 50 Cm: 100 Dm: 200
Af: © Bf: 50 CE: 100 Df: 200

Significant difference from control group; * : P 0,05 *% o P

IA
(e ]

.01
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Table 22. -continued Summary of histological findings with statistical analysis

( sacrificed at 42 Day )

An-Pyo Center (a82a) 12263 Page
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Exp. No. 6393 (115-164)

1

Male animals

Female animals

Dose level ( mg/kg ) Am Bm Af Bf
No. of animals necropsied 5 5 5 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart
cellular infiltration 1 2 3 2
fibrosis 0 1 0 0
HEMATOPQOIETIC SYSTEM
bone marrow
atrophy, focal 0 0 1 0
spleen
capsulitis 1 0 0 0
mandibular lymph node
ectopic tissue 0 0 1 0
RESPIRATORY SYSTEM
lung
edema 1 0 0 0
hemorrhage 1 1 0 0
accumulation of macrophage 0 1 0 0
osseous metaplasia 1 0 0 0
DIGESTIVE SYSTEM
stomach
edema 1 0 0 0
cellular infiltration 1 0 0 0
pancreas
atrophy, focal 0 1 0 1
cellular infiltration 1 0 1 0
cellular infiltration, lymphocyte 2 1 0 1
proliferation, duct 1 0 0 ¢]
rectum
microgranuloma 1 ¢] 0 0
liver
deformation 0 0 1 0
fatty change 1 0 1 1
microgranuloma 5 5 4 5
extramedullary hematopoiesis 0 2 0 0
Am: 0 Bm: 200
Af: 0 BE: 200
Significant difference from control group; * ;: P<0.05 ** ; P £ 0,01
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Table 22, -continued Sumary of histological findings with statistical analysis Exp. No. 6393 (115-164)
( sacrificed at 42 Day )

Male animals Female animals
Dose level ( mg/kg ) Am Bm Af Bf
No. of animals necropsied 5 5 5 5
Organ Findings
DIGESTIVE SYSTEM
mandibular gland
ectopic tissue 3 0 1 2
URINARY SYSTEM
kidney
basophilic tubules 4 5 1 2
hyaline droplet 2 5 0 0
mineralization 4 5 2 3
cellular infiltration, lymphocyte 2 1 0 0
dilatation, renal pelvis 2 0 0 0
REPRODUCTIVE SYSTEM
epididymis
cellular infiltration, lymphocyte 1 0 - -
prostate
cell debris, lumen 0 1 - -
cellular infiltration, lymphocyte 3 1 - -
uterus
dilatation, lumen - - 1 3
ENDOCRINE SYSTEM
pituitary gland
cyst 1 1 0 0
thyroid gland
cellular infiltration, lymphocyte 0 0 1 0
ultimobranchial remmant 0 0 0 1
SPECIAL SENSE SYSTEM
eye
foreign body reaction 1 0 0 0
INTEGUMENTARY SYSTEM
skin
cellular infiltration - - 1 -
fibrosis - - 1 .
squamous hyperplasia - - 1 -
Am: 0 Bm: 200
Af: 0O Bf: 200

Significant difference fram control group; * + P<0.05 ** . P < 0.01



860-1

An-Pyo Center (a82b) 12263 Page 1

) )
Table 23. Summary of histological findings ( dead or moribud ) Exp. No. 6393 (115-164)
Male animals Female animals
Dose level ( mg/kg ) Am Bm Cm Dm Af Bf CE Df
No. of animals necropsied 0 o} 0 1 0 0 0 0
Organ Findings
CARDIOVASCULAR SYSTEM
heart
degeneration of myocardium - - - 1 - - -
cellular infiltration - - - 1 - - -
HEMATOPOIETIC SYSTEM
spleen
atrophy, white pulp - - - 1 - - - -
lymph node
congestion - - - 1 - - - -
mesenteric lymph node
atrophy, follicle - - - 1 - - - -
mandibular lymph node
congestion - - - 1 - - - -
atrophy, follicle - - - 1 - - -
thymus
hemorrhage - - - 1 - - - -
RESPIRATORY SYSTEM
lung
congestion - - - 1 - - - -
edema - - - 1 - - - -
hemorrhage - - - 1 - - - -
accumulation of macrophage - - - 1 - - - -
DIGESTIVE SYSTEM
pancreas
hemorrhage - - - 1 - - - -
liver
congestion - - - 1 - - - -
eosinophilic body - - - 1 - - - -
fatty change - - - 1 - - - -
mitosis - - - 1 - - - -
hypertrophy, hepatocyte - - - 1 - - - -
Am: 0 Bm: 50 Cm: 100 Dm: 200

Af: O Bf: 50 Cf: 100 DE: 200
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Table 24. Summary of histological findings ( sacrificed at 28 Day ) Exp. No. 6393 (115-164)
Sex: Male
Dose level ( mg/kg ) 0 50 100 200
No. of animals initially in study 5 5 5 4
No. of animals necropsied 5 5 5 4
No. of animals examined histologically 5 5 5 4
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
CARDIOVASCULAR SYSTEM
heart (5) (5) (5) ( 4)
degeneration of myocardium 0 0 O 0 0 O 0 0 © 1 1 0
necrosis 0 0 O 0 0 0 0 0 0 1 1 0
cellular infiltration 2 0O 2 0 0 1 0 0 1 3 0
fibrosis 0 0 0 0 0 O 0 0 O 1 06 ©
HEMATOPOIETIC SYSTEM
bone marrow (5 (0) (0) ( 4)
erythropoiesis, decreased 0 0 0 - - - - - - 1 0 0
spleen ( 5) (0) (0) ( 4)
atrophy, white pulp 0 0 0 - - = - - - 1 0 0
erythropoiesis, decreased 0 0 O - - - - - - 1 0 O
mesenteric lymph node (5 {0 (0 ( 4)
karyorrhexis 0 0 O - - - - - - 1 0 0
mandibular lymph node (5) (0 (0) ( 4)
karyorrhexis 0 0 0 - - - - - - 1 0 0
gsingle cell necrosis 0 0 0 - - - - - - 1 0 0
thymus ( 5) (0) (0} ( 4)
karyorrhexis 0 0 O© - - - - - - 1 0 0
RESPIRATORY SYSTEM
lung ( 5) (0) (0) (4)
hemorrhage 1 0 0 - - - - - - 1 0 0
accumulation of foamy cells 1 0 0 - - - - - - 0 0 O
deposit, hematoidin crystal 0 0 0 - - - - - - 1 0 0
DIGESTIVE SYSTEM
stomach ( 5) (0) (0) ( 4)
edema 0 0 0 - - - - - - 1 0 0
hemorrhage 0 0 0 - - - - - - 1 0 ©
cellular infiltration 0 0 O - - - - - - 1 0 0
squamous hyperplasia 0 0 O - - - - - - 1 0 0
pancreas (5) { 0) (0 { 4)
decrease, zymogen granules 0 0 0 - - - - - - 1 0 0
duodenum ( 5) (0 (0 ( 4)
degeneration, vacuolar 0 0 0 - - - - - - 10 0

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 24. -continued Summary of histological findings ( sacrificed at 28 Day ) Exp. No. 6393 (115-164)
Sex: Male
Dose level { mg/kg ) 0 50 100 200
No. of animals initially in study 5 5 5 4
No. of animals necropsied 5 5 5 4
No. of animals examined histologically 5 5 5 4
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
DIGESTIVE SYSTEM
jejunum ( 5) (0) (0) (4)
degeneration, vacuolar 0 0 © - - - - - - 1 0 0
ileum ( 5) (0) (0) (4)
degeneration, vacuolar 60 0 0 - - - - 1 0 0
liver ( 5) ( 0) (0) ( 4)
congestion 0 0 O - - - - - - 1 0 0
eosinophilic body 0 0 0 - - - - - - 1 00
fatty change 1 0 0 - - - - - - 1 1 0
mitosis 0 0 0 - - - - - - 1 0 0
microgranuloma 5 0 0 - - - - - - 4 0 O
fibrosis 1 0 0 - - - - - - 0 0 O
URINARY SYSTEM
kidney (5) (0 (0) (4)
edema 0 0 0 - - - - - - 1 0 0
basophilic tubules 5 0 0 - - - - - - 3 0 0O
cyst 1 0 0 - - - - - - 0 0 0
hyaline droplet 0 0 0 - - - - - - 3 0 0
mineralization 2 0 0 - - - - - - 2 0 0
urinary bladder (5) ( 0) (0) ( 4)
edema 1 0 0 - - - - - 0 0 O
cellular infiltration 1 0 0 - - - 0 0 O
transitional cell hyperplasia 1 0 0 - - - - - - 0 0 O
REPRODUCTIVE SYSTEM
testis (5) (0 (0 (4)
single cell necrosis 0 0 0 - - - - - - 1 0 0
epididymis (5) (0 (0) ( 4)
cell debris, lumen 0 0 O - - - - - - 1 00
cellular infiltration 0 0 © - - - - - - 1 0 0
prostate ( 5) ( 0) { 0) ( 4)
single cell necrosis 0 0 0 - - - - - - 1 0 0
cellular infiltration, lymphocyte 01 ¢ - - - - - - 1 0 0
geminal vesicle (5) (0) (0) ( 4)
hyposecretory change 0 0 0 - - - - - - 1 0 0
1: slight 2: moderate 3: marked

(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 24. -continued Summary of histological findings ( sacrificed at 28 Day ) Exp. No. 6393 (115-164)
Sex: Female
Dose level ( mg/kg ) 0 50 100 200
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
CARDIOVASCULAR SYSTEM
heart ( 5) ( 5) (5 ( 5)
edema 0 0 0 0 0 O 1 0 0 0 0 0
degeneration of myocardium 0 0 O 0 0 0 0 0 O 3 0 0
necrosis 0 0 0 0 0 0 0 0 0 01 0
cellular infiltration 1 0 0 2 00 3 00 0 2 1
RESPIRATORY SYSTEM
lung ( 5) (0) (0) ( 5)
osseous metaplasia 1 00 - - - - - - 0 0 0

DIGESTIVE SYSTEM
pancreas ( 5) (0 ( 0) ( 5)

atrophy, focal 1 0 0 - - - - - - 0 0 0
cellular infiltration, lymphocyte 0 0 0 - - - - - - 1 0 0
liver ( 5) (0 (0) (5)
fatty change 4 0 O - - - - - - 4 0 O
microgranuloma 4 1 0 - - - - - - 4 0 O
URINARY SYSTEM
kidney ( 5) { 0) (0) ( 5)
bascphilic tubules 3 0 0 - - - - - - 4 0 O
mineralization 2 0 0 - - - - - - 3 0 0
cellular infiltration, lymphocyte 1 0 0 - - - - - - 0 0 0
fibrosis 0 0 0 - - - - - - 1 0 0
REPRODUCTIVE SYSTEM
uterus (5) (0) (0) (5)
dilatation, lumen 2 0 O - - - - - - 1 0 O
cellular infiltration 1 00 - - - - - - 0 0 O
vagina (5) ( 0) (0) (5)
epidermal cyst 0 0 0 - - - - - - 1 00
ENDOCRINE SYSTEM
thyroid gland (5) (0 (0) ( 5)
ectopic thymus 1 0 0 ) - - - - - - 0 0 0

1l: slight 2: moderate 3: marked
() : No. of animals examined microscopically at this site. -: Not applicable.
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Table 24. -continued Summary of histological findings ( sacrificed at 42 Day ) Exp. No. 6393 (115-164)
Sex: Male
Dose level ( mg/kg ) 0 50 100 200
No. of animals initially in study 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animals examined histologically 5 0 0 5
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
CARDIOVASCULAR SYSTEM
heart ( 5) (5)
cellular infiltration 1 0 0 - - - - - - 2 0 0
fibrosis 0 0 0 - - - - - - 1 0 0
HEMATOPOIETIC SYSTEM
spleen { 5) { 5)
capsulitis 1 0 0 - - - - - - 0 0 0
RESPIRATORY SYSTEM
lung (5) (5
edema 100 - - - - - - 0 0 O
hemorrhage 1 0 © - - - - - - 1 0 0
accumulation of macrophage 0 0 0 - - - - - - 1 00
ossecus metaplasia 1 00 - - - - - - 0 0 0
DIGESTIVE SYSTEM
stamach (5) (5)
edema 100 - - - - - - 0 0 ©
cellular infiltration 1 0 0 - - - - - - 0 0 ©
pancreas ( 5) (5)
atrophy, focal 0 0 0 - - - - - - 1 0 0
cellular infiltration 10 0 - - - - - - 0 0 0
cellular infiltration,lymphocyte 2 0 0 - - - - - - 1 0 0
proliferation, duct 1 0 0 - - - - - - 0 0 0
rectum (5) (5)
microgranuloma 1 0 0 - - - - - - 0 0 0
liver (5) (5)
fatty change l1 0 0 - - - - - - 0 0 0
microgranuloma 5 0 0 - - - - - - 5 0 0
extramedullary hematopoiesis 0 0 0 - - - - - - 2 0 O
mandibular gland (5) ( 5)
ectopic tissue 3 0 0 - - - - - - 0 0 ©

URINARY SYSTEM

kidney (5) (5)
basophilic tubules
hyaline droplet

o
o
(o N
)
]
1
1
1
]

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 24. -continued Summary of histological findings ( sacrificed at 42 Day ) Exp. No. 6393 (115-164)
Sex: Male
Dose level ( mg/kg ) 0 50 100 200
No. of animals initially in study 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animals examined histologically 5 0 0 5
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
URINARY SYSTEM
kidney

mineralization 4 0 0 - - - - - - 5 0 0

cellular infiltration, lymphocyte 2 0 0 - - - - - 1 0 0

dilatation, renal pelvis 2 00 - - - - - 0 0 0
REPRODUCTIVE SYSTEM
epididymis (5) (5)

cellular infiltration, lymphocyte 1 00 - - - - - - 0 0 O
prostate (5) ( 5)

cell debris, lumen 0 0 0 - - - - - - 1 0 0

cellular infiltration, lymphocyte 2 1 0 - - - - - - 0 1 0
ENDOCRINE SYSTEM
pituitary gland (5 (5

cyst 1 0 0 - - - - - - 1 0 0
SPECIAL SENSE SYSTEM
eye ( 5) ( 5)

foreign body reaction 1 0 0 - - - - - - 0 0 O

1l: slight 2: moderate  3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 24. ~-continued Summary of histological findings ( sacrificed at 42 Day ) Exp. No. 6393 (115-164)

Sex: Female

Dose level ( mg/kg )

No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically

Organ Findings 1

100 200

[ SEVRS RS Re)
NOOOO
NOOO
[ SEO D RS

CARDIOVASCULAR SYSTEM
heart (5) (5)
cellular infiltration 3 0 0 - - - - - - 2 0 0

HEMATOPOIETIC SYSTEM
bone marrow ( 5) ( 5)

atrophy, focal 1 0 0 - - - - - - 0 0 O
mandibular lymph node ( 5) { 5)

ectopic tissue 100 - - - - - - 0 0 0

DIGESTIVE SYSTEM
pancreas ( 5) (5)

atrophy, focal 0 0 0 - - - - - - 1 0 0
cellular infiltration 1 0 © - - - - - - 0 0 O
cellular infiltration, lymphocyte 0 0 0 - - - - - - 1 0 0
liver ( 5) (5)
deformation 1 0 0 - - - - - - 0 0 o
fatty change 1 0 0 - - - - - - 1 0 O
microgranuloma 4 0 O - - - - - - 5 0 0
mandibular gland ( 5) {5
ectopic tissue 1 0 O - - - - - - 2 0 0
URINARY SYSTEM
kidney (%) ( 5)
basophilic tubules l1 0 ¢ - = = - - - 2 0 0
mineralization 2 0 0 - - - - - - 3 0 0
REPRODUCTIVE SYSTEM
uterus ( 5) (5
dilatation, lumen 1 0 0 - - - - - - 3 0 0
ENDOCRINE SYSTEM
thyroid gland ( 5) { 5)
cellular infiltration,lymphocyte 100 - - - - - - 0 0 ©
ultimobranchial remnant 0 0 0 - - - - - - 1 0 0

1: slight 2: moderate  3: marked
(}: No. of animals examined microscopically at this site. -: Not applicable.
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Table 24. -continued Summary of histological findings ( sacrificed at 42 Day ) Exp. No. 6393 (115-164)
Sex: Female
Doge level ( mg/kg ) 0 50 100 200
No. of animals initially in study 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animals examined histologically 5 0 0 5
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
INTEGUMENTARY SYSTEM
skin (1) (0

cellular infiltration 1 0 0 - - - - - - - - -

fibrosis 1 0 0 - - - - - - - - -

squamous hyperplasia 1 0 0 - - - - - - - - -

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

: Not applicable.
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Table 25. Summary of histological findings ( dead or moribund ) Exp. No. 6393 (115-164)

Sex: Male

Dose level ( mg/kg ) 0 50 100 200

No. of animals initially in study 0 0 0 1

No. of animals necropsied 0 0 0 1

No. of animals examined histologically 0 0 0 1

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

CARDIOVASCULAR SYSTEM

heart (1)
degeneration of myocardium - - - - - - - - - 0 1 0
cellular infiltration - - - - - - - - - 1 0 0

HEMATOPOIETIC SYSTEM

spleen (1D
atrophy, white pulp - - - - - - - - - 1 0 0

lymph node (1)
congestion - - - - - - - - - 10 0

mesenteric lymph node (1)
atrophy, follicle - - - - - - - - - 1 0 0

mandibular lymph node (1)
congestion - - - - - - - - - 1 0 0
atrophy, follicle - - - - - - - - - 10 0

thymus . (1)
hemorrhage - - - - - - - - - 1 0 O

RESPIRATORY SYSTEM

lung (1)
congestion - - - - - - - - - 1 0 0
edema - - - - - - - - - 1 0 0
hemorrhage - - - - - - - - - 1 0 0
accumulation of macrophage - - - - - - - - - 1 0 0O

DIGESTIVE SYSTEM

pancreas (1)
hemorrhage - - - - - - - - - 1 0 0

liver (1
cangestion - - - - - - - - . 1 0 0
eosinophilic body - - - - - - - - - 1 0 0
fatty change - - - - . . - - 1 0 0
mitosis - - - - - - - - - 1 0 0
hypertrophy, hepatocyte - - - - - . - - - 1 0 0

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

: Not applicable.
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Table 26. Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 6393 (115-164)

Sex: Male

Dose level ( mg/kg ) 0 200

Day 28 day 42 day 28 day 42 day

No. of animals initially in study 5 5 4 5

No. of animals necropsied 5 5 4 5

No. of animals examined histologically 5 5 4 5

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

CARDIOVASCULAR SYSTEM

heart { 5) ( 5) ( 4) (5)
degeneration of myocardium - 0 0 0 - 0 0 0 -1 10 - 0 0 0O
necrosis - 0 0 0 - 0 0 O -1 1 0 - 0 0 0
cellular infiltration - 2 0 O -1 0 0 -1 3 0 - 2 0 0
fibrosis - 0 0 0 - 0 0 O -1 0 0 -1 0 0

HEMATOPOIETIC SYSTEM

bone marrow (5 (5) (4 (5)
erythropoiesis, decreased - 0 0 0 - 0 0 O -1 0 0 - 0 0 O

spleen { 5) ( 5) ( 4) (5
atrophy, white pulp - 0 0 0 - 0 0 O -1 0 0 - 0 0 0
erythropoiesis, decreased - 0 0 O - 0 0 0 -1 0 0 - 0 0 O
capsulitis - 0 0 © -1 0 0 - 0 0 O - 0 0 O

mesenteric lymph node (5 (5) ( 4) (5)
karyorrhexis - 0 0 O - 0 0 O -1 0 0 - 0 0 O

mandibular lymph node { 5) ( 5) (4) ( 5)
karyorrhexis - 0 0 ¢ - 0 0 0 -1 0 0 - 0 0 0
single cell necrosis - 0 0 O - 0 0 O -1 0 0 - 0 0 O

thymus {5 (5) ( 4) ( 5)
karyorrhexis - 0 0 O -~ 0 0 O -1 0 0 - 0 0 O

RESPIRATORY SYSTEM

lung { 5) (5) ( 4) (5)
edema - 0 0 O -1 0 0 - 0 0 O - 0 0 O
hemorrhage -1 0 0 - 1 0 0 -1 0 0 -1 0 0
accumulation of foamy cells -1 0 0 - 0 0 O - 0 0 O - 0 0 O
deposit, hematoidin crystal - 0 0 O - 0 0 O -1 0 0 - 0 0 0
accumulation of macrophage - 0 0 O - 0 0 O - 0 0 O -1 0 0
osseous metaplasia - 0 0 O -1 0 0 - 0 0 O - 0 0 O

DIGESTIVE SYSTEM

stomach {5 (5) ( 4) ( 5)
edema - 0 0 0 -1 0 0 -1 0 0 - 0 0 O
hemorrhage - 0 0 O - 0 0 0 -1 0 0 ~ 0 0 O
cellular infiltration - 0 0 O -1 0 0 -1 0 O - 0 0 0
squamous hyperplasia - 0 0 0 - 0 0 ©0 -1 0 0O - 0 0 O

T: tumor 1: slight 2: moderate 3: marked

(): No. of animals examined microscopically at this site, -: Not applicable.
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Table 26. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 6393 (115-164)
Sex: Male
Dose level ( mg/kg ) 0 200
Day 28 day 42 day 28 day 42 day
No. of animals initially in study 5 5 4 5
No. of animals necropsied 5 5 4 S
No. of animals examined histologically 5 5 4 5
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
DIGESTIVE SYSTEM
pancreas (5) (5) ( 4) ( 5)
atrophy, focal - 0 0 0 - 0 0 O - 0 0 0 -1 0 ©
decrease, zymogen granules - 0 0 0 - 0 0 0 -1 0 0 - 0 0 O
cellular infiltration - 0 0 0 -1 0 0 - 0 0 O - 0 0 0
cellular infiltratien, lymphocyte - 0 0 0 - 2 0 0 - 0 0 O -1 0 0
proliferation, duct - 0 0 0 - 1 0 0 - 0 0 O - 0 0 0
duodenum ( 5) ( 5) ( 4) (5)
degeneration, vacuolar - 0 0 © - 0 0 O -1 0 0 - 0 0 O
jejunum (5 (5) (4) (5)
degeneration, vacuolar - 0 0 0 - 0 0 O -1 0 0 - 0 0 0
ileum ( 5) ( 5) (4 (5)
degeneration, vacuolar - 0 0 O - 0 0 O - 1 0 0 - 0 0 O
rectum (5) ( 5) ( 4) ( 5)
microgranuloma - 0 0 O -1 0 O - 0 0 O - 0 0 O
liver (5) ( 5) (4) ( 5)
congestion - 0 0 O - 0 0 O -1 0 0 - 0 0 O
eosinophilic body - 0 0 0 - 0 0 0 -1 0 O© - 0 0 O
fatty change -1 0 0 -1 0 0 -1 1 0 - 0 0 0
mitosis - 0 0 O - 0 0 O -1 0 O - 0 0 O
microgranuloma - 5 0 0 - 5 0 0 - 4 0 O - 5 0 0
extramedullary hematopoiesis - 0 0 O - 0 0 © - 0 0 O - 2 0 O
fibrosis -1 0 0 - 0 0 O - 0 0 O - 0 0 O
mandibular gland ( 5) (5) (4) (5)
ectopic tissue - 0 0 O - 3 0 0 - 0 0 O - 0 0 0
URINARY SYSTEM
kidney (5) (5) ( 4) ( 5)
edema - 0 0 O - 0 0 O -1 0 0 - 0 0 O°
basophilic tubules - 5 0 0 - 4 0 0 - 3 0 O - 5 0 0
cyst -1 0 0 - 0 0 O© - 0 0 O - 0 0 O
hyaline droplet - 0 0 O -1 10 - 3 0 O - 5 0 0
mineralization - 2 0 0 - 4 0 0 - 2 0 O - 5 0 0
cellular infiltration, lymphocyte - 0 0 0 -2 0 0 - 0 0 O - 1 0 0
dilatation, renal pelvis - 0 0 O -2 00 - 0 0 0 - 0 0 O
urinary bladder ( 5) (5) ( 4) (5
edema -1 0 0 - 0 0 O - 0 0 O - 0 0 0
T: tumor 1: slight 2: moderate 3: marked

(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 26. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 6393 (115-164)
Sex: Male
Dose level ( mg/kg ) 0 200
Day 28 day 42 day 28 day 42 day
No. of animals initially in study 5 5 4 5
No. of animals necropsied 5 5 4 5
No. of animals examined histologically 5 5 4 5
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
URINARY SYSTEM
urinary bladder
cellular infiltration -1 0 O - 0 0 O - 0 0 O - 0 0 O
transitional cell hyperplasia -1 0 O - 0 0 O - 0 0 O - 0 0 O
REPRODUCTIVE SYSTEM
testis ( 5) ( 5) ( 4) ( 5)
single cell necrosis - 0 0 0 - 0 0 O -1 0 0 - 0 0 O
epididymis { 5) (5) ( 4) ( 5)
cell debris, lumen - 0 0 O - 0 0 0 -1 0 0 - 0 0 O
i cellular infiltration - 0 0 O - 0 0 0 -1 0 0 - 0 0 O
cellular infiltration, lymphocyte - 0 0 O -1 0 0 - 0 0 O - 0 0 O
prostate {5) (5) (4 (5)
cell debris, lumen - 0 0 O - 0 0 0 - 0 0 O -1 0 0
single cell necrosis - 0 0 0 - 0 0 O -1 0 0 - 0 0 O
cellular infiltration, lymphocyte - 0 1 0 - 2 1 0 -1 0 O - 0 1 0
seminal vesicle (5) (5) (4) (5)
hyposecretory change - 0 0 0 - 0 0 O - 1 0 0 - 0 0 O
ENDOCRINE SYSTEM
pituitary gland ( 5) (5) ( 4) (5)
cyst - 0 0 O -1 0 O - 0 0 O -1 0 0
SPECIAL SENSE SYSTEM
eye {5 (5) ( 4) ( 5)
foreign body reaction - 0 0 0 -1 0 0 - 0 0 O - 0 0 O

T: tumor 1: slight 2: moderate  3: marked
(): No. of animals examined microscoplcally at this site. -: Not applicable.
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Table 26. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 6393 (115-164)

Sex: Female

Dose level ({ mg/kg ) 0 200
Day 28 day 42 day 28 day 42 day
No. of animals initially in study 5 5 5 5

No. of animals necropsied 5 5 5 5
No. of animals examined histologically S 5 5 5
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart ( 5) ( 5) (5 ( 5)
degeneration of myocardium - 0 0 O - 0 0 O - 3 0 0 - 0 0 0
necrosis - 0 0 O - 0 0 O - 0 1 0 - 0 0 O
cellular infiltration -1 0 0 - 3 0 0 - 0 2 1 -2 0 0
HEMATOPOIETIC SYSTEM
bone marrow (5) { 5) (5) (5
atrophy, focal - 0 0 0 -1 0 0 - 0 0 O - 0 0 ©
mandibular lymph node (5) (5) (5) ( 5)
ectopic tissue - 0 0 0 - 1 0 0 - 0 0 © - 0 0 O
RESPIRATORY SYSTEM
lung ( 5) (5) (5) (5
osseous metaplasia -1 0 0 - 0 0 O - 0 0 O - 0 0 O
DIGESTIVE SYSTEM
pancreas (5) (5) (5) ( 5)
atrophy, focal -1 0 0 - 0 0 O - 0 0 0 -1 0 O©
cellular infiltration - 0 0 0 - 1 0 0 - 0 0 O - 0 0 O
cellular infiltration, lymphocyte - 0 0 O - 0 0 O -1 0 O -1 0 ©
liver ( 5) (5) (5) (5)
deformation - 0 0 0 -1 0 ¢ - 0 0 O - 0 0 O
fatty change - 4 0 0 -1 0 0 - 4 0 0 -1 0 O
microgranuloma - 4 1 0 - 4 0 O - 4 0 O - 5 0 0
mandibular gland (5 ( 5) ( 5) (5)
ectopic tissue - 0 0 O -1 0 0 - 0 0 O - 2 0 0
URINARY SYSTEM
kidney (5) (5) (5) ( 5)
basophilic tubules - 3 0 O -1 00 - 4 0 0 - 2 0 0
mineralization - 2 0 0 - 2 0 0 - 3 0 O - 3 0 O
cellular infiltration, lymphocyte -1 0 0 - 0 0 0 - 0 0 0 - 0 0 O
fibrosis - 0 0 O - 0 0 0 -1 0 0 - 0 0 O
T: tumor 1: slight 2: moderate 3: marked

(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 26. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 6393 (115-164)
Sex: Female
Dose level ( mg/kg ) 0 200
Day 28 day 42 day 28 day 42 day
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
REPRODUCTIVE SYSTEM
uterus (5) ( 5) ( 5) ( 5)
dilatation, lumen - 2 0 0 -1 0 0 -1 0 0 -3 0 0
cellular infiltration - 1 0 0 - 0 0 O - 0 0 O - 0 0 O
vagina ( 5) ( 5) (5s) { 5)
epidermal cyst - 0 0 0 - 0 0 0 -1 0 0 - 0 0 0
ENDOCRINE SYSTEM
thyroid gland { 5) (5) ( 5) (5)
cellular infiltration, lymphocyte - 0 0 O -1 0 0 - 0 0 O - 0 0 O
ectopic thymus -1 0 0 - 0 0 0 -~ 0 0 O - 0 0 0
ultimobranchial remnant - 0 0 O - 0 0 O - 0 0 O -1 0 O
INTEGUMENTARY SYSTEM
skin (0 (1) (0 (0
cellular infiltration - - = - -1 0 0 - - - = - - - -
fibrosis - - - - -1 00 - - - - - - - -
squamous hyperplasia - - = - -1 00 - - - - - - - -
T: tumor 1: slight 2: moderate 3: marked

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