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VAVYTF P VIV ORBERSBEREROPIIT L0, CjCD
(SD)IGS % T v F 7z 28 HE ARG EURBE T ER L /2.

Ty ML BEMES ST 4B, SREBLUEHERICIIMES S
ILoEEFZFT, Bt60RzfEA L.

WEME R 0 — v F 4 VIEEE S, 0, 30, 100 B X U 300 mgkg % EH
10, 4 BMERORS L, —RIRREOHE, FER, BEEE,
ML, MEsEERE, MREERE, BHERKEIRE, K&
Z, BEEENER L UVREERE YT, B, OEHFEIT 28K
L, S5 HMRTREFAEZEELZERBLZ.
ZORRIIROEBYIZEH NS,

—RIRREDEREE I, MEE & D 100 B X U8 300 mg/kg BETIEES RO Hh
7o, g, AECHE L TEBARSPE, BRbE< ), IEE
bHETE LA, EESMOFESHIEICE ) ERITERLZ.

HREBIVEHESNEOREER, MTREBYERSOFERRD LN
Holz, HED 100 B L U300 mg/kg B TIHRSHBOAKRES L UMKREENE
WARMEMEE AR b, FEEHEOBMEMERN I RELSTED S/,
7 300 mgrkg BECIIEREIIC b REOEMATRD S, RIEED
~L7z.

MEEREOFER, HED 300 mg/kg #F TG HRRME T RICHF IR OB
L& 5PN OBEME, BARMEREOEE, M/IMREOBMEMERIEED 5
Wiz, FECIZRIEHRR TRICD BROZKEOBMEFRO N, Tz,
RS & CIVMREBOSME b EERRR TRICEED L hizds, Th b
W EIEMmE R L7, O 300 mgkg B THRSHEHRTRICETIIZED L
N o 7225, BEEEIR#E T EICHERMIRE O BEI RO b7,

M LEREDORER, BD 300mmgkg B THREAB LIV T7VTI VDK
EPERDON, MILVATFT—NBIUALT OBEFROLNZ. &5
\ZHED 100 mg/kg BF THREB ORMBEEMVEED 51, ALT DBEEIFED 5
i, F72, D300 mgkg B TR IV AT O - VOBIEIFRD H N7z,
EEEARIIR TR I D HED 300 mg/kg BET ALT OBEIERDO SN -25, £
DR DZALILEIEZ R L 7.
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& ERRE, ERESKERED L URBEDER, MM b HERY
BRSOEBIRD LN L7,

REESMEOKER, BED 300 mgkg FF CRIEAHAXTHICERBREES &
UMIEAR B O EEHFED 6 - T B EIRS OB IIFRD 5
nxhroiz.

TRIBEREORR, WSHBERTHROIHRTILIEORE D 300
mg/kg T 5 BlEB] (p=0.01) 2, /PG OIEE DD 300 mg/kg # T 4 5
(p=0.05) ITERZR S N7z, ERE T, MOREZMADHED 300 mg/kg
B, MO 30 B XL TN100 mgkg BFTE 1 HI, IOREXLEOBAEB X
UHREHELAHETIX 100 mgkg L LD T, MTId 30 mgkg LLEDET,
ILICEBITBWTHEMROE LI ML D12 30 mgkg PLEDORETERE
AN, T, BRE DEMITHEED 300 mgkg BETH 1 HICERE S 17,
PRI DWT ARV TN Em R T o7 & 2 A, I THEREICHEL
300 mg/kg B CHEM T AMERIDA Sz, —F, IR OIERFLA D 300
mg/kg FETHEA L TVva7z, BRI TR OJRET R TREBRYERS I
RERTAEZHBHE SN 2d o7z, TR T, BB TEBOBE
LAY ARG FETHENT A EMICH o7z, Tz, MEOBRULEIC
DONTAN) VT NV—FEBrERLAZEIABHERL, BTIE 300
mg/kg BETH & 2 4B % 500, MTHRBOERSALN, WThb[E
EHTEREHEM T2 I8 R AEMIH o7z, T, ISEREHIC
EE XN FRMED EIEER IR A BB L EREEZ LN FD
MBI E RS SRR T A ELITBRE S 1T, RS AR T KA E
WTHEINLLR, &%, 8§, MBI UTROFERETITEHE L E
2 b,

UEoiER, 40T F MLy OEMSREILER, B, &5, 8,
/NIEB X OFFRE & IS 77, 30 mgdkg BETIS MR & S ERZEENFERT
Ehrorziz®, NOEL (I & b 30 mykg Rl & 2R S 7z,
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WEMEICHTAEREFLUTICRLZ., HBRYWEORERBEEE I
[Reference data 1] 1278 L7z,

10.1. WERYWEZ
TAVYTF R R I
10.2. CAS No.
26471-62-5

103. vy &S

104. HiE
99wt % Ll k.

10.5.  HRK
2.4-TDI 80%
2.6-TDI 20%

10.6. IRALIT

10.7. REEMG

e s
Him, B

10.8. RESPT
i ¥ B EREE

10.9. L%
diisocyanato toluene

10.10. 5%
TDI-80

10.11. fb&EAEE

CH, CH,
NCO  OCN NCO
..|.
NCO

80:20

10.12. F3\
C,HN,0,



10.13.

10.14.

10.15.

10.16.

10.17.

10.18.

10.19.

10.20.

10.21.

10.22.

10.23.
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SR
174.16
(ELIN
mE T ITREBORKE
?%l‘ﬁl:
251C

Rl
115~13.5C

B

KIZEEE, 7 b I2EE, DMSO IZIETE

ZEM
KERBLTCO,ZHAET A, RMWBIZIVEET S,

4 BiAR X

K, F7F = VERILT BzHRME

BT

0.025 mmHg (25C)

BYFVEDOEE

FEIEM FRIRRIEE, R, BUEAMERF| SR THEEESH L720,
BERHEIZEND, RICALZWI ) IZHEDLREEZ?EZRL 2.
REMLHT

S EIRER TR, IRETISGRAN L2 EBYEICOWT, BT THESITE
1Tol-#ER, TEMICIIEEO L o722 & HHER 81172 [Reference data
1J.

WBERMEREB X UREEERYE o LE
RERTHE, #H20 %FF LV —1ZREL, B IZELETIHEA L.
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11. BB EB L U hH3:

1.1, e
WKL 72T v b Crj:CD(SD)IGS[SPFI% I HA T ¥ — )V R - ) N — k&
(2 NEEART) 25 FR 1144 A 14 B 4 B CHEIES 42 IL, 5t 84
LA LL.
B % N U BRBRIREEIC 9 HEIMLIR, SFRU11 £ 4 F 23 BIC 5 BT
ERBA LT BWEd O 0 LOKEID X o TBEMLL, EIEAMBEC
S BRRBELERT S L) ICHEST L. RREMMIIRBI AL DR
FIL S LT,
BUOEACRES B L UBRNES ¢ ABT 2 LR EKNET -
EMIEEE S (Animal ID-No.) %43 Z 1T & DBMARERRIL 72, '
RE BB OREIHET 140~156 g, MET 116~132g TH o7z, ]

11.2. BB X URERIREHE
RIEHSREBRICTASN TV AEMED DO THD T v P ERLZ. R
MIIERT— Y OREE, BAEYE ST 5T, BEENTESEY
ERLTEAL.

11.3. #HEEH

11.3.1. ABFRE ,
EIINI) T VAT LADI2FHEE (W42XD8IXH25m, 93.5m’)
THE L, BRERHOLEMEIZIBE 23+3T (EHME : 21.8~25.0CT), #
STBEE 55+20% (FERE @ 46~67%), IBFIEIHE 1 BefE 20 @, FEBER 150
~300lux, 12 FER (5807 BERUT, S 7 BRELT) & L7-
BASHEREN T —ERX REEBFPH) OKREXFABRE (W 674.2X
D60.0XH1755cm) AL, TVIHHE KA 7 LV ABEBEREFT 7 —
Y (W20.0XD282XH180cm, fAF 4 — Y « AX—2Z 10152 cm’) 2B}
Y& 1 L3 OIE LR L KE BEICER S ¥,
FE -~ VIdMRE 1|, {83381 EEY Rz 7,
7B, BOEtEIR &, RSB, T OREBICEEY RIT
L2 BbNAREBEEROELII L h o 7.

11.3.2. f#
BE ) n vy VB TR ST (RIRERPREK) BE QR
W E NH AT v M, 7 A% (Modified NIH Open Formula Rat and
Mouse Ration) * B EH S, BEICERIEL. HH LER O
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O %E, 37 Bic1 @A) 2y ¥ VERLERRASHEHREA BE
Bty — (EREREAX) KB LERLUER, FEREANT
HoHZErER L., FOEREY [Reference data 2] 1278 L7z,

faaK

B \3GEK T BEHEIK/ AV & ) BHRICER S L.

HBENWETCKBERODH % 3 72 B 1 BHRRASHT ta7o00)3—
F (BRBEAS) T, BFERERTHL 2L FRBLY. TORR

% [Reference data3) iR L7z,

REBHOBRE X UHEREEH

AEREF ORI A TR L.

=130, 30, 1008 X U300 mgkg & L, BT 1 BEMEMER ST, F
7z, EMERERAE LT, MBEBIUVURSHEEHICMIES ST, 560 L
»fER L.

. | BSEMATE DADBBETE
| REREF | B K (mgffg) BT E AR5 BT 18 47 %1
BYES BES
1 10 0* 1001~ 1005 1006~ 1010
\ 2 5 30 1101~1105 ~
. 5 100 1201~ 1205 -
4 10 300 1301~ 1305 1306~ 1310
1 10 0* 2001~ 2005 2006~ 2010
2 S 30 2101~2105 —
L 5 100 2201~ 2205 -
4 10 300 2301~ 2305 2306~2310

HER (I V) ORERS TS,

(REREHEE]

REREDIHD 2 A RIEHRSHET 0, 100, 300 3 £ U 1000 mg/kg
D4 AETERLAESR, 300mgkg DL EOB Tl L diEts & URIE
DIREHERE STz, Lfﬁof'zsaﬁﬁﬁf5%@ﬁ%®%ﬁ§%
300 mgrkg & L, LLFAREH3ITHRLTHHAER 100 mgkg,, BHEZ
mg/kg LEE L7

RS RMERER B & k5 5
G HEEIE OBCD #' A FI 4 v [FERSGEHE] THERRIN TS EH
BEOH/KS &L BEBEERAE 100 gdb/h 05 mL & L, FBAEKS)

-11-
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WHEIE LA BECESWIRSEYERL, 1R1EBEVYFT2HVWTE
PICEREIIRORE L7, WREICIIBEEOAZERICKRS L.

5 OFR
SHENCEEZTFEL, 06, 20 BX U 60wN%ERB LI a—2F
AN (FHT4 7 A7 K%RNEH, BEHFREX, Lot No. VIA8239) I
R g7,

A=V FANFHDOIAVITFIPIVI VL, SR -EXROEBTT 6
BERETHALI LS (RBES 4201 TEMR), REREOANITER 1
B, ZEERICEBL, X5 TEIR - ERXTRELZ.

HHH
WEEIRIE, M SIC28 B L, H5HMIRTHE 0 B X U300 mg/kg
FiIowTil 14 HEOEEHME © & 72,

5 WP DOBERY E DRESAT _
TRTCOBBHORGHEICOWVTHEDICHABLEINTVSL Z L ¥ HERET S
7280, FEB L URKAERICERSEO—E (H5mL) 298L, #%
BRWERE*XREL:. FORKE, MEANBIIREERED 1056~
107.5%, EARABEEIL 1004~101.6% TH D, BEICHE I LTV E I L
PRERR SNz, 2B, BESWTWOHFES X U RIE [Reference data 4] 12
AL,
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12, 22, PEB L UHRE

12.1.

12.2.

12.3.

12.4.

12.4.1.

— M IRBE D EHER

B RS HEIIER 3 B (RS, x51% 1 B L0075 BER), [E1EER
MIdER 20 (Faidd UF%) 882 L, PHEROFE, TEHEF TR
R 7z,

E

HEIISEWICOWT, WESEHIE,SDEHMAT FTEE 1 [AZEL -,
BETEFRFE (PM3000; A 55—+ ML F#H, 24 2) 2ZHWTHEIE
L, sogxlL 72,

EEE

BB LB oWT, BE 1 EHBEMELERERFEFEE (PM3000)
HWTHIE L, eEkL 7.

BEE (gyweek) BLUBARE (%) 2o ¥a—FTHEHLZ.

FRR IR

RIS ER TS L UCDERR R TR ICETEES FEOLAETE
M DOWTER L. HRILTAI2%7-0, BMITH 16 BEREIE 2.

B r r— 7 VCHEMEFEL, BMASIR-LFML 7.

MK FIRE

HEEF (EDTA-2K) A DIRIMEA w3y 7B (BEAEFTEH, KK
LX) CMmEZ IR L, HBEMEFIRETEE THMSH-1E (1 VA1,
KE) CTEOEE T#fle L.

~v 2y v ME (HCT) RBC, MCV & h&EH
NEFOVYVE (HGB) T URARMANESTOV
M ER (RBC) i 1R B AR

TR IMEREAR (MCV) R AR BT AR 152

¥ HRMERM A EE (MCH) HGB, RBC & h#&H
FHARMERMEFEEE (MCHC) HGB, HCT X W& H
/MR (PLT) IR EF AR

B M Ek (WBC) TJH—% A bR Y -k
=hikEpaEs T = bR P —iE

MMENE S bk o425 cillsE U 7-. IR SR CR I M F kg s
IO ONT720, AIEROKRY QMR F HVTHLEMERRIER 2 /ESL L,
AL TN 2y INEF - FLYRME L GRILKBEICOWTHRE L. F
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72, BEBARMIKIZOWTHRMERBPOLLE (%) 2HEE L. #REIK
(Reticulocyte) FTEEFE D OMEEF] (EDTA-2K) RIMMK%E =2 — A F
L7 —THE, MREBRERZERL, ML,

I e ] BE AR AT

PUBEER! (3.13% 7 T2 E M) U AJKEBW) A D BRILE MK % AL L
7%, 3000 rp.m. T 13 &L RE L TH M 2 A ICH 2. ks
EERE KC-40 (7 AN T, FA4v) TFEEOEE#HE L.

il sl e w BRI 3 (PT) Quick] ERiE
EHALED b VR (APTT) 7y ME

75 AF R

T4 =T rE (Fibrinogen) oY B
M LFRE

FME MM BRI L /2%, 3000 r.p.m. T 7 5 R& 58 L TR Mgt
BREICHW:., ZEBAFEESWERBBN 7170 (0B L REFF, X
RITRAER) BLUBREHNEEE EAOGR (A 7> F7Fq4—, X
WERHBFT) CTTROEBRHIE L.

WEA (T.protein) Biuret £

TNVT IV (Albumin) BCG &

A/G (A/G) BEEBIUCTLT
IVEDEE

m#E {Glucose) HK-G-6-PDH %

FERERS (Triglyceride) GK-GPO ##t 7 ) +
o — Vg

WOl AFO— (T.cholesterol) AVATO-NAEY T -4
ESET %

RESF (BUN) 7 L7 —+¥ GLDH &

ZLVT7F= (Creatinine) BRI

BEYY LY (T.bilirubin) N EEER LR

TANSEUEET 3 (AST) BE-UV & (JsCc #

NI UATLTG—E )

TS T I M5V (ALD) EE3%-UV 3 (JSCC #

AT rT— )

(ALP) P-= btz )

TIVANEKFAT 75—
€

y - FNVETINVET Y
ANRTFHF— ¥

(Gamma-GTP)

MEREE (Jsce HER)
L-y -7 % I NV3-A )b
A ¥ T 4ANA EH 3
(JSCC #EHn)
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O VILAT T — Y (Cholinesterase) DINB % (X : 77
VVvFLFa) )

HIV T A (Calcium) MXB %

k) v (I.phosphorus) PNP-XDH

T RU T LT (Sodium) 4 3 VEIRERE

7)) T AE (Potassium) A F VIBIRERE

e 3 {Chloride) A4 7 v EIRBEmE

*ENOIFH X EAO6R T, fDIER I B 7170 Tl L7z,
RHERIKEI®RE
MEAELERETCREBEI R TUTI VICE(LSRO LN -0, &5
BESRIKBNITERB T/ 3T A4 (L FHI5ERT, HEERWHRW) © BV,
EHERRBBRERTo7. ¥4 7 VDN O— AT 5 — M2 K
L THHRAENFERECHVAMELTERXEL, KERTHRY V-
S M THRAERE, BEBEOTFT VI I A—9V—2HAVWTESTEOIEL
ETHELDITAG RER L. 2B, MBRELFERETCEL LS A/G
BEREEICRBIE o7,

RIRE

FREEAKDGEET TRy — P VT 3 BERR (9FRT 10 BEA L 412 1
BT C) BIXUUBER FR108»0>BAFH 10RET) 2L
7z,

3R E BV TRDIEBRZME L. RSFRIRTE L o EMEIZDOW
TRBRBORTHWE, N-wVF 4 A5 427 ASG (4L - =4t
A&, ERABPREK) 2B, ROWER CLINITEK 500 (231 L
#, KE) CTHELL.

pH (pH)

bzl (Occult Blood)
7 bR {Ketone body)
1 (Glucose)
£H (Protein)

S (Bilirubin)
vav¥) )= (Urobilinogen)
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24 BRREF MW CROER % IRE U JRIVER, RICERITET UR-S (B
XE&HT 5 T, EEEHRER) TllEL 7/,

JR% 1500 rp.m. T 5 RR-L L, BEZHAVTAT VNS v —EHEIZL
HEETHL, RILEIIOWTHERL .

RE (Volume)

B (Color)

JRILE (Specific gravity)

FRILIE

IR

TR R SR TR L CEERERTHROSEFSY Y = — 7
VERER L, BUNBIC S EM L7, FHTEE AR, BB L UHES
BICDOWTERE L7z, IS SN/ -RIEMEE Bk, K&, ek )
I3 _CEEER L 72,
NEBEEIIETFRMPPEIO (X h9— - FL FH, 24 R) FEWVTH,
B, BFEe, BB, BUE, MORR, (OBE, PEBR, HE, BELEAB I UIIEIC
DWTHIE L. HEEE/HEL FEMESR) 13%5 28 BEi13EE
14 BOPEFREBIVUHREEELOCER Lz (BHES MKRE X100).
T, BN KRB, /D, BrxEt), B8, TEMAK Rk =Rl GET
iR, FTR), BURER, LERME, GO, MR, B GEARE, REX%
&), [F, R, KR, B EE a8, 8, M OS1 VKK
rEt), KB, BHE, BREIE B, BILR, IE, TE, B, B,
FAMRE (LFHARR), VU NE (TR Vo3, BREEY v 58, B
(KBRE), KEMR, E, LR, ZOMARBETEIRTDLNI-BE
BLUHBIEI T ZED 10%HHEFEESNV) Y TEEL. 5L,
BEBIUBELARRIT7 VR TAIEE L 72, 10%FHEEH V<) »
WCTEE L.

TREMSENREIIEE L235FE - Mo ) b, 50 TEICHEE L
7xREE L UBHEROME, LR, B (REXED), RE, HE,
BEDE, BERE, B, BR, B, B, KB, BE, BELE FE, E,
B (KBREB), KERBLUILBRICOWTERB L., 72, BRORE
THIZFB I URHEF TEEOBIMPERD L - O, K&, R
WOWTIERAEBREBIVUREEREIC OV TIER L. BBYWEOEENE
DEELEPICTALD, BOBRERRBIUFREF BT AERICOW
THEML 7. BEMER TR OBREEN) CRIEEEDEIMIERD Shik
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720, MHOREICOWTEREE, THEHBIUEERICOVWTHE
ML 7z, AERER OEEN IR SRR FATge R CRREEHET) 124K
L, BEIEoTT 74 a8, BYR, AY M)y 24Ty
em i L7z, SOV TRBRLEOEER L URID D,

BV —IZBWTEDR, V) YTV —RBEiE L7, ERITRET
Ty —TERL, FEOEELIUVEE?SUETRICOWTRIRL .
57— ¥ BB X UBEHE

KABOEF -y 3o Va—¥ VAT AR AVTERGL, WHEF L
7.

BRBEORE, BHES, FHMF, NRFREME, DEEERREE,

MEEALFEEE, EOERKBREE, REEE (REBLULE),

REEEBIUREER MELIE, TSR LB HRITE,

A Bartlett DFEDHREXEM L2, E080%4 1 Dunnett DL E
feBgE MO RE L ZRIRSFHOFEE Y ME L7-. Bartlett DESE

BE CREFHDOBHE L Steel DIRTE VTR L XX EBHBOBEEY
ME L7z

LEREERBEOABAKERSBL VIO ARETER L.

Bartlett % 5 BUME

BEEZL HEEZDY

Dunnett % E LERSE Steel DIETE

T, EERB L UREZMREFROKRTE L Fisher DIEESTEE B
7z,
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13. ABREER

13.1.

13.2.

13.3.

134.

PR

HEFER % Figure 1 12, £FRB L UIETEET Table 1 1277 L7z,
HEBEB L URESREZEL, VT NROBRICITHIIRD bl
o7,

— R IRRE DEIEE

— AR IRREDEREEET R % Table 2 B X UF Appendix 1 1278 L 7. ,

M TIE, 300 mgkg TS 7 BICHBEER Ry HIOTLO 6, Ix5-HAR#E
THZT, 10442 25262131 3ERABE SN, RECIEEIR, O
DEBAZFELTOD (£) PEHEED, ETHIETL2H5D (+) b—
EROBIIERD Sz, 72, 100 mg/kg BETHRE 16 RICODRBEZES T
WEE (£) ZRTHPROON, £S5 27HETSHIF 1 25 2 FTHEHE
HICERE S e,

T, 300 mgkg HTIRS 7 BICHEERTAIED LN, KREHARK
THET, 10651256 9 BIIINTEREBR I N, HECEER, O
DEEEFEOTHD (2) PSR HED, BHETBIETALID (+) b—
Mo ED LNz, F72, 100 mgkg FHETIRSG 16 HICOOBBEYELS T
WA (£) 2RIOFRDOLN, HE25HITSHIR 1 25 2 FITEHE
BUWCEREE S 7.

EIEEAR TIE, MEVWTNORIZOREZRTEWIIAR SN Lo 72,

1hE

{KE % Figure 2, Table3 3 X U Appendix 2 2R L 72,

HETIL, 100 3 X UF 300 mg/kg 8 TR S 4 BORER L U5 4 AR O
EEMESMBEEMEZRLL. 72, EEMHBIZBVT 300 mgkg 3 TH
B 1 BOBREMEELRLZA, BE 2 ARNOREHEINERIEEZRS %
Noiz,

M, ZREHREBIUNENRZEBL, SRHEIEBYERSHETER
RO NL Pz,

23R

JBEEE % Figure 3, Table 4 3 X UF Appendix 3 IZ7R L 7-.

MM b, XESHEB L UREMMLBL, MEELERYERSETE
WBERD bt o7z,



13.5.

13.6.

13.7.

13.8.
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Y 2EYIE

F AL X2 % Table 5 B X UF Appendix 4 1278 L7z,

METI, 300 mg/kg BHETHS 3 BOFEDENMEMEEME, %S 4 BAOEH

FENE B L US4 HE OFHRADRPRBE R L7z, 72, 100 mg/kg

BTHS 4 EOMFRE T BERRE, K5 3 BOBANES £ U5 ¢
B DEIH E R Y IR AEAE 2 R U7z, EERIR IC B W CIRIER % B8 43R

HHN,

M3, 5 HRB X UEERRE 2B L, iR BRI EIRSHTEIR

RO LNz,

M FRA

MEFRERER % Table 6 B L UF Appendix 5 1278 L7z,

SRR TR | ETIE, 300 mgkeg B CHMERE, HPIRE, @AM

BRI UEBRNBREEFSEZRL, MBS ESEERERLZ. £

72, FEETIROLIRA/DNARDEIMER Z /R L7z, BT, 300 mgkg B

T MCH #&{EZ /R L, FRIERK/NARDIEMGEE 2 /R L7z, £ D4, 100

mg/kg B CTHRIIERBAMEAER R L7225, HEICHICTAEL TR 20072,

E{EEARGAR T | T, 300 mgkg BT VSBREREERZ/RL, @M

ANRER, SFRERER, AFHERIEER, MARMERE B X EBRAMIRILELEE

2R L7z, T72, FBTRFRMERAARFEFEIMEDZ/R L. BT

300 mg/kg B T MCV B & RO EKEFHELY R L, MCHC MEEL R

L7z,

I 7 46% ] REAR AT

ML EE B BB IR AT HE R % Table 7 38 £ U Appendix 6 (278 L7z,

G AR TR M D ATHRE E B EIR S TERRD LN LD o
7z.

EEERRAE TR e DRI E B EIR S TERRO LN Lo
7z,

M AL FERE

ML ARG R % Table 8 3 & U Appendix 7 IZ7R L /2.

PR S BARIR TR T 100 3B X U300 mg/kg BT ALT 2B E% 7R L,
EHI2300mgke BTREABLI VTV 7 I VVREE, IV AT 00—
NV EER R L, 100 mgkg 3F THRELVRMEER Z/R L7z, £ 04, 100
mg/kg B CREEZRVRMEERLZD, Ao L2WELTH - 7.
METIE, 300 mglkg BTHIVATO—-VASELZRLE. Z0OM, 30
me/kg HOMIED ) Y XA T 7 —¥EBEEER LA, HEITHE LW
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T TH o7,

EE IR AR T HETIE, 300 mg/kg BET ALT DS fE R L7, # D,
M 300 mg/kg BTRDOLNZANT Y ADEME, BEYNVEYBLD
AST DE{HE, MD 300 mgkg BETERD ONATIL T I Y OIRME, BRB L
CPNMAYFAT 7 5 —EORER, ZEPHRTHICRAD SN 20 o
RBALTH B b, WEHRWERS & OBEIRBR I N o7z,

13.9. HHEBEXKERE
EHERIKEMER R % Table 9 B X UF Appendix 8 127K L 72,
WEAIRR T T, R L EBYERSHETEITOON L o
7z, WETIE, 300 mgkg T Alpha-1 S EAEMEZRL, 7TV 73IyBX
P AG D EfEZRLTZ.
MEAIR AR TR ETIE, WERE LR ERSHETEERRD LML Lo
7z, HETIE, 300 mgkg BT Alpha-1 5 BE2MEME% /R L, Beta 5 E 2 EE
R L7eD, ISR TRICIEIED SN o B L TH B &b,
WERY RS & OBLBIIRBE S o /.

13.10. FRAT

FRIEAEAE S % Table 10 33 X U Appendix 9 {Z7R L7-.
EHARR TR M b, WNEELBEBRYWERSETERTOONE

Nl
EEEARR TS (M S &, WHEEHE L HBYWEKRSH TEIIEDONY
nolz.

13.11. FHEEE
ZEEE % Table 11 B & U Appendix 10 IR L7z, /
B SRR TR MME b, BB LERDERSBHETERZDLNE
noiz.
EE R TH: C HETUE, 300 mgkg HCIHBEEN SMELRL. WT
i, MR LEBRYERSETEIRD N o7,

13.12. BHEERFEL
HEEE /FEIL FEMEE) % Table 12 B X UF Appendix 11 IZR L 72,
I G ERRIHR T C HETIE, 100 B & U 300 mg/kg B CHBAANEEIEE
e L7z, 20O, 100 mg/kg B Thtds & U EE BEY R L2
REIHIELZVWELTH o7, MTHE, HBE L BRYEIRSHETER
BN o7z,
E{EHARIAR TBF | T3, 300 mg/kg BECIEBHEMEENSEL R L.
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% O, 300 mgkg HETHE LAHEMES, MOMEMEEFBELRL
720, WESHBRRTEBICEED O P o 2 EILTHH 2 95, WEY
BixG L OBEIIRIEI N Lo 7.

IR AEAR AT

Z)IRET R % Table13 B X U Appendix12 |2, $H#FT & % Table14~16 B L F
Appendix13, 14 IZ/RL 72,

X5 HARIE T R LRI T R IS L CH BRI ER S B TERICEINL
oREE e LT, MEHED 300 mekg ¥ TE DQREEDS 5 S, HD 300
mg/kg FET/NEOIRED 4 FUCEREE S /o, BB ICRAED L (HEBYE
WEBTRELLFEEL LT, MoBe/bd o 30 mgkg BT 16012,
B OFRBIEATMED 300 mg/kg FT 1 H12, /MNEOBEERR AT D 30 mg/kg
BEC14c, BETIRBIIESHD 30 mgkg #T 16112, FHRPMD
300 mgrkg BT 1 HIS, FEOREEIGRD 30 B X UF 300 mgkg B TENE
N1BNCERE S, Z0fh, BISINAFRE, BERIIBWTATRE
CIREHRETHLDRERY RS oz,

HEMRECHBREICEB L CTHRBYERSHTHEEIEM L R/EL S
Mol REICREAEDVECHEBRDERSH TEELRE L LTERD
BFE LA DM D 300 mg/kg BET 1 FIiC, FITEAKELI D 300 mgkg 3T
16, SERRAHED 300 mg/kg BT 16, HED 30 3 X U7 100 mgkg B
TH& 1H0IC, HIREE®D 5\ I3 JEE MR E A 300 mg/kg BEDMET 2 41,
MTI16), REXDHEER L UBEHEXPHED 100 B & U300 mgkg 8T
£ 36, Mo 30, 1008 X300 mgkg HETERENL, 1 BLU 260
BEmans, RECBVWTHBAR L UHEELD 30, 100 B LU 300
mgkg BHOMTI, 3BILP3F, MTI1, 28X 160, MEREI M
? 30 mg/kg FET 1 HIZEED b7z, BiIB8 v TIIKIED M D 300 mg/kg
BHOE 161, BRIEFVIRSHE® 30 3 X 07300 mg/kg BEicZ L1 41,
R 5 O BEIAD MEME D 300 mg/kg B2 TE 1 FIIZ, FAIZRED D 300 mg/kg
BT BB S . B TIFERE MDD 20, 100 3 L TF 300
mg/kg FEIZENEN 2, 1 BLUT1H, ) U EKEREIFHD 20, 100 B &
UF 300 mg/kg FEICE 1 B, BEILERITHED 30 mg/kg BHED 2 BIIEED S
7o, FE T MBI RD 300 mg/kg B D 1 B2, AEIERDS 30 B X U300
mgkg HTENEFN 4 BLT 1B SNz, — 4, ORI 0,
30, 100 BL U300 mghkg BEDMET 3, 3, 1 BLTOHI, T3, 3, 28
FUOBNCEREE S, MM & D HEITIE L TREBOBL AR L, F
72, B OVTNL ) YT - e EELCRR, EOFEED |
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BlE R MEOLBITHMETH o 7. MMEE BT 100 mgkg LT DEETIE

TRTEETH o727, 300 mgkg HTRBEIZBWTIIBEN 36, 1%
A 2B, MIZBWTIZBEENE 44, PEEX 16 TH 7. 2D
FrR, BREERDHLVIEIBFEILBWHBELIRSHETCTHLO A RERR
Shroiz.

IR EA R T B | EIARAT R Tid, xTERERICLLELL T 300 mg/kg B THEI

WML REIIRESI N o 7.

R TIE, TEREICHEIL T 300 mgkg HETHEEICHEINL - RERER
BN ol AREICERENFE 300mgkg HETEELLZREL LT,
BRI OB FEIREDHED 300 mgkg BET 3B I . $72, BEIZo

WTARMV) VTNV Ef LIER, £FTHETH o7, HETIEx

BREDOSHFEETDH o 72D L 300 mgkg BETIIEED 14, BEE

A4, WTEIMBETHEENR 246, BES3IBFATH--DITxF L, 300
mg/kg HTREFIFBETH 7.
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14. ZEB X TKEH
TAVYTF N MVI VRS v Y a v, Wik, &R, EERL Y EE
K)o Ly VEIROFEEE LTERINTWS, T4, Y4V T7F b
NEIVRKERBLTERRPPID IV DT I I BL LR, V4V
TTH MMV ERIBLTR) DL 7L T2 M5 NTWA Y,
CORMERTIE, BUERERRCER BEXOFEFT Ca—- v 44 VP OWER
MBS 6 BEETHL I LR AL,

—RRIRREDERZZ T3, MEMEE D 100 B X UV 300 mgkg BETHAEIAD SN
720 WEEE, AEITIC L TEBRIPSE L, IO E LD, 318K
bigoa L7, EEME OIS FIEIC X D EREELL, P4V 7T
MMV IIEEBERIEEOH B I EHME SN TVLEDTY, I DR
BB EREI LA EEZ LN,

HREBIVEEENEOHER, BTREBYERSOEEIRDOONE
Polz. HED 100 B X U300 mg/kg BHTIRS 4 BOREDB L Uik5 4,80
OFEENEIVREERDRDDO SN TS OB TEESICEIZED
L d o727, FARHROBMEN T 2 XEEFRD LR, RAT5E
CEBLIUFRICTAREBICEETAELLEZ SN, D 300
mg/kg FETIIEE 1 BICHHREDRMELRD 5 N7z, FEEOEMEIL
RO LNT, BE 2 BROFRERMES X FHFEHDFICLZIREDH
NhholzZ b, EEMERIERD LN,

MEFREDER, BD 300 mg/kg B THPEREOINC L 5 BIIKED
SEB X CI/MRBOSEER AR S, EEERR TEIC D FhEkE
B L UCI/MRBOEEAED 5 - R ERES & /MO EEIE,
R REREIZDENTWA I EPLEBYEILL 2EBERNBE TOL
REMRC T R T 5L £ 2 5. ELER TR 5 Nz iF
BB I UI/MEBOBE, 125 R TEOREME & i L TRV E
#RLTHED, BEERDRO SN, ROFEMEEICEET 28L: L
TR MEREE OO BB A5 5 BT B T 5542 3 0 300 me/kg BE 8 & U EAEHA RS
FETT BR LW D 300 mgrkg BETRED SAL7-0%, MEREPE M 2R35O
MEBETERRRDONT, FUEFNEROZLVENTH 7. FOM,
Y5 HR AR T B L2 HEOD 300 me/ke BETEAD b NN BEOBES
£ OFRIMERK/NAE OBEIER, # 300 mg/kg B TERH SN/ MCH @
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=E, FRMERR/NREOEIMER, [ERERE T B HEO 300 mg/kg T
RO LN E AR ML ORME, FRIIRINF OEIER, #ED 300
me/kg BETERH &7 MCV DEMES X U MCHC DIEfEIZ, ~< b2 ) v
ME, NESOE Y EB L URLBBICEE o T Eh s, FlF
WEEIIZVWEEZ LN,

MR EREFEAREDRER, Ml & S UBRYWERSOFEIRD bh e o7z,

MEEILEREORER, MED 300 mg/kg B THROOLNZHI VAT T —
VOBEL, HBRYERS L ARE~ORBERRT AL EZLN

72, MIVAT O - VoREE, BEAHRTEICEEDONT, BEN

WO LN FERIC, FEANOEELRRT AL LT, D100 B &

U8 300 mg/kg BT ALT OBES & UHRE B OEME 3 71 BEER S, & |
512300 mgkg BHETT VT X v DIRMED RS 617248, HMMET R 5 5135
MIAOET % &, BET 2RO SN E b o7, EMEHER TR,
REABLUT VT I VOBEEIEEL R L.

ZHBRIKEMREDOER, MD 300 mg/kg B TFRD 51172 Alpha-1 73 EH D
BME, 7V73IUHEB LT AG HOmER, ORELCFRETORE
BHICEERD OBV Enb, ERZNEREIZVEZERIONL.

RIREDHER, Mk SHRYERS OREBRIROLNED 072,

BEERREORR, T 300 mgkg B CEBEHHRTIHICED SN
BIREERS L VRN EEOBER, BEOEBRE CHIET 52/
BOLNIZEDs, WBRYWERS I 2BBLHWsSNE, 1, #O
100 B & U 300 mg/kg B CEMAAN EEOBMES RO SN2A, I
HHET A E QBB R T 72 AT RICED T 5 NAE VI &2 b,
WERMERS - OBERRB S Nad o, EEERRTEICMD 300
mg/kg HTHRO ONTHENEEDOEMEID, RSPB/RTRICEIRD LN
ot BALTH B LD b, WRMEHIRS L OB TR SNk b o7,

TRIBEREOER, REPMERTEILB W THBRDERS IS L 22 E IR
REINHFHEL LT, BIRATE TIIE ORE LS D 300 mgkg 3T, /b
1% DREE A HED 300 mg/kg FHETERBE I L2, HBATRTRENLZED
ARLIZERE I N o7z, TR T, B, M, &%, §BLU

04
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I CHBYERS L 5L E 2 ONAELA BRI N B TIX HE.
FAEERIIT, RESHRER TIRESIEN O MO 300 mgkg B, D115 IR
T RFREEIEDY) D MEHE D 300 mg/kg BETRELASEIML, XV TV —
RS RPONEY T Y ThHAIEDNRBENS. E6INVY) T
WV — G BER TSR TS L OEEEAR R TR B it i
7 300 mg/kg B TRELEET LMEAICSH ), FICHIIB WV TIREARF
W TISRE B O A B E DEEDOEN LY BRI S EmVFE

bz, SORRFANTTF) YV EREESNIZEHhE, BBYEIRSIC
Lo THRMERICMODDOEEL RITL, B *FRELLDOEEZ LN
L L, MRERREFE R &M 25 R RS O ME CIIBMEEL L Z L
FlERCBMITEZ R THRREZEDONTW ARV &0 b, TOFRMERD
EFII2HENICE TR 2V, FNIROFHIERT AEEOENY
BEZLOEEZ LML, T/, DERRTIFELHEYOFMILEICZE
WTREEDENFELICHEILZ o T2 ed s, BESNRMERDOMH
WEBBETONEY T YR F IS EHE D 5 BEIE IS 21T THRIZIC
EITLAZDDEEEINDG, 2B, D4V T7F P ML V@KROFHET
TR GBESIT PV V7 I VLT, ZoWEiz 2 b
NESOEVIERFRTAFFERET I DULDTHAI ENL, ID
DRREMYHROREED—RE B oz2 b EZLNE. T, REX
Bl 2$ 2SHED 300 mg/kg B, HED 30 B L TN 100 mg/kg BEICERER 3 iz, &
TP OSEX LROBAGS L UMEHEED HETIL 100 mgkg L EDEFT,
METIL 30 mg/kg L EDEHTEREZ N, SLIZREICBWTHRBOEL
HHEME S D12 30 mg/kg LLEDBTHEINLL., INLDORESHITRE
XDOHRTHRIEIIH 725 BKMAE L CIFRHRENNIHESINT, U
LANEMEEXRRER O LMFETRO LN L, BREFDH S
X, BHETOLEMIIRET LI L2 EHE LTV, 2B, NTP
TATbNP AV TF NIV DOF344 5y b EF BV 1388 O8]
¥ 5588 T3 mucoid bronchopneumonia DEEEDFRESILTHE D 9,

SHIE PTRBEXERZEILL VBB EZFI 8RBT I 0 HLNT
VA DR CD Ty MI4BRBORORS ST o KRB TIN50
BT AFRIIBREIN 2o REBLUREX LEICRD b1
FEOEDOREERIIIERD SN T e H o, IHEERE /LB E S &
WVIIFODRED I L AEERBMOBESGREELIONS. $2, RED
EEIAHY 300 mg/kg B OMME DL 1 FICERE S TW 528, HEBRYE AR
RS TETLIMETH LI DL, BERBLLWRELOEEDED
EFENZEEOTREDEZ NS, —7F, RIS S H 1
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300 mgkg HCREFROBA R L7220, FFMBEORKRBITEEIL: L
RO LN, Wb EL N BEY KRN, &8, 8, MNE
BLUFBTAL N BERDE OREY R T 5F7 R EIE R R T
W TN S BEINTTERELTH B 2 EHREI N, FOMERER
ENT-BEEILEIEABAERELEZONS.

DEDEE T4VY7H+ N MVI Y OERREIIER, F &%, 8
F

ABEE X UBFIE & $IRF S 7z, 30 mg/kg BECIIMEME L D EZE ST
ERero/z7-8, NOEL MM L b 30 mg/kg Rifj & FIRr S 7z,
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Table 1. Survival and mortality

Exp. No. 4202 (115-120)

Sex Dose level Weeks of experiment Mortality
mg/kg) 1 2 3 4 (%)
Male 0 10/10 10/10 10/10 10/10 0.0
30 5/5 &/5 5/5 §/5 0.0
100 5/5 5/5 5/5 5/5 0.0
300 10/10 10/10 10/10 10/10 0.0
Female 0 10/10 10/10 10/10 10/10 0.0
30 5/5 5/5 5/5 §/5 0.0
160 5/5 5/5 5/5 5/5 D.0
300 10/10 10/10 18/10 10/10 0.0
Number surviving / Number per group.
Significant difference from control group; ¥ P<0.05 #: p<0.01
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Table 1. ~-continued Survival and mortality Exp. No. 4202 (115-120)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 4 5 6 (%)
Male 0 5/5 5/5 5/5 0.0
300 5/5 5/5 5/5 0.0
Female 0 5/5 5/5 5/8 0.0
300 5/5 5/5 5/5 0.0

Number surviving / Number per group.
erence from control group;

Significant dif

c0-1

¥

P=0.05

L3N

P=0.01
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Table 2 Clinica! observation Exp. No. 4202 (115-1200

Sex : Male

Findings of clinical Dose level Days of experiment Total

observation (mg/kg) i 2 3 4 5 6 7 8 g 10 1 12 13 14 (1—14)

normal/number per group 0 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
30 55 5/5 55 &5/ 55 %5 5/5 5/5 5&5/% 5/5 5/5 5/5 5/5 5/5 5
100 55 &/5 &85 5/5 %845 &5 %5 5&/5 5/5 &5/5 5/5 5/5 &/5% &/5 5
300 10/10 106/10 10/10 10/10 10/10 10/10 5/10 7/10 3/10 4/10 2/10 8/10 6/10 8/10 0

salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 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
300 0 0 0 0 0 0 5 3 7 6 8 2 4 ? 10




v0-1

An-pyo Center  (OBWS2) 10747 Page 2

Tahle 2. -continued Clinical observation Exp. No. 4202 (115-120)

Sex : Male

Findings of clinical Dose level Days of experiment Total

observation (mg/kg) 15 16 17 18 19 20 21 2?2 23 24 25 26 27 28 {1—28)

normal/number per group 0 10/10 10/10 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
30 5/5 5/ %% 5% 5% 55 5/5 55 &% 5/5 &% 5/5 5/5 5/5 5
100 5/5 3/5 4/5 5/5 5/5 &/% 5/% 4/5 4/5 3/5 4/5 5/5 4/5 5/5 2
300 /19 1/10 3710 5/10 5716 6/10 5710 3/10 0710 5/10 3/10 3/10 3/10 5/10 0

salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 2 1 0 0 0 0 1 1 ? 1 0 1 0 3
300 3 q 7 5 5 4 5 7 10 5 7 7 7 5 10




Table 2. -continued

Sex : Female

Clinical observation

Exp. No. 4202 (115-120)

Findings of clinical Dose level Days of experiment Total
observation (mg/ke) 1 2 3 4 5 6 7 8 g9 10 " 12 13 14 {i—14)
normal/number per group 0 16/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/16 10/10 10710 10/10 10/10 10/10 10
30 5/ 5/5 5/5 55 &%/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&8/5 5/5 5&5/5 5/5 5
300 10/10 10/10 106/10 10/10 10/10 10/10 5/10 6710 3/10 4/10 2/10 8/10 7/10 9/10 1
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 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
300 0 0 0 0 0 0 5 4 7 b 8 2 3 1 9

N
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Table 2 —continued Clinical observation Exp. No. 4202 (115-120)

Sex : Female

Findings of clinical Dose leve! Days of experiment Total
chservation {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 10/10 10/10 10/10 10/10 10
30 %5 &5/ &%/5% 55 5/5 5/5 5/5 &/5 &/5 5/5 5/5 5/% &/% 5/5 5
100 5/5 4/5 4/5 §5/5 5/5 5/5 &5/5 &/5 3/5 4/5 4/5 5/5 5/5 5/5 ?
300 8/10 1/10 4/10 5/10 6/10 4/10 5/10 4/1¢ 3/10 5710 3/10 4710 6/10 7/1Q 0
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 1 1 0 0 0 0 0 2 1 1 0 0 0 3
300 2 9 ] 5 4 6 5 b 7 5 7 6 4 3 10
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Tabhle 2. ~gcontinued Clinical observation Exp. No. 4202 (115-120)

Sex : Male

Findings of clinical Dose level Days of experiment Total
ohservation {mg/ke) 29 30 31 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 8/5 5/5 5/5 5

300 5/5 5/5 %/5 55 55 5/5 5/5 5/5 5/% 5/5 5/8 5/% 5/5 5/5 ]
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Table 2. —-continued Clinical observation Exp. No. 4202 {115-120)

Sex : Female

Findings of clinical Dose leve! Days of experiment Total

observation {me/kg) 29 30 3 3?2 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
300 55 %/ 55 545 5/ 5/5 5/5 5/5 5/5 &%/5 5/5 5/% &/§8 5/% 5
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Tabie 3. Body weight Exp. No. 4202 (115-120)
{ unit : g )
Sex Dose level Weeks of experiment
(mg/kg) 0 1 2 3 4
Male 0 147 + 5 2048 + 7 257 £ 15 304 + 22N 336 £ 26
30 147+ 6 203 + 11 254 + 16 304 + 30 333+ 34
100 147+ § 204+ 8 253 + 11 288 + 12 312 £ 13
300 _ 147 £+ 3 200z 7 255 + 12 296 + 10 316 £ 20
Female 0 124 + 4 156 + 10 181 + 10 201 + 11 217 + 14
30 124 + 4 155 + 10 178 £ 12 201 £ 15 213+ 14
100 126 + 5 155 + 12 182 t 16 203 + 24 216 + 28
300 124+ 5 153+ 9 175+ 13 196 + 14 209 £ 18
Mean + 5.D,
Significant difference from control group; ¥: P=<0.05 ¥+: P=0.01

N: Non parametric analysis
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Table 3. -continued Body weight Exp. No. 4202 (115-120)
(unit : g)
Sex Dose level Gain

(mg/kg) (0 — 4)

Male 0 189 + 22

30 186 + 29

100 165 + 14

300 169 + 18

Female 0 24+ N

30 88 + 12

100 92 + 23

300 86 + 16

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. 4202 (115-120)

(unit : g)
Sex Dose level Weeks of experiment Gain
(mg/kg) 4 5 6 (4 — 6)
Male 0 331 £ 23 362 + 30 385+ 35 54 1+ 12
300 308 + 20 331 + 14+ 357 £ 19 49 + 24
Female 0 224 £ 16 237 + 17 242 + 20 18 £+ 10
300 213 + 18 222 + 20 229 + 22 1611
Hean £ S.D.
Significant difference from control group; *: P<0.05 ¥x: P<0.01
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Table 4. Food consumption Exp. No. 4202 (115-120)
(unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 (0 — 4
Male 0 139 £ 10 150 £ 15 151 + 20N 142 + 15 582 + 57
30 139 + 16 147 + 18 154 + 28 150 + 37 591 + 96
100 139+ 8 148 + 8 143 + 18 142 + 12 571 + 28
300 137+ 9 157 + N 157 + 8 149 + 16 600 £+ 39
Female 0 109+ N 109 £ 11 110+ 14 107 + 15 434 + 46
30 108+ 9 108 £ 10 108+ 7 108 + 4 433 + 28
100 109 + 11 114+ 7 119+ 9 114 £ 1N 457 + 34
300 110 + 12 109 £ 16 13+ 9 114 £ 10 446 + 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. 4202 {115-120)

(unit : g/week )
Sex Dose level Wieeks of experiment Total
ng/kg 4 5 6 (5 —~6
Male 0 143 ¢ 15 170+ 2 171 + 20 x4
joo 142 + 12 166 £ 17 161 £ 16 327 + 32
Female 0 109 + 20 129 + 19 132 + 20 262 + 38
300 115+ 9 137 £ 10 136+ 7 273+ 17
Mean ¢ S.D.
Significant difference from control group; ¥: P=0.05 ¥*: P<0.01
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Table 5. Food efficiency Exp. No. 4202 (115-120)
{unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 1 2 3 4 (0 — 4)
Male 0 40.9 + 3.2 35.5+ 3.6 31.0% 2.9 22.5+ 3.6 32.5+ 2.4
30 40.2 £ 2.1 34.6 ¢ 4.1 31.8+ 6.0 20.1 + 3.5 31.6 £ 1.4
100 411 £ 4.0 33.2+ 1.7 23.8 &+ 7.8% 16.9 + 4.7 28.9 + 2.1%%
300 39.8+ 2.7 33.9+ 3.6 26.6 + 4.9 12.4 + 7.5%¢ 28.1 + 1.9%%
Female 0 29.7 + 4.7 22.8+ 4.6 18,2+ 5.6 15.0+ 4.2 21.6 + 2.0
30 28.7 £ 5.1 21.3¢ 3.5 2007+ 2.5 10.9 £ 4.5 20.4 + 2.3
100 27.6 £ 4.1 23.6+ 6.4 17.3+£ 7.6 11.8 £ 5.0 20.0+ 4.0
300 26.4 + 3.2 20,0+ 6.1 18.9 ¢+ 3.9 it.4+£ 5.7 19.2 £ 3.0
Mean & S.D.

Significant difference from control group; . P<0.05 ¥+, p<0.01



Table 5. -continued Food efficiency

Exp. No. 4202 (115-120)

{ unit @ %)
Sex Dose level Weeks of experiment Mean
{mg/kg) 4 5 6 (5 — 6)
Male 0 22.3+ 4.5 18.3 £ 2.1N 1341+ 1.9 15.8 ¢ 1.7N
300 8.2 + 7.1%% 13.4 1+ 8.3 15.5+ 4.3 14.5 £ 6.2
Female 0 15.5+ 5.4 10.3+£ 9.0 3.7+ 4.8 7.0¢ 3.7
300 12.6 £ 5.7 6.2+ 4.0 52+ 4.3 5.7+ 3.9
Mean £+ S.D.
Significant difference from control group; ¥: P<0.05 ¥ P=<0.01

N: Non parametric analysis

Gi-1



9lL-1

~Pyo Center (ctq6} 10750 Page 1

Table 6. Hematology Exp. No. 4202 {115-120}
Week: 4
Sex Dose level No. of HGT HGB RBG ' nY MCH MCHC
(mg/kg) animals (%) (g/dL) (x10%/mn) (un?) (pg) (%)
Male 0 5 46.8 + 0.5 15.2 + 0.2 7.87 £ 0.12 59.4+ 1.1 18.3 ¢+ 0.4 325+ O.2N
30 5 47.0+ 1.3 15.4 + 0.4 7.86 £ 0.29 59.8+ 1.2 15.6 + 0.4 32.7 ¢+ 0.1
100 5 48.0+ 2.3 15.7 + 0.6 8.02 + 0.31 59.9+ 3.0 19.6 £+ 0.5 32.8+ 0.8
300 5 445+ 2.1 14.8+ 0.7 7.52 + 0.39 59.2+ 1.7 19.6 + 0.7 33.2+ 0.8
Femalie 0 5 44.5 ¢+ 1.2 15.0 + 0.4 7.82 + 0.26 57.0¢+ 1.3 19.2 + 0.3N 33.7+ 0.3
30 5 45.8 £+ 1.7 15.3 % 0.7 7.80 + 0.39 58.7+ 1.6 19.6 £+ 0.6 33.4+ 0.3
100 5 43.4 + 0.6 14.8 + 0.5 7.40 £ 0.26% 58.7+ 2.6 200+ 1.0 340+ 0.8
300 5 43.9+ 1.1 15.0 + 0.4 7.56 £ 0.22 58.1+ 0.7 19.8 + 0.2%* 341+ 0.6
Mean + 5.D.
Significant difference from control group; *: P=0.05 k: P=<0.01

N: Non parametric analysis
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Table 6.

-continued Hematology

Exp. No. 4202 (115-120)

Week: 4
Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
{mg/kg) animals {x10%/m?) (x10%/nn?) NEUT LYMPH MONO EOSN BASO Luc

Male 0 5 1221 £ 120 10,1+ 2.7 12+ 3 85 & 2N 2+ 1 1+ 1 0+ O 1+ 0
30 5 1210 £ 157 9.7+ 2.7 15+ 2 82+ 2 2: 1 1 0 0+ O 1+ 0
100 5 1319 + 159 1241 1.4 13+ 6 84+ 7 11 1 1+ 0 0+ O 1+ 0
300 5 1371 £ 340 14.2 £ 1.4% 17+ 8 79+ 8 2+ 0 i+ 0 0+ 0O 1T+ 0

Female 0 5 1231 + 145 7.3+ 2.0 Mt 3 86+ 3 2+ 1 1+ 0 0 0 1+ 0
30 5 1246 + 109 7.5+ 1.1 16+ 8 81+ 8 1+ 0 1+ 1 0+ O 0t 1
100 5 1290 + 157 6.3+ 2.5 18+ 4 80+ 5 1+ 1 1+ 1 0+ O 1 1
300 5 1378 + 124 7.3+ 2.3 16+ 4 81+ 5 2+ 1 1+ 0 0+ O 0+ 1

NEUT: Neutrophil  LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Basophil LUG: Large unstained cells

Mean £ S.D.

Significant difference from control group;

N: Non parametric anaiysis

1 P=0.05

¥k

P=0.01
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Table 6. -continued Hematology Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of NEUT LYMPH MONO EOSN BASO L.Unstained cell
{(mg/kg) animals (x107/mn?) (x10%/an?) {x10*/mn®) (x10%/m?) (x10°/mn?) (x10*/m?)
Male 0 5 1.1+ O0.2N 8.6+ 2.4 0.2+ 0.1 0.1+ O0.IN 0.0+ 0.0 0.t £+ 0.0
30 5 1.4 0.3 8.0+ 2.3 0.2+ 0.1 0.1+ 0.0 0.0+ 0.0 0.1+ 0.0
100 5 1.6+ 0.6 10.5+ 1.9 0.1+ 0.1 0.7+ 0.0 0.0 0.0 0.1+ 0.0
300 5 2.5+ 1.3% 1.1+ 1.0 0.3+ 0.1 0.1+ 0.1 0.0+ 0.0 0.1+ 0.1
Female 0 5 0.7+ 0.2 6.3+ 1.9 0.1+ O0.IN 0.1+ Q0.IN 0.0+ 0.0 0.1+ 0.1
30 5 1.2+ 0.6 6.1+ 1.0 0.1+ 0.0 0.1+ 0.0 0.0+ 0.0 0.0+ 0.1
100 5 1.1+ 0.6 5.0 2.0 0.1+ 0.1 0.7+ 0.0 0.0+ 0.0 0.1+ 0.1
300 5 1.1% 0.3 59z% 2.0 0.1+ 0.1 0.1+ 0.0 0.0+ 0.0 0.0+ 0.1
Mean + S.D.
Significant difference from control group; : P=0.05 ¥: P<(0.01

N: Non parametric analysis
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Table 6. -continued Hematology

Exp. No. 4202 (115-120)

Week: 4
Sex Dose level No. of Reticulocyte
(mg/kg) animals Yo
Male 0 5 25+ 6
30 5 24+ 5
i00 5 25+ 5
300 5 41 + 16%
Female 0 5 16+ 4
30 5 21+ 5
100 5 19+ 8
300 5 221+ 6
Mean + S.D.

Significant difference from control group;
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Tabie 6. -continued Hematology Exp. No. 4202 (115-120)

Week: 4

Sex Dose level No. of Anisocytosis Polychromatosis echinocyte

{mg/kag) animals - #/- 1+ 2+ 3+ <4/ 1+ 2+ 3+ Y

Male 0 5 4 1 5 20.5 + 15.7N
30 5 5 5 221+ 7.4
100 5 4 5 39.5+ 28.8
300 5 i 4 1 9.3+ 5.7¢

Female 0 5 5 5 20.2 £+ 16.4
30 5 5 5 22.3+ 16.3
100 5 4 1 5 54.3 + 41.4
300 5 2 2 5 50.4 + 24.3

g?gni#igégi difference from control group; ¥, P=0.05 ¥ P=0.07

N: Non parametric analysis

1
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Table 6. -continued Hematology Exp. No. 4202 (115-120)
Week: 6
Sex Dose levei No. of HCT HGB RBG HCv MCH MCHC
{mg/kg) animals (%) {g/dL) (x10°/m?) () {pg) (%)
Male 0 5 45.6 £ 2.3 15.6 £ 0.5 8.08 + 0.43 56.4+ 1.2 13.4 + 0.6 34.3+ 0.7
300 5 4.1+ 1.1 15.2+ 0.4 7.83 £ 0.42 56.3x 2.1 13.4 £ 0.6 34.4¢ 0.5
Female 0 5 42.3 £ 0.9 15.2+ 0.5 7.68 £ 0.39 55.1+ 2.1 19.8 + 0.6 3.0+ 1.0
300 5 42.9 £ 1.1 15.1 + 0.4 7.51 £ 0.31 57.1+ 1.0% 20.1 ¢+ 0.5 35.1+ 0.4%
Mean + S.D.
Significant difference from control group; ¥: P=0.05 *¥: P<0.01
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Table 6. -continued Hematology Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
(mg/kg) animals (x10/m?) (x10%/m?) NEUT LYMPH MONO EOSN BASO LUcC

Male 0 5 1026 + 28N 12.2+ 2.8 8+ IN 89+ 1IN 21 1 1+ 0 0+ 0 1+ 0

300 5 1237 + 107%¢ 11,7+ 1.7 13+ 3¢ 84 & 4% 2+ 1 1T+ 0 0+ 0 1+ 1
Female 0 5 1135+ 55 8.5+ 2.4 12+ 3 84 + 3 2+ 1 1+ 1 0+ O 1+ 0O

300 5 1182 + 57 9.0+ 2.8 13+ 6 83+ 6 2+ 0O 1+ 1 0 0 1+ 0

5EUT: Ngutrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUG: Large unstained cells
ean + S.D.

Significant difference from control group; ¥; P<0.05 *x: p=(,01
N: Non parametric analysis
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Table 6. ~continued Hematology Exp. No. 4202 {115-120)
Week: 6
Sex Dose level No. of NEUT LYMPH MONO EOSN BASO L.Unstained cell
{mg/kg) animals (x10% /) (x103/mm?) (x10%/mn3) (x10%/m°) (x10°/m?) (x10°/m?)
Male 0 5 1.0+ 0.2 10,9+ 2.4 0.2+ 0.1 0.1+ O0.0N 0.0+ 0.0 0.1+ 0.0
300 5 1.5+ 0.5% 9.8+ 1.4 0.2+ 0.1 0.1+ 0.0 0.0+ 0.0 0.1+ 0.1
Femalie 0 5 1.1+ 0.5 7.1+ 2.0 0.1+ 0 0.1+ 0.0 0.0+ 0.0 0.1+ 0.0
300 5 1.2+ 0.6 7.5 2.6 0.1+ 0.1 0.1+ 0.0 0.0+ 0.0 0.1+ 0.0
Mean + S.D.

Significant difference from control group;
N: Non parameiric analysis

¥: P<0.05 ¥%: P=0.01
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Table 6. -continued Hematology Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Reticulocyte
{mog/kg) animals %o

Male 0 5 22+ 5

300 5 36 £ 7%
Female 0 5 19+ 2

300 5 32+ 6%

Mean + S.D.

Significant difference from

control group;

¥

P=0.05

¥k

P=0.01
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Table 6. ~continued Hematology

Exp. No. 4202 {115-120)

Week: 6
Sex Dose level No. of Anisocytosis Polychromatosis echinocyte
(mg/kg) animals - #/- 1+ 2+ 34 = af- 1+ 2+ 3+ (%)
Hale 0 5 5 5 6.6+ 4.5M
300 5 3 2 5 34.6 £ 14.7%+
Female 0 5 5 5 20.9 + 25.4
300 5 2 3 40.9 ¢+ 20.0
Mean + §.D.
Significant difference from contro! group; ¥ P=0.05 % P<0.01

N: Non parametric analysis
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Table 7. Coagulation Exp. No. 4202 (115-120)

Week: 4

A Bl e A R

Mate 0 5 14.1+£ 0.8 26.8 £ 1.1N 212+ 16
30 5 15.0+ 1.9 27.7+ 2.0 238 + 44
100 5 14.7 £ 0.6 26.7 £ 2.6 222 + 22
300 5 13.9+£ 1.2 27.9+ 5.1 240 £ 30

Female 0 5 4.3+ 0.7 22.7 + 2.5N 176 + 4N
30 5 14.2 £ 0.5 23.0+ 0.7 191 + 31
100 5 14.5 £ 1.1 22.0+ 0.8 175 + 28
300 5 14.2 £ 0.7 21.8¢ 1.1 162 £ 14

g?ggi#igégf difference from control group; ¥: P<0.05 ¥, P<0.01

N: Non parametric analysis
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Table 7. -continued Coagulation
Week: 6

Exp. No. 4202 (115-120)

Sex Dgse level No. of PT APTT Fibrino?en
ng/kg animals (sec.) {sec.) (mg/dL
Male 0 5 15.0 £ 0.3 27.0+£ 0.9 197+ 17
300 5 14.7 £ 0.6 27.8+ 1.6 190 £+ 10
Female 0 5 14.5 ¢ 0.2 23.4 £ 1.3 157+ 9
300 5 14.5% 0.3 22,2+ 0.9 154+ 9
Mean + §.D.
Significant difference from control group; ¥: P<0.05 ¥ P<0.01
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Table 8. Blood chemistry Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of Glucose T.cholesteral Triglyceride
{mg/ka) animals (mg/dL} (mg/dL) (gg/dL)
Male 0 5 133+ 9 50 + 10N 27.5+ 4.7
30 5 144 + 20 51+ 2 6.0+ 7.3
100 5 127 + 11 53¢ 7 35.8+ 9.8
300 5 128 + 15 71 ¢+ 16+ 37.7 £ 16.0
Female 0 5 126 + 6 53 + 18 13.5+ 5.8K
30 5 134 + 17 58 + 10 22.1 £ 21,5
100 5 120 £ 20 63 £ 10 15.2 £ 11.8
300 5 118 + 17 72 + 10% 13.9+ 3.0
Mean £ $.D.

Significant difference from control group;
N: Non parametric analysis

¥:

P=0.05 #k: P=0.01
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Table 8. -continued Blood chemistry Exp. No. 4202 (115-120)

Week: 4

Sex Dose level No. of 8UN Creatinine T.hitirubin T.protein Albumin

(mg/kg animals (mg/dL) {mg/dL) (mg/dL) (g/dL (g/dL)

Male 0 5 3.3+ 1.4 0.23 + 0.03 0.03 + 0.00 5.73 £ 0.13 3.45 ¢ 0.06
30 5 11.0¢+ 1.5 0.22 £ 0.02 0.04 + 0.01 5.62 + 0.15 3.37 + 0.07
100 5 M.41 1.1# 0.21 £ 0.02 0.03 £ 0.00 5.53+ 0.14 3.37 £ 0.08
300 5 0.7 1.6 0.23 1+ 0.03 0.05 + 0.02 5.29 + 0.14% 3.18 + 0.08*¢

Female 0 5 4.3+ 1.3 0.28 + 0.02 0.03 + 0.01 5.62 + 0.32 3.47 £ 0.25
30 5 13.5+ 2.2 0.23+ 0.04 0.03 + 0.02 5.68 + 0.24 3.581+0.16
100 5 14.8+ 3.3 0.31 £ 0.05 0.04 £ 0.01 5.78 + 0.22 3.63+ 0.16
300 5 i6.5+ 2.1 0.29 £ 0.05 0.04 + 0.01 5.59 + 0.09 3.52+ 0.13

g?ggii{éigégi difference from control group; ¥ Pé0.0S- ¥#: P=0.01
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Tabie 8. -continued Blood chemistry Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of Sodium Potassium Ghioride Calcium | .phosphorus
(mg/kg) animals {mmo!/L) (mmol /L) mmot /L) (mg/dL) {mg/dL)
Male 0 5 142.2+ 1.1 4.53+ 0.21 106.3 + 0.6 9.86 + 0.36 8.10 £+ 0.40
30 5 141.6 £ 1.1 4.63 ¢+ 0.15 106.3 £ 1.4 9.72 + 0.24 8.07 + 0.18
100 5 142.1 ¢ 1.2 4.68 + 0.51 107.2 £ 1.7 9.79 + 0.18 8.12 + 0.50
300 5 141.9+ 0.7 4.75 + 0.41 106.9 + 1.2 9.74 + 0.22 8.47 + 0.23
Female 0 5 141.6 + 0.8 4.58 + 0.27 109.3 £ 1.3 9.69 + 0.25N 6.11 £ 0.63
30 5 140.9 + 0.5 4.26 + 0.23 107.7 £ 2.2 9.77 + 0.04 5.98 + 0.65
100 5 141.5 + 0.8 4,47+ 0.23 108.9 + 1.0 9.89 + 0.29 6.64 + 0.66
300 5 141.9¢+ 1.0 4.25+ 0.24 109.1 + 1.6 9.78 £ 0.12 6.34 + 1.05
Mean + §S.D.
Significant difference from control group; ¥: P=0.05 **: P=<0.01

N: Non parametric analysis
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Table 8. ~continved Blood chemistry Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of AST ALT ALP Gamma-GTP P.cholinesterase
{mg/kg) animals (u/L) (u/L) (u/L) (u/L) (u/L)
Male 0 5 81 + 12 26t 2 724 + 226 0.5+ 0.1N 51 % 4
30 5 79+ 10 25+ 1 747 + 85 0.5+ 0.1 50 13
100 5 76+ 9 31+ 2% 775 £ 191 0.5z 0.1 43 ¢ 9
300 5 84 + 8 33 & 4%+ 735 + 105 0.6+ 0.3 65+ 16
Female 0 5 73+ 8 20+ 2 482 + 146 0.7+ 0.2 223 + 68
30 5 63+ 10 21+ 4 470 + 83 0.5+ 0.2 333+ 60¢
100 5 81+ 19 24+ 4 500 + 109 0.6 + 0.1 306 + 46
300 5 74t 6 24+ 3 430 + 56 0.5+ 0.2 228 + 65
Mean + S§.D.
Significant difference from control group; *: P<0.05 % P=0.07

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Glucose T.cholesterol Triglyceride
{mg/kg) animals (mg/dL) {mg/dL) (mg/dL)
Male 0 5 160 £ 10 47 + 8 36.3 + 14.6
300 5 150 £ 10 45+ 6 28.1 £ 12.1
Female 0 5 129 + 18 69 ¢t 16 20.3 £ 10.3
300 5 126 + 14 63+ 7 14.8+ 8.4
Mean + S.D.
Significant difference from control group; : P=0.05 ¥4



eg-1

Table 8.

-continued Blood chemistry

Exp. No. 4202 (115-120)

Week: 6
Sex Dose level No. of BUN Creatinjne T.bilirubin T.protein Albumin
mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (g/dL (g/di)
Male 0 5 13.5¢ 1.6 0.23 + 0.02 0.05 + 0.02 5.69 + 0.12 3.35 £ 0.15
300 5 129+ 1.9 0.24 + 0.03 0.06 + 0.01% 5.63 + 0.23 3.31 1+ 0.14
Female 0 5 16.8+ 3.4 0.28 + 0.02 0.08 + 0.04N 5.90 £ 0.17 3.66 £ 0.15
300 5 149+ 1.3 0.29 + 0.04 0.06 £ 0.01 5.79 + 0.14 3.48 + 0.14%
Mean + S.D.
Significant difference from control group; *¥: P=0.05 ¥%: P=0.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Sodium Potassium Chloride Galcium 1.phosphorus
(mg/kg) animals (mmo1/L) (mmol/L) (mmol /L) (mg/dL) {(mg/dL)
Male 0 5 144.2 £ 1.0 4.55 + 0.22 106.8 + 0.7 9.84 £ 0.31 7.58 £ 0.35
300 5 144.3 £ 0.7 4.54 + 0.34 107.1 £ 1.7 9.49 £+ 0.14% 7.30 £ 0.30
Female 0 5 143.5+ 2.0 4.77 + 0.49 107.8 £ 1.6 9.74 + 0.16 6.03 £ 0.74
300 5 143.5 + 0.8 4.50 + 0.43 110.7 + 2.8% 9.55 + 0.189 5.83 £ 0.75
Mean + S.D.
Significant difference from control group; ¥: P=0.05 ¥+ P=0.01
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Tabie 8. ~continued Blood chemistry Exp. No. 4202 {115-120)
Week: 6
Sex Dgse level No. of AST ALT ALP Gamma-GTP P.cholinesterase
{mg/kg) animals (u/L) (u/L) (u/L) (u/L) {u/L)
Male 0 5 74+ 7 28 4 645 £ 147 0.4+ 0.1 59+ 24
300 5 81+ 3% 33+ 3¢ 522 + 50 0.3+ 0.1 43+ 12
Female 0 72 ¢+ 20 24 + 5N 280 + 35 0.6 £ 0.1 387 + 108
300 821+ 17 30+ 15 396 + 82%# 0.6+ 0.1 340 £+ 192
Mean + §.D.
Significant difference from control group; : P=0.05 ¥¥:

N: Non parametric analysis
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Table 9, Electrophoresis Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma A/G
mg/kg animals (%) (%) (%) (%) (%)
Male it 5 48.3 ¢+ 5.2 22.8+ 2.3 9.2+ 1.4 16.4 + 1.8 3.3+ 0.7 0.95+ 0.18
30 5 47.6 ¢+ 5.1 21.9+ 2.6 9.5+ 0.8 17.4 £ 2.5 3.5+ 0.9 0.92 + 0.19
100 5 50.0 + 2.5 21,6+ 1.2 9.1+ 0.7 16.0 £ 0.7 3.3 0.3 1.00 £ 0.10
300 5 43.7 + 2.5 20.1 1 2.2 9.6 £+ 0.5 16.7 £ 0.8 3.9+ 0.4 0.99 £+ 0.09
Female 0 5 54.0+ 0.8 19.2 + 0.9 7.9+ 0.3 14.6 £ 0.9 4.4+ 0.9 1.17 + 0.04
30 5 55.4+ 1.5 18.1 ¢+ 1.2 8.4+ 0.9 14.5 + 0.5 3.7+ 0.5 1.24 £ 0.08
100 5 55.9+ 1.6 17.6 + 0.6 8.1+ 0.8 13.7+ 0.7 4.6+ 1.0 1.27 £ 0.08
300 5 56.9 %+ 2.1¢% 15.9 = 1.5%¢ 7.5+ 0.8 14.71 0.4 5.0+ 0.7 1.32 £ 0.11%
Mean + S.0,
Significant difference from control group; ¥ P=0.05 ¥ P<0.01
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Table 9. -continued Electrophoresis Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma A/G
{mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 43.4 + 1.8 220+ 1.2 8.8+ 0.4 16.1 £ 0.7 3.6+ 0.4 0.98 + 0.07
300 5 49.7+ 1.6 20.2 x 1.7% 8.6 £+ 0.5 17.2 & 0.5%+ 4.4+ 1.0 0.99 + 0.07
Female 0 5 53.9+ 2.0 16.9+ 1.9 8.7+ 0.6 14.9+ 1.1 5.6+ 1.0 1.17 £ 0.10
300 5 54.2+ 1.8 16.7 + 2.2 8.7+ 1.0 15.3+ 0.4 5.2+ 1.0 1.18 + 0.08
Mean £ S.D.
Significant difference from control group; ¥: P<0.05 ¥%: P<0.01
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Table 10. Urinalysis Exp. No. 4202 (115-120)
Week: 4
Sex Dc(;;g/lllcgi/el 22 | mgfs V%E?e Specific gravity
Male 0 5 9+ 2N 1.071 £ 0.012

30 5 14+ 9 1.048 + 0.031

100 5 8+ 3 1.070 + 0.019

300 5 9+ 2 1.077 £ 0.0N
Female 0 5 9+ 4 1.058 + 0.011

30 5 10+ 6 1.064 + 0,023

100 5 9+ 4 1.065 + 0.015

300 5 9+ 3 1.064 + 0.021

g?ggiﬁigégi difference from controi group; ¥: P=0.05 ¥*: P=<0.01

N: Non parametric analysis
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Tabie 10. -continued Urinalysis

Exp. No. 4202 (115-120)

Week: 4
Sex Dose level No. of Color pH Occult Blood
{mg/kg animals 123 4567 8 3101 55566.577.58 8.5 =9 - /-1 2+ 3

Male 0 5 3 2 5 4 1

30 5 4 1 1 4 4 1

100 5 4 1 1 1 1 2 5

300 5 3 2 1 31 3 1 1
Female o 5 4 1 12 11 5

30 5 3 2 1 2 2 4 1

100 5 3 2 1 4 3 2

300 5 2 3 T 13 3 01 1

Golor : 1= Colorless, 2= Sti
8= Brown-black S= Mi

7

ht yeilow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,'

ky white,

10= Fluorescent green, 11 Blue.
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Table 10. -continued Urinalysis Exp. No. 4202 (115-120)

Week: 4

Sex Dose level No. of Ketones Glucose (g/dL) Protein(mg/dL)

(mg/kg) animals S tf- 14 2+ 3+ 4s 08,9 %6 25 0.5 =1.0 2t -"30 00 =300

Male 0 5 1 4 5 1T 3 1
30 5 1 4 5 T 2 2
100 5 2 3 5 2 2 1
300 5 1 3 1 k) 2 3 2

Female 0 5 1T 2 2 5 2 1 2
30 5 3 2 3 2 1 4
100 5 1 4 5 1 4
300 5 5 4 1 1 4
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Table 10.
Week: 4

-continued Urinalysis

Exp. No. 4202 (115-120)

Sex Dose level
(mg/kg)

No. of
animais

Bilirubin
- 1+

24

3+

Male 0
30
100
300

[2 B2 & RS |

— e ) =

Female 0
30
100
300

g gno;mown

- N NN

E S PSS FS R =]

(22 BN S S ) B & 4]
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Table 10. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. K. threads others
{mg/kg) animals -1 24734 -1+ ¥+ 3+ - 14 2+ 3+ - 4 - % - t -+
Male 0 5 5 5 5 5 5 3 2 1 4
30 5 5 5 5 5 5 4 1 4 1
100 5 5 5 5 5 5 4 1 5
300 5 5 5 5 5 5 5 4
Female 0 5 5 5 5 5 5 5 1 4
30 5 5 5 5 5 5 5 1 4
100 5 5 5 5 5 5 5 1 4
300 5 5 5 5 5 5 5 2 3

others : Crystalis
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Table 10. -continued Urinalysis Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Valume Specific gravity
ng/kg animals {mL
Male 0 5 18+ 4 1.054 + 0.005N
300 5 20+ 5 1.043 £ 0.018
Female ¢ 5 10+ 4 1.061 + 0.014
300 5 17+ 10 1.053 + 0.015
Mean £ S.D.
Significant difference from control group; ¥: P=0.05 *+: P<0.01

N: Non parametric analysis
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Table 10.  -continued Urinalysis ' Exp. No. 4202 (115-120)
Veek: &
Sex Dose level No. of Calor pH Occult Blood
{ma/kg) animals 12 3 456 7 8 910n 55566.577.588.5=9 - +/- 1+ 2+ 3+

Male 0 5 5 1 4 5

300 5 5 1 4 5
Female 1) 5 5 1 31 2 3

300 5 5 1T 11 2 4 1

Color : 1= Golorless, 2= Sli?ht yellow, 3= Ye!low-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluorescent green, 1= Blue.
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Table 10. -continued Urinalysis

Exp. No. 4202 (115-120)

Glucose(?/d
- 0. 0.25 0.5 =1.0

/dL)
0 100 =300

Week: 6
Sex Dose level No. of Ketones
mg/Kg animals - /-1 2% 3+ 4s
Male 0 5 2 3
300 5 1 1 3
Female 0 5 5
300 5 4 1
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Table 10. -continued Urinalysis Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
(ng/kg) animals - 1+ 24 34 0.11.02.04.08.0 =12

Male 0 5 3

300 5 4 1 4 1
Female 0 5 3 2 1 4

300 5 4 1 4 1
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Table 10. ~continued Urinalysis : Microscopic examination of sediment Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Erythrocytes Leukocytes Epith. Gells Casts Fat glob. M. threads others
(mg/kg) animals Sl 24734 -1+ 2+ 3+ -1+ 24 34+ -+ -4 - 4 - 4
Male 0 5 5 5 5 5 5 5
300 5 5 5 5 5 1
Female 0 5 5 5 5 5 5 5
300 5 5 5 5 5 5 1 4
others : Crystals
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Table 11. Organ weight Exp. No. 4202 (115-120)
Week: 4
Sex Dose fevel No. of Body wejght Brain Heart Lungs Liver
{mg/kg) animals (g) {g) (g) (g) (g)
Male 0 5 341 + 30 2,07+ 0.05 .11+ 0.1 1.28+ 0.12 9.86+ 1.24
30 S 333+ 34 2.05+ 0.05 1.08 + 0.13 1.32+ 0.19 10.08 £+ 1.23
100 5 312 £ 13 212+ 0.12 1.07 £+ 0.06 1.37 £ 0.25 9.60 + 0.56
300 5 323+ 20 2,08+ 0.09 1.09+ 0.1 1.31 &+ 0.10 9.81 ¢+ 0.74
Female 0 5 211 = 8 1.96 + 0.08 0.73 £+ 0.06 0.97 + 0.07 6.10 + 0.53
30 5 213+ 14 1.94 + 0.06 0.75 + 0.05 1.10+ 0.18 6.38+ 0.26
100 5 216 + 28 1.80 ¢+ 0.1 0.72 £+ 0,13 1.04 £ 0.16 6.58+ 1.04
300 5 205 £ 21 1.86 + 0.09 0.72 ¢+ 0.10 1.01 £ 0.10 6.33+ 0.67
Mean £ S.D.
Significant difference from control group; *¥: P=0.05 ¥ P=0.01
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Table 17. -centinued Organ weight Exp. No. 4202 (115-120)
Week: 4
Sex bose level No. of Kidneys Spleen Adrenals Testes Ovaries
{mg/%g) animais (gy (g mg (g) (mg)
Male 0 5 2.53+ 0.29 0.6+ 0.09 51+ 4 3.08+ 0.35
30 5 2.60+ 0.18 0.54 + 0.13 51+ 6 2.84x 0.15
100 5 2.53+ 0.08 0.61+ 0.09 48 + 5 2.99% 0.10
300 5 2,62 0.27 0.65+ 0.15 50+ 7 2.93+ 0.22
Female 0 5 1.68+ 0.13 0.47+ 0.04 65+ 1 86+ 15
30 5 1.77 + 0.18 0.44 + 0.08 55+ 4 80+ 14
100 5 1.68 ¢+ 0.10 0.46 + 0.04 62+ 4 78+ 14
300 5 1.76 £ 0.23 0.42+ 0.04 60 £ 10 71+ 10
’é‘?g:iif:igé?»i difference from control group; : P<0.05 ¥¥: P<0.0?
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Table 11. -continued Organ weight Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of Thymus Epididymjdes
mg/kg) animals (mg) (mg)
Male 0 5 548 + 134 660 + 49
30 5 503 + 148 663 + 68
100 5 480 + 145 681 + 41
300 5 523 ¢+ 73 621 + 41
Female 0 5 453 + 112
30 5 495 + 140
100 5 441 + 176
300 5 417 + 88
Mean + S§.D.
Significant difference from contral group; ¥: P=0.05 ¥¥: P=<0.01



Table 11. -continued Organ weight
Week: 6

Exp. No. 4202 (115-120)

Sex Dose level No. of Body wejght Brain Heart Lungs Liver
(mg/kg animals (g) (9) (9) (@) {g)
Male 0 5 385+ 35 2.14+ 0.04 1.20 + 0.08 1.37+ 0.04 10.96 + 1.55N
300 5 357 £ 18 2.18+ 0.08 110+ 0.1 1.32+ 0.06 9.84 + 0.47
Female 0 5 242 + 20 2.05+ 0.09N 0.81 + 0.09 1.01 £+ 0.08 6.52+ 0.83
300 5 229 + 22 2.02+ 0.03 0.78 £+ 0.04 1.10 £+ 0.09 6.42+ 0.78
Mean £ §.D.
Significant difference from control group; ¥: P=<0.05 *+: P<0.01

N: Non parametric analysis
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Table 11. -continued Organ weight Exp. No. 4202 (115-120)
Week: 6
Sex Dgse level No. of Kidneys Spleen Adrenals Testes Ovaries
(mg/kg) animals (g (g) mg (g) {mg)
Male 0 5 2.77+ 0.21 0.60 + 0.06 54+ 4 2.97 + 0.22
300 5 2.63+ 0.21 0.75+ 0.11% 57+ 8 2.99+ 0.13
Female 0 5 1.84 + 0.29 0.47 + 0.06 M+ 9 80+ 10
300 5 1.77 £ 0.18 0.53+ 0.12 M+ 16 83+ 15
Mean £ §.D.
Significant difference from control group; ¥ P=0.05 ¥ P=0.0]
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Table 11. -continued Organ weight Exp. No. 4202 (115-120)
Week: 6
Sex Dose 1evel No. of Thymus Epididymjdes
(mg/kg) animals (mg) (mg)

Male 0 5 411+ 65 906 + 45

300 5 382+ 90 952 £ 42
Female 0 5 330+ 51

300 5 316+ 70

Mean + S$.D.

Significant difference from contro! group; ¥: P<0.05 ¥¥:

P=0.01
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Table 12. Organ weight per body weight Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of Body wejight Brai Heart Lungs Liver
{mg/kg) animals (g) (% (% (%) (%)
Maie 0 5 341 £+ 30 0.612 £ 0.055 0.324 + 0.009 0.375 + 0.021 2.884 + 0.141
30 5 333 ¢ 34 0.620 + 0.052 0.324 + 0.017 0.396 + 0.027 3.026 £ 0.211
100 5 312 £ 13 0.679 £ 0.021* 0.344 + 0.016 0.437 + 0.067¢ 3.076 £ 0.105
300 5 323 ¢+ 20 0.645 + 0.039 0.337 £ 0.022 0.406 + 04.030 3.034 £ 0173
Female 0 5 211+ 8 0.929 + 0.013N 0.344 + 0.019 0.461 £ 0.023N 2.892 + 0.176N
30 5 213 + 14 0.914 £ 0.039 0.353 + 0.015 0.520 + 0.111 3.017 + 0.285
100 5 216 + 28 0.886 t 0.079 0.333 £ 0.018 0.483 + 0.040 3.035 + 0.154
300 5 205 + 21 0.910 + 0.068 0.351 + 0.026 0.492 + 0.037 3.085 + 0.052
Mean &+ S.D.
Significant difference from control group; ¥; PX0.05 ¥*: P<0.01

N: Non parametric analysis
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Table 12.

-continued Organ weight per body weight

Exp. No. 4202 (115-120)

Week: 4
Sex Dose level No. of Kidneys Spleen Adrenals Testes Ovaries
(mg/kg) animals (%Y (%) (%) (%) (%)
MHale 0 5 0.739 + 0.041 0.177 £ 0.016 0.015 + 0.001 0.912 + 0.152
30 5 0.784 + 0.048 0.160 + 0.026 0.015 + 0.001 0.858 + 0.082
100 5 0.812 £+ 0.035* 0.195 + 0.024 0.016 + 0.002 0.959 + 0.051
300 5 0.810 + 0.048% 0.200 £+ 0.034 0.016 + 0.003 0.911 £ 0.111
Female 0 5 0.794 £ 0.039 0.225 £ 0.020 0.031 + 0.005 0.041 £ 0.007
30 5 0.835 + 0.079 0.208 + 0.036 0.026 + 0.003 0.037 + 0.005
100 5 0.783 £ 0.067 0.216 £ 0.017 0.028 + 0.004 0.036 + 0.003
300 5 0.859 + 0.057 0.205 £ 0.018 0.029 + 0.004 0.035 &£ 0.004
Mean + S.D.
Significant difference from control group; ¥ P=0.05 ¥ P=0.01
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Table 12. Qcontinued Organ weight per body weight Exp. No. 4202 (115-120)
Week: 4
Sex Dose level No. of Thymus Epididymides
(mg/kg) animals (%) (%)
Male 0 5 0.160 £ 0.031 0.195 + 0.022
30 5 0.149 £ 0.030 0.200 + 0.019
100 5 0.154 + 0.046 0.219 + 0.017
300 5 0.162 £+ 0.021 0.193 + 0.017
Female 0 5 0.214 + 0.049
30 5 0.231 + 0.099
100 5 0.198 + 0.058
300 5 0.202 + 0.026
Mean £ S.D.
Significant difference from contrel group; ¥: Px0.05 % P<0.01



Table 12. -continued Organ weight per body weight Exp. No. 4202 (115-120)
Week: 6
Sex Dase level No. of Body wejght Brain Heart Lungs Liver
{mg/kg animals (g) % (%) (%) (%)
Male 0 5 385 x 35 0.560 £ 0.051 0.314 + 0.026 0.359 + 0.027 2.843 + 0.263
300 5 357 £ 19 0.612 £+ 0.048 0.307 £ 0.020 0.371 £ 0.032 2.759 + 0.118
Female 0 5 242 + 20 0.851 + 0.049 0.334 + 0.018 0.417 £ 0.031 2.692 + 0.206
300 5 229 + 22 0.888 + 0.078 0.340 + 0.022 0.482 + 0.016%* 2.796  0.200
Mean £ S.D.

Significant difference from control group;

LG-]

¥

P=0.05 ¥*: P=0.01
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Table 12. -gontinued Organ weight per body weight Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Kidneys Spleen Adrenals Testes Ovaries
tng/kg) . animals i %) it %) (%)
Male 0 5 0.723 + 0.057 0.156 £ 0.015 0.014 £ 0.001N 0.776 + 0.078
300 5 0.737 £ 0.037 0.211 + 0.035%¢ 0.016 £ 0.002 0.839 + 0.043
Female 0 5 0.757 + 0.064 0.196 £ 0.019 0.029 + 0.00%s 0.033 £ 0,003
300 5 0.772 + 0.049 0.228 + 0,034 0.031 + 0.004 0.036 = 0.006
Mean + S.D.
Significant difference from control group; ¥: P=0.05 *r: P<0.01

N: Non parametric analysis
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Table 12. -continued Organ weight per body weight Exp. No. 4202 (115-120)
Week: 6
Sex Dose level No. of Thymus Epidid%mides
{mg/kg) animals % (%)

Male 0 5 0.107 £ 0.011 0.237 £+ 0.028

300 5 0.107 £ 0.022 0.267 + 0.018%
Female 0 5 0.138 £ 0.030

300 5 0.138 + 0.028

Mean £ S.D.

Significant difference from control group;

¥

: P=0.05

**:

P=0.01
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Table 13. Summary of gross findings with statistical analysis ( 4 Weeks experiment ) Exp. No. 4202 (115-120)
Male animals Female animals
Dose level { mg/kg } Am Bm Cm Dm Af Cf Dt
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ___ Findings
HEMATOPOIETIC SYSTEM
spleen nodule 1 0 0 0 0 0 0 0
RESPIRATORY SYSTEM
lung brown 0 0 0 0 0 i o 0
DIGESTIVE SYSTEM
stomach red patch/zone 0 0 0 0 0 0 0 1
thicE 0 0 0 5%% 0 0 0 5%+
small intestine
diverticulum 0 1 0 0 0 0 0 0
thick 0 0 G 4% 0 0 0 0
liver ma!formative nodule 1 0 0 0 0 0 0 0
URINARY SYSTEM
kidney dilated pelvis 0 1 0 0 0 0 0 0
scarred 0 0 0 0 0 0 0 1
REPRODUGCTIVE SYSTEM
uterus dilated lumen - - - - ¢ 1 0 1
Am: O Bm: 30 Cm: 100 Dm: 300
Af: 0 Bf: 30 Gf: 100 Df: 300

Significant difference from control group; *

: P = 0.05 ¥ . P = 0.01
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Table 13. -continued Summary of gross findings with statistical analysis

6 Weeks experiment )

Exp. No. 4202 (115-120)

Male animals

Female animals

Dose level ( mg/kg ) An Bm Cm Dm Af Bf Cf Df
No. of animals necropsied 5 0 0 5 5 0 0 5
Organ Findings
REPRODUGTIVE SYSTEM
uterus dilated lumen - - - - 1 - - 2
Am: 0O Bm: 30 Cm: 100 Dm: 300
Af: O Cf: 100

Bf: 30 Df: 300
Significant difference from control group; * : P = 0.05 #* . P 5 0.01
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Tablie 14.
4 Weeks experiment

Summary of histological findings with statistical analysis

Ar

o Center

{(aB2c) 11193

Page

Exp. No. 4202 (115-120)

1

Dose level { mg/kg )
No. of animals necropsied
Organ Findings

Male animals

Am
5

Bm

5

Af

5

Female animals
Bf

5

HEMATOPOIETIGC SYSTEM
spleen
deposit, pigment
fibrosis

RESP{RATORY SYSTEM

tung
edema
deciliation
accumulation of macrophage
bronchopneumonia
ceiltular infiltration
inflammatory infiltration
osseous metaplasia
regeneration

trachea
deciliation
cellular infiltration
regeneration

DIGESTIVE SYSTEM

stomach
edema
dilated gland
ergsion, glandular stomach
cellular infiltration
parakeratosis
squamous hyperplasia

large intestine
edema

fiver
fatty change
cellular infiltration, lymphocyte
microgranuloma
hematopoiesis, extramedullary
hepatodiaphragmatic nodule
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Am: O Bm: 30 Cm: 100
Af: O Bf: 30 Cf: 100
Significant difference from contro! group; ¥

:P=0.05

Dm: 300
Df: 300
P =0.01
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Table 14, -continued Summgr% of histological findings with statistical analysis
e

eks experiment

Exp. No.

4202 {115-120)

Male animals

Femaie animals
Bf

Dose level ( mg/kg ) Am Bm Cm Dm Af Cf Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
URINARY SYSTEM
kidney
basophilic tubules 5 5 3 5 2 - - 4
cast, hyaline 1 0 1 0 0 - - 0
eosinophilic body 0 2 1 1 0 - - 0
mineralization 1 0 0 0 0 - - 0
cellular infiltration, lymphocyte 0 1 1 1 0 - - 0
dilatation, renal pelvis 0 2 0 0 0 - - 0
fibrosis, scar 1 0 1 0 1 - - 0
REPRODUGTIVE SYSTEM
uterus
angiectasis - - - 0 0 0 1
dilatation, lumen - - 0 4% 0 1
Am: 0 Bm: 30 Gm: 100 Dm: 300
Af: O Bf: 30 Gf: 100 Df: 300

Significant difference from control group; * : P = 0.05 ¥ P =S 0.07
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Table 14. -continued Summary of histological findings with statistical analysis Exp. No. 4202 (115-120)
(6 Weeks experiment

Male animals Female animals
Dose level ( mg/kg ) Am Bm Gm Dm Af Bf Cf Df
No. of animals necropsied 5 0 0 5 5 0 0 5
Organ_ Findings
HEMATOPOIETIG SYSTEM
spleen
deposit, pigment 0 - - 3 4 - - 5
RESPIRATORY SYSTEM
fung
accumuiation of macrophage p - 1 0 - - 0
osseous metaplasia 0 - 0 1 - - 0
DIGESTIVE SYSTEM
stomach
edema 2 0 1 1
dilated gland 1 2 1 3
liver
fatty change 3 i 0 - 1
microgranuloma 3 4 3 4
Am: O Bm: 30 Gm: 100 Dm: 300
Af: O Bf: 30 Cf: 100 Df: 300
Significant difference from control group; * : P = 0.05 ¥t P < 0.01
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Table 15. Summary of histological findings { 4 Weeks experiment ) Exp. No. 4202 (115-120}

Sex: Male
Dose level ( mg/kg ) 0 30 100 300
No. of animals in?tially in study 5 5 5 3
No. oF animals examined nistologica! 2 2 2 2
o. of animals examine istologically
Organ ___  Findings J 1 2 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIG SYSTEM
spleen ( 5) (5) (5) ( 5)
fibrosis 100 0 00 0 00 0 0 0
RESPTRATORY SYSTEM
lung (5) ( 5) (5) ( 5)
edema 0 ¢ @ G ¢ 0 000 010
deciliation 0 00 0 00 300 3 00
accumulation of macrophage 1 0 0© 300 3 0 0 1 00
branchopneumonia 0 00 0 0 0 0 0 0O 1 0 0
inflammatory infiltration 0 00 0 0 0 0 0 ¢ 2 00
regeneration 0 00 000 300 300
trachea ( 5) (5) (%) ( 5)
deciliation 0 00 1 00 3 00 3 00
regeneration c 00 100 3 00 3 00
DIGESTIVE SYSTEM
stomach (5) {5) (5) (5)
edema 0 ¢ ¢ 0 0 0 0 0 0 1 00
difated gland 0 Q0 0 1 0 0 0 0 0 1 0 0
erosion, glandular stomach 0 0 0 00 0 0 00 1 00
cellfular infiltration ¢ 00 000 0 0 0 100
Tiver (5 (5) ( 5) ( 5)
fatty change 300 3 00 1 0 0 0 0 0
cellular infiltration, lymphocyte 1 0 0 0 00 2 00 2 0 0
microgranu!oma 100 1 0 0 1. 00 2 00
hematopoiesis, extramedul lary 100 1 0 0 0 00 1 0 0
hepatodiaphragmatic nodule 1 00 0 00 0 00 0 00

URINARY SYSTEM

kidney (5) (5) {5) (5)
basophilic tubules ‘
cast, hyaline
eosinophilic body
mineralization
celtular infiltration, lymphocyte
dilatation, renal pelvis
fibrosis, scar

OO —O—un
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1: stight 2: moderate 3. marked
(): No. of animals examined microscopical ly at this site. -: Not applicable.
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Table 15. -continued Summary of histological findings ( 4 Weeks experiment ) Exp. No. 4202 (115-120)
Sex: Female
Dose level ( mg/kg } 0 30 100 300
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 12 3
HEMATOPQIETIC SYSTEM
spleen (5) { 5) {5) (5)
depaosit, pigment 0 00 0 00 0 0 0 1 00
RESPIRATORY SYSTEK
lung (5 (5) (5) { 5)
deciliation 0 0 0 1 00 1 0 0 2 00
accumulation of macrophage 1 0 0 0 0 0 1 00 1 00
bronchopneumonia 0 0 0 1 00 1 00 0 0 O
cellular infiltration 0 00 0 0 0 0 0 O 1 00
osseous metaplasia 1 0 0 0 0 O 0 0 O 0 0 0
regeneration 0 00 100 1 0 0 2 00
trachea (5) (5) (5) (5)
deciliation 0 00 100 2 00 1 0 0
cellular infiltration 0 00 1 0 0 0 00 0 0 0
regeneration 0 00 1 00 2 00 P 00
DIGESTIVE SYSTEM
stomach (5) (5) (5) { 5)
edema ¢ 00 0 00 0 00 1 0 0
dilated gland 1 00 2 00 1 00 0 0 O
erosion, glandular stomach 6 00 0 00 0 0 0O 1 00
parakeratosis 1 00 0 00 00 0 0 0 O
sguamous hyperplasia 1 00 0 0O 0 0 0 0 0 0
large intestine (5) (0) (0 (5)
. edema 1T 00 - - - - - - 0 0 0
Tiver { 5) ( 5) {5 (5)
fatty change 3 00 210 2 0 0 0 0 0
cellular infiltration, !ymphocyte 100 0 00 0 0 0O 1 0 0
microgranuloma 300 2 00 300 4 0 0
URINARY SYSTEM
kidney (5) (0) {0 (5
basophilic tubules 2 00 - - - ~ 4 0 0
fibrosis, scar 100 - - - - - 0 0 0
1: slight 2: moderate 3: marked

{): No. of animais examined microscopically at this site.

: Not applicable.



Table 15. -continued Summary of histclogical findings { 4 Weeks experiment ) Exp. No. 4202 (115-120)

Sex: Female

Dose level ( mg/kg ) 0 30 100 300
No. of animals initially in study 5 5 5 5
MNe. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings 1 2 3 12 3 1 2 3 12 3
REPRODUGTIVE SYSTEM
uterus ( 5) (5) (5) { 5)
angiectasis 0 0O 0 00 0 0 0 1 0 0
dilatation, lumen 000 4 0 0 0 00 1 0 0

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

; Not applicable.
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Table 15. -continued Summary of histological findings ( 6 Weeks experiment ) Exp. Neo. 4202 (115-120)
Sex: Male
Dose level { mg/kg } 0 30 100 300
No. of animals initially in study 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animais examined histologically 5 0 0 5
Organ_______  Findings : 1 2 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIG SYSTEM
spleen {5) (5
deposit, pigment 0 00 - - - - - - 300
RESPIRATORY SYSTEM
lung {5) (s
accumulation of macrophage 2 00 - - - - - - 1 ¢ 0
DIGESTIVE SYSTEM
stomach ( 5) (5)
edema 2 00 - - - 0 0 0
dilated gland 100 - 2 00
liver {(5) (5
fatty change 3 0 0 - - - - 1 0 0
microgranuloma 3 00 - - 4 0 0
1. slight 2: moderate 3. marked
}: No. of animals examined microscopically at this site. -: Not applicabie.
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Table 15. -continued Summary of histological findings ( 6 Weeks experiment ) Exp. No. 4202 (115-120)
Sex: Female
Dose level ( mg/kg } 0 30 100 300
No. of animais initially in study S 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 2 3 1 2 3
HEMATOPOIETIC SYSTEM
spleen (9 (8)
deposit, pigment 4 0 0 - - - - 5 0 0
RESPIRATORY SYSTEM
lung _ (5) (5)
osseous metaplasia 1 0 0 - - - - o 0 0
DIGESTIVE SYSTEM
stomach ( 5) (5)
edema 100 - 1 0 0
. dilated gland 100 3 00
fiver (5) (5
fatty change 0 0 0 1 00
microgranulfoma 3 00 - 4 0 C
1: slight 2: moderate 3: marked

{}: No. of animals examined micrascopically at this site.

-: Not applicable.
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Table 16. Summary of histolegical findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4202 (115-120)
Sex: Male
Dose level ( mg/kg ) 0 30
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 5 5 0
No. of animals necropsied 5 5 5 0
No. of animals examined histologically 5 5 5 g
Organ Findings T 1 23 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIGC SYSTEM
spleen { 5) ( 5) (5)
deposit, pigment - 000 - 0 0 - 0 0O
fibrosis 1 00 -0 00 - 0 0O - - -
RESPIRATORY SYSTEM
lung (5 {5 (5
edema - 000 -0 00 - 0 00 - - - -
deciliation - 0 0 0 - 000 - 0 00 - - - -
accumuiation of macrophage - 100 -2 00 -3 00 - - - -
bronchopneumonia - 0 00 -0 ¢ 0 -0 0 0 - - - -
inflammatory infiltration - 000 -0 0 0 - 0 0 0 - - - -
regeneration -0 0 0 -0 00 - 0 0 0 - - - -
trachea ( 5) (5) ( 5)
deciliation -0 00 -0 00 -1 0 0 - - - =
regeneration - 000 - 00O -1 00 - - - -
DIGESTIVE SYSTEM
stomach (5 { 5) (5)
edema - 000 -2 00 - 0 00D - - - -
dilated gland - 000 -1 00 - 1.0 0 - - - -
grosion, glandular stomach - 0 0 0 - 000 - 0 0 0 - - - -
celluiar infiltration - 0 00 -0 00 - 0 0 0 - - - -
liver (5) (5) ( 5)
fatty change - 300 -3 00 -3 00 - - - -
celiular infiltration, lymphocyte -1 00 -0 00 -0 00 - - - -
microgranuloma -1 00 -3 00 -1 00 - - - -
hematopoiesis, extramedullary - 100 - 0 0 0 -1 00 - - - -
hepatodiaphragmatic nodule - 160 -0 00 - 0 00 - - - -
URINARY SYSTEM
kidney (s) {0 (5)
basophilic tubules - 50 0 - - - - - 500 - - - -
cast, hyaline - 100 - - - - -0 0 0 - - - -
eosinophilic body - 00 ¢ - - - - -2 00 - - - -
mineralization - 100 - - - - - 0 0 0 - - - -
celiular infiltration, lymphocyte - 00 0 - - - - -1 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 16.

-continued Summary of histological findings in dosed and recovery experiments ( sacrificed )

Exp. No. 4202 (115-120)

Sex: Male
Dose fevel { mg/kg ) 100 300
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 5 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 5 0 5 5
Organ ___ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (5) (5) { 5)
deposit, pigment -0 00 - -0 0090 - 3 00
fiorosis 0 0O - - 000 - 0 0 0
RESP {RATORY SYSTEM
lung (5) {5 ( 5)
edema -0 00 - - - - - 010 - 0 0 0
deciliation - 300 - - - - - 3 00 -0 0 0
accumuliation of macrophage -3 00 - - - - -1 00 -1 0 0
bronchopneumonia - 000 - - - - -1 00 -0 0 0
inflammatory infiltration - 000 - - - - -2 00 -0 00
regeneration -3 00 - - - - -3 00 -0 00
trachea {5 (5) ( 5)
deciliation - 300 - - - - -3 00 - 0 00O
regeneration -3 00 - - - - -3 00 - 0 0O
DIGESTIVE SYSTEM
stomach ( 5 ( 5) (5)
edema -0 00 - - - - - 100 - 0 0 0
dilated gland -0 00 - - - - -1 00 -2 00
erosion, glandular stomach -0 00 - - - - -1 00 - 00 0
i cellular infiltration - 000 - - - - -1 00 - 0 0 0
liver (5 (5) (5)
fatty change -1 00 - - - - -0 0O - 1.0 0
cellular infiltration, lymphocyte -2 00 - - - - -2 00 - 0 0 0
microgranuioma -1 00 - - - - -2 00 -4 00
hematopoiesis, extramedullary -0 00 - - - - -1 00 - 0 0 0
tepatodiaphragmatic nodule - 000 - - - - - 0 0 0 - 0 0 0
URINARY SYSTEM
kidney )] ( 5) )
basophilic tubules - 300 - - - - - 500 - - - -
cast, hyaline - 100 - - - - -0 00 - - - -
eosinophilic body - 100 - - - - - 100 - - - -
mineralization -0 00 - - - - -0 00 - - - -
cellutar infiltration, lymphocyte -1 00 - - - - -1 00 - - - =~
T: tumor 1: siight 2. moderate 3: marked

}: No. of animals examined microscopically at this site.

-: Not applicable.
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Tahle 16. -continued Summary of histological findings in dosed and recovery experiments { sacrificed ) Exp. No. 4202 (115-120)
Sex: Male
Dose level ( mg/kg ) . 0 30
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 5 5 0
No. of animals necropsied 5 5 5 0
No. of animals examined histologically 5 5 5 0
Organ___ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
URINARY SYSTEM
kidney
dilatation, renal pelvis -0 00 - - - - -2 090 - -
fibrosis, scar -1 00 - - . - - 000 -
T: tumor 1: slight 2: moderate 3: marked
{): No. of animals examined microscopically at this site. -: Naot applicable.
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Table 16. -continued Summary of histologica! findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4202 {115-120)
Sex: Male
Dose level ( mg/kg ) 100 300
Week 4 week 6 week 4 week week
No. of animals initially in study 5 0 5 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 5 0 5 5
Organ__ ____  Findings T 2 T 1 2 1 2 3 2
URINARY SYSTEM
kidney
dilatation, renal pelvis 0 Q 0 0 0
fibrosis, scar 10 0 00
T: tumor 1: stight 2: moderate 3. marked

(): Na. of animals examined microscopicalty at this site.

. Not applicable.
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Table 16. -continued Summary of histological findings in dosed and recovery experiments { sacrificed ) Exp. No. 4202 {115-120)

Sex: Female

Dose level { mg/kg } 0 30
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 5 5 0
No. of animals necropsied 5 5 5 0
No. of animals examined histologically 5 5 5 0
Organ Findings T 1 23 T 123 T 1 2 3 T 1 2 3
HEMATOPQIETIC SYSTEM
spleen (5 ( 5) (5)
deposit, pigment - 000 -4 00 - 00 O - - - -
RESPIRATORY SYSTEM
lung (5) (5) (s)
deciliation - 00 0 - 0 00 -1 0 0 - - - -
accumulation of macrophage -1 0 0 - 000 -0 0 0 - - - -
bronchopneumonia - 0 00 - 000 - 100 - - - -
celtular infiltration - 000 - 000 - 000 - - - -
ossequs metaplasia - 100 - 100 - 00 0 - - - -
regeneration - 0 00 - 0 00 - 100 - - - -
trachea (5 { 5) (5)
deciliation - 000 - 000 - 100 - - - -
cellular infiltration - 000 - 000 - 100 - - - =
regeneration - 000 - 000 - 100
DIGESTIVE SYSTEM
stomach ( 5) {5) ( 5)
edema - 0 00 - 1.0 0 - 0 0O - - - -
dilated gland - 100 - 100 - 200 - - - -
erosion, glandular stomach - 000 - 000 - 000 - - - -
parakeratosis - 1.0 0 - 000 - 0 00 - - - -
squamous hyperplasia -1 00 - 0 00D - 0 0 O - - - -
large intestine {5 (0) (0)
edema -1 0 0 - - - - - - - - - - - -
liver (5 (5) {5
fatty change -3 00 - 000 -2 10 -
cellular infiltration, lymphocyte - 100 - 000 - 0 0 0 - -
microgranuloma -3 00 - 300 - 200 -
URINARY SYSTEM
kidney (5) ( 0) {0
basophilic tubules -2 00 - - - - - - - - -
fibrosis, scar - 100 - - - - -

T: tumor 1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 16. -continued Summary of histelegical findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4202 (115-120)

Sex: Female

Dose level { mg/kg ) 100 300
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 5 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 5 0 5 5
Organ Findings T 1 23 T 1V 2 3 T 1 2 3 T 1t 2 3
HEMATOPOIETIC SYSTEM
spleen {5 {5) { 5)
deposit, pigment - 000 - - - - - 100 - 500
RESPIRATORY SYSTEM
lung ( 5) (58) (5)
deciliation -1 00 - - - - -2 00 - 000
accumulation of macrophage - 1040 - - - - - 1.0 0 - 000
bronchopneumonia - 100 - - - - - 0 0 0 - 0 0 0
cellular infiltration -0 00 - - - - -1 00 - 0 00
osseous metaplasia - 000 - - - - - 000 - 0 0 0
regeneration - 100 - - - - - 2 00 - 0 0O
trachea (5) (5 {5)
deciliation - 200 - - - - -1 00 - 000
celtular infiltration - 000 - - - - -0 00 - 000
regeneration - 2 00 - - -1 00 - 0 0 O
DIGESTIVE SYSTEM
stomach { 5) ( 5) (5
edema -0 00 - - - - - 100 - 10 0
dilated gland -1 00 - - - - - 000 - 300
erosion, glandular stomach - 000 - - - = - 100 - 0 0O
parakeratosis -0 00D - - - - - 00 0 - 00 O
squamous hyperplasia - 000 - - - - - 000 - 0 00
large intesting (0) { 5) {0
edema = - - = - - - - -0 00 - - - -
Viver ( 5) ( 5) { 5)
fatty change - 2 00 - - - 000 - 100
cellular infiltration, lymphocyte - 000 - - - - - 100 - 00 0
microgranuloma - 300 - 4 00 - 4 00
URINARY SYSTEM
kidney (0 (5 (0)
basophilic tubules - - - - - - -4 00 - -
fibrosis, scar - - - - - 0 00 -

T: tumor 1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site. -. Not applicable.
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Table 16. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed )

Sex: Female

A o Center (p84a) 11193
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Exp. No. 4202 (115-120)

Dose level ( mg/kg ) 0 30
Week week 6 week 4 week week
No. of animals initially in study 5 5 5 0
No. of animals necropsied S 5 5 0
No. of animals examined histologically 5 5 5 0
Organ __ Findings T 2 T 1 2 T 1 2 3 T 2 3
REPRODUGTIVE SYSTEM
uterus (5) (0 (5)
angiectasis - 0 - - 0 00 - - -
dilatation, lumen 0 4 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 16. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4202 (115-120)

Sex: Female

Dose level ( mg/kg ) 100 300
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 5 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 5 0 5 5
Organ Findings T 1 2 3 T 123 T 1 2 3 T 1 2 3
REPRODUCTIVE SYSTEM
uterus (5) (5) (0)
angiectasis -0 00 - - - - -1 00 - - -
dilatation, fumen - 000 - - - - ~ 1 0 0 - - -
T: tumor 1: slight 2. moderate 3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.
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