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B8
13-V7 22 VT T2V v ORBERSBHTHOPITT A0, Crj:CD
(SD) IGS [SPF] %7 v MR\ 7-aflRORE 12X 5 28 BRIERS S
AR E SR L7,
Sy M 1HBESSET4ABE, HBEBIUCSHEEICIESS
PLORERE a8V, BT 60 L2 L7,
WEME LR -V A NVZBEBSE, 0, 10, 30 BX U 90 mgke ¥ BH 1
M|, 4:ERRERORS L, —RREOEE, AENE, BEEE, I
WERE, MBRERRE, MREbERE, REE, REEENER L
UMBERE T o7/, 28, DEHABI 2ERE L, SR TH LR
BIRE R ER LI,
FORRIZIRDEBNICEHSNS.

REHE S D, 00 mg/kg BECHREEIMPICTET H 2 W IZEERHFARD b h
7o, T4 BIC1BFFETL, MTIX 2~4 8127 BIAFELTH 5\ 1340
BEELZIL, FEERIIHET 10%, BT 70%TH o7, HFEHERBTOEE,
FREIE O ELRBD N2 o7,

—RREEDERERTI, MEHED 30 mg/kg BETHIEE, 90 mgkg B THdE, BE
BAGL, BIBNGZ, X 50 & 517, BEEEIET R X UVEBERITFRD 5z,
361T, MDD 90 mgkg HEDOIELBH 5\ IIBERFBF) TIIEE, ZRED
REBIUHEOHFENR EHBEI N HESHEPRICERE S L ERIE
EEMECREESNT, EETRLE.

HEB I OEESIZ, MHESD 90 mgke B THREHMPICEERIERES
ZIMEEERSRD O, B5 4 BEOKEENEB L UREBEZICLA
R T 7 MR EERASTED b TR S 4 B OFHE KR E
2 A E RIS S W oL b EERR I EE AT
S AWA

MEFREOKER, ETRHRRYEARSOREEIRDOON o7, T
i3 30 mg/kg HTH/MRE OB E 2 BEFRO LM, 90 mgkg HOLEFL
1Bl by ) v MME, NEFOYE VE, ROERE, /MR, T
RIS, BERILESR I URRSELA MR FEOBRMEER, J v REED
IRMEMEBAERD b, BRI TR T3, MiEs OB L WY E
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WEBRLTHERERERRD NG o,

M EERE DR, WD 90 mgkg HTRERTETITEFE L 14
T747) =7 VEOBEEAIPERD G, SNEBREMMEE b3
ilch:: %Eﬁ%g?ﬁ%‘-ﬁf‘%bi%b LMo,

MEAELFREORKRE, HTI2 30 B X U090 mgkg B TMEDHE B8,
90 mgkg HTREEH, BREYIVE Y, A/IGH, ALTBIXUT7AI Y &
AT 7 I —YOEELRBREIFRD Lz, O 90 mgkg BTSSR TR
FTCEFLLZIBATHRIVATO =)V, BEBER, TVFIY, 5 r) 94,
B, AAMTT LA, EE) B LU ALT OBBEEMIED b, B
RBRIA TR (UL, HED 90 mg/kg BE CUHLEE DED 2 RME I TS b e,

RIREDFER, MEHED 900 mg/kg BFTREDEMEL LEDETHED LN,
SOICHETIEY DU AREEHOREFIHEML 2. RESBRTEICIZ,
HED 90 mg/kg HFTHEDHERIBMEIFRD &L/,

BEEEHNEDORR, BB ERSOBELEZEY RBETAIE/LIITD S
N o7z.

REFREOKR, FIRFARTIE, U8B X URTEM THIEISBES L
7z, F7, BEURFENERIIFHETH 25D 30 3 X UMHED 90 mg/kg B
THB OB R, MO 90 mgke B CHEROFRBILIEEI L.
HBFRETIE, MO 90 mekg B TEROESE OXEMEILIT
HHN7z. BB X UTEEW T, FEICKRRADOFRIERESAEL,
—77, BREBZD L0 o IR OERED B\ IR, MOKED 5
O, FROBMS 2\ ERS & UBROSEIEL RO L. 3
7z, BUFNERIIBALDL TRV, HO 30 B X U090 mgkg B THEO
FERH L DR DT bz,

L EDFER, 30 mg/kg B O THRIE, MTOMIBOBE R BME, BT

MEOCEELRBEIZDONI 2L, BEEEIIMMEL DL 10
mg/kg/day & $IWT S iz,

- - - e e — = — - — - - - - -
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2. F&E
13-V 22NV T 72005y Y EWA 28 HEIORERS S HER

3. REREHK ,
13-VI22o VT T2V DREEZFFMT 572012, v 2 Hw5D 28
HEORBERGESESEBRTER L.
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10. #RWE
WER B I T ABHELUTICR L., HBWEOMEREBRES I
[Reference data 1] (T/R L7z,

10.1. HEBRWEZ

13-V 72 NVT 7=y

10.2. CAS No.
102-06-7

10.3. ©v MEF

104. #UEE
99.9%
10.5. IRfitST
10.6. HREEME
10.7. REBPT
HEE L ¥ — W EREE
10.8. 1tE¥%

13-V T2 VT 72Dy

10.9. LS

10.10. 5F3\
C13H13N3

10.11. TFE
211.27

10.12. P
SRR



10.13.

10.14.

10.15.

10.16.

10.17.
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(23

147~150C

B

7k (0.1g100mL, 27°C), 7% +> (247g100mL,29°C), x> (1.1
g/100 mL, 19°C)

REME

FRER TR, BETTOTF L.

B v LR
BEHLOLDICEMOEEK, REFE, i~ r, FEREYEH
LTHE¥E21To 7.

BEWEHREB X URAEBEDE LA
BEBRTH, #2282 KTFLVF—ICREL, BYIIEETIENL 2.
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11. B EB L UHE

11.1.

11.2.

11.3.

11.3.1.

N kY

W L7=T v b Cj:CD (SD) IGS [SPF] Rl BAF ¥ — L& - Y s—pEsh
&t (MENERIET) »OFR 11E 4 A 12 B2 4 BETHEER 42T,
84 LwiEA L.

B % N LAABRIRIE 1T 8 B EIMLEE, S 11 £ 4 B 20 BIZ 5B# %
SERBLZ. BEH5» COREIC L o TEHIMLL, BERHEIEIC
S D BABRBF T 5 X ) IZEFS T L. KRB RBES AN X D&
BILIE 7.
BMOEMHETBLUHAESZART 5 L HIZERNAT -2
(CEDYAEREE S (Animal ID-No.) ®4F9 2 & 12X D EMAER L7,
RS- BEIIHET 123~139 g, T 103~119g TH o 7-.

B S & USRERIREH
FEH#SRBICTBEN T 28 ED—2THE Ty FEEIRL. R
MIIERT— 7 OREE, BACEYWR I T 5 EEE, BENTERY
ZRLUTEAT.

HEERE

HERE

EWIN) T URTADI122 FHAEFE (W42XD8OXH25m, 93.5m?)
THF L, BERGOEMEMEITEE 23+3C (EAME : 21.8~25.0C), #H
XHEEE 55120% (SERME : 46~67%), KBS 1 BFRY 20 [, BEHH 150
~300 lux, 1285 (5FR07 BFANT, 76 7 BSIELT) & L7z,

AT FHEBREBY—-EX (EEHEAFET) OKERABTHE (We674.2
XD60.0XH1755¢cm) AL, 7VISHNE -KAF VLV AEEEE
r—3 (W200XD282XH180cm, BHF 7 — 3 - A-X— X 10152 cm’®)
CEMWE 1 IET DU LEE LK BEHICIER S .
FHES-VI3RE 11, REFIE I IR BRZ .

8, BORLIE 7 &, k5HMTR, F— 5 OEBRECEEY KT
L BbNAREEROENLIZ Lo/,



11.3.2.

11.3.3.

11.4.
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il

B i3t ) v ¥ VBB TEMGR S (AREPREK) 38 o gt
B ENHRARY v +, w9 2% (Modified NIH Open Formula Rat and
Mouse Ration) % fF MY, BHICER I Y. FH L -EEORMEY
D%, 32 BIC1EZ ) 2V VEBGTERRNSHPFEEAN BR
o v ¥ — (KEHESR) WEKBELER LR, FEEEAT
HHIEEHRA L. ZOERY [Reference data2) 2R L7z,

Fa7K

B2 i3KE Ky BEEAK . A X ) BEICERE .
KBIEICETLKEKOGHE 3 » Bi21 BHFERESHE a7 )H%—
F (BFRREAT) TITV, FEERERNTHL L WA LY. ZOER
% [Reference data 3] IZ/R L7z,

RBREOBEBIUAERERH

RERFHEOBR T TRIRL.

FAElX0, 10, 30 BX U 90mgkg & L, Ebpid 1 BMEL ST, F7-,
EERBRA L LT, MEREBLIURRHER MBS ST, & 60 L2
HBL7.

e SRR R T B | ERAA R AR T R
5| REBRE | B (mg/fg) Bt 1E A5 ) BT B AR Y
BES BHES

1 10 0* 1001~ 1005 1006~ 1010

2 5 10 1101~ 1105 ~
M

3 5 30 1201~ 1205 ~

4 10 90 1301~ 1305 1306~ 1310

1 10 0* 2001 ~ 2005 2006~ 2010
M 5 10 2101~2105 -~

3 5 30 2201 ~ 2205 ~

4 10 50 2301~2305 2306~ 2310
R (I—VFAN) DRERETS.
(A& EER]

BEREDOD 2 BEERSHET 0, 3, 10, 30 3 LU 90 mgkg »
SHETERLI-ER, SHED 90 mgkg B TIIMM & bAED L U8R
EOIET, MR & CRIBELZ EOE/LBRD o N, D 1 BIXRRES
BIFBLL L7z, L7242 T, 28 BEIRBEHESEBABROSHEIIXRKAER
DEHETH» S 0 mgkg &L, UTAHL 3 THL, PHE% 30 mgke,
EBE% 10mgkg EERELL.
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11.5.

11.6.

11.7.

11.8.
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RS BREERERB X TS HE

5 MIL OBCD 4 FI4 v [FERSHEE] THERIN TV S5EH
BRORSE L. BREASREEI0 g0 05 mL & L, BERNIH
FLIRERLESWTHREEZEEL, 1B 1BV Y F2HAWTERIZ
BEIFRORS L, HBE RO R T EERICKS L.

5RO
SHEMNCHEEESFHEL, I3 ANV (FH T4 7 A 0REH, =
#HTHTIX, Lot No.VOAB239) Z/iE L7-.

D=V FANPBEDIZ-T T2V T T oIV, BREBTTT BH%E
ThdIhb (HMBRES 4197 TEM), WSRORPIEH 1 BERHL,
R FTEER - BEXTRFEL..

5 HM
PSS, MEEE SIS 28 HEE L, 5 TH 03 L U790 mgkg B
OWTiE 14 HEOBRERRTER L.

S5 Bh ORERWE OWBES

TRTORBRFOHEBRIIOVWTHEDICAR IN TN B L2 HERT A
72, MEB L TRAFEFICETSHO—EF M8 mL) oML,
BWERETHEL. TORBR, WHREEIIRERED 97.7~114.0%,
ARSI 101.7~1062% TH D, BEITHR I N TWE 2 EPRER S
niz, B, BESHOFER L UKREIL [Reference data4) TR L7z,

-11-
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12. BigE, Wb L URE

12.1.

12.2.

12.3.

12.4.

12.4.1.

— IR DI

SRS HEIEE 30 (%56, &5%1BLUSRE), EHEH
BidEH 2| (FRidB L UTH%R) L, PHEROEE, THEFTZE
L7z,

hE

HKEILEWICOWT, H5-FE» 5 BEERT I °EE 1 IRz L7,
WEIXBFRIE (PM3000; X h5— - ML FH, X4 R) 2HVWTHRE
L, seéklL 7.

BEE
BAERRESEMICOVWT, B8 1 BREEL-BEYETRFE (PM3000)
»HWTHIEL, ekl 7.

BEEE (g/week) BIUEHEDE (%) BorYa—F¥ TEHRL.

HRPRIRE
REZZSHMRTHES X BRI BR TR CHEENT 0245
MOV TER L7, RILT 5128720, BT 16 BREIBE S ¥ 7.
Bt -7V THEBREEREL, BRIKERS> RO L 2.

MEFRE

PiEEH) (EDTA-2K) A DRME A > &%y 7B (BRILETE®, KK
WALX) ML R L, BEMEFREEE THMSH-1E (¥4 VA,
XE) TTRROEB ¥HlE L. ' '

AT 7))y ME (HCT) RBC, MCV L h &H
NEFUOVYVE (HGB) T URAINETOE
FRIMERE (RBC) B AR BF AR
SRR (MCV) P fREFARIE
SERFRMBRNAES (MCH) HGB, RBC L W &EH

¥ FRMEk i G FIRE (MCHC) HGB, HCT X Y& B
/MRS (PLT) AE 1R B AR

B M Ek#K (WBC) Jo—H%A MR M) —E
HIMEKE 55 TU—HA PRI

BHIMEE ST LA OEE THIE L2, BIEHomkyh Ok vl
BMEBFERZERL, X4 - F )2y T F - FAFERE L THEREL
7z.

12-
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12.4.3.
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HEFRMEL (Reticulocyte) EEFE Dz OPLEER (EDTA-2K) #RINMLHE %
Za—AF VLY IN-TREE, MEBHRERTERLL. 2B, MEFE
BRETEMEREIERD SN o7, FRIITDLE» o7,

I R E fE AR

PLsEEH) (3.13% 2 T VB M) Y AKEH) A D BRMBE MK & ERELL
7%, 3000 tp.m. T 13 S RHE U4 BE L TR 72 MM £ R ITB V72, sk

B EEE KC40 (TANVVT#, ¥A42) TTEREOEBER FHlE L.

70 oY R

EHLES Y RT T2 F VRE (APTT)

TATN ) =T VE
MK & LFRE

(PT)

Quickl B iE
say Mk

(Fibrinogen) 12> ¥ > BRIk

RIS IS Z R L7, 3000 cp.m. T 7 5 LOHL TB-MEE
BREICHW:. ZHEBACEREISITEEHIL 7170 (MBS 8ERT, X
FHTRER) BIUEBHRERNEERE EAGR (R4 7Y F74—, X
RHEAEH) CTROERBZHZEL .

BEH (T.protein) Biuret

TNVNT IV (Albumin) BCG &

A/G (A/G) BEBBIUTILT
IINER

[ ¥ (Glucose) HK-G-6-PDH

R RE R (Triglyceride) GK-GPO &gt 7)) ¢
O — ViEERE

BarLaxro—) (T.cholesterol) IVAFO-WERVYC-°
ESET &

REZEFH (BUN) % 17—+ GLDH &

VT F= (Creatinine) B

WY LY Y (T.bilirubin) INTF TV ERERA L

TANGEVERT I/ (AST) BF#-UViE (JSCC #

NS UAT LG #)
TIUT R/ (ALT) BEFE-UViE (JSCC it
Sy AT T )

TNVHY)FRAT ¥ —L¥ (ALP) Lol N o Bl R )
Bk (JSCC #ER)

B A (Calciuom) MXB &

;) v (I.phosphorus) PNP-XDH £

YRR A (Sodium) 4% VBRIRERE

H) T A (Potassium) A F VEIRERE

13-
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T (Chloride) A4 v EREBE

"ENDIE B 13 EAO6R T, fDIEH X HIZ 7170 THlE L7z,

FRARE

B K DEBT TRIR T — V2 VT 3 BER (P8l 10 B 5474 1
BEEC) BLU24BEER (Fil 10 B20BBFR 10T T) RHRIL
7.

3R AVWTROEB ¥ RE L. RPRITE 2d o LEEIIOWV
TEBURMORY AV, NNIVTF A RAT 4927 ASG (N4 - =3
B, REHPREK) zHAv, R4S4TEE CLINITEK 500 (/34 )V
#, kE) THEL..

pH (pH)

=i (Occult blood)
o h R (Ketone bodies)
FE (Glucose)

EH (Protein)
vy r (Bilirubin)
yavy ) —rv (Urobilinogen)

24 BERRERAWVWCROIER #RE L7z REEIL, RILEREITE UR-S (%
REHT 5 I, BEHERERX) TRELZ.

R% 1500 rpm. TS GEEL L, FRETZBWTAT NV IONA T —EFEILL
HEEBEHL, RILEIIOWTHERBKEL .

RE (Volume)

EE (Color)

REE (Specific  gravity)
JRLE

-14-
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RRFRE

TR ISR TS X CHERRERTRHROSEFEMN H 5 v I2H3E
e T — 7 IVEREL, MMBGCITEE L. ECTHWIEIERE, EH
ZERE D HVIEENPAT BRI S IIGEE TRERICHES L, T
BEM KR, BEBLUERBEILOWTEEL:. BIBSh-AENR
(B, KEE, BEhE®) BTRTEHEL.
HREEEIIETFRIPEIO (X 55— L FH, AMR) RHAVTH,
B, FPBE, B, BIE, MER, UIE, BR, BE, BELEB IR
DWTHIE L. JREEE/HAEL HMEE) 3%5 28 B EE
14 BOREHEBIVBEEE,SEB LA EIHEE KE X100).
T, BO(RBM, /B, BEED), B8, TEMA BRI ERR GET
MR, ETHR), FIRER, LER/ME, OB, MER, M (EABRE, REX%
&tr), JE, FR, BE EE 8T, B, ME XM VEmEED),
KEB, AEE, RE LA BE, B, ¥, FE, B, B, RESE
(A-BfE), U oEs (TEEY 258, REIEYD o580, BE (OKBRE),
FOMPNEBRETEAIFROON-FEBLITHAI T 2ED 10%H
WREFL) YHETEELL. BL, BEBIUBELRI T T VT
BIEE L7z%, 10% R EEERLVY) YIRTEE L. .
TREBHEMEEAREIIEE L-8E - #ik0 5 b, 2B OMER, (LB, A
(REXED), [, FE BRE BB 8E, B, B BELK F
=, JPE, Rt (KBE) BLUNRBECECORD Sz gERICD
WTERB L. 2512, —RRBOBEIIBWTEBIERIZ EOMEER
PRBELZZENS, il (MRrEUEmE), ¥ L TLEMRZICOow
THELEYIC BV TER L. MBEROIERIIMRA ST HBE 2
BT (RRHEFMT) (WKL, BRICE-sTNT 74 Y AE, BY%, ~
TrF)Y AT VRELHL. EREIEFC Y -TEBEL, B
EOREEB L UBE2EUCEFTRICOWTESR L.

-15-
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12.6. 7 — ¥ &b L UHEHER
KREBOHET—F 33V Va—¥% - VAT LA EBWTRHL, BEHEm L
7z,
FRBEOKE, BHE, AR, NEFREME, NEEEERETE,
M ELFREME, RREE (REBIULE), BEEERIUHBEE
2/ HELIL, TRIRLZBENHBIAZICHEY:, AT Bartlett DE5
HRRERER LS. E5DEA N Dunnett DL ELBRE > 2 CxiBEH
CERBRSBBOBEEELTRE L. Batlett DESRE TAESFB DB
A1 Steel DIRE ITHREFH L ZFBRESHBOFEZYRE L.
FEREEEOABEKEIISBIFI%DORAIRE TERL ..

Bartlett £ 55 URE

BFEZELZL BEEZDY

Dunnett & ELEIRTE Steel DIEE

F 7z, AFEEB L UREBEENRTRERDOIRE L Fisher DFEXREEE T HW
7z,

-16-
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13. RERER

13.1.

13.2.

FET-

ATFH% Figure 1 10, EFEB L URLTES Table 1 2R L7,

5-HHE R, %m@gﬁfﬁ?54 WML BIAFET L, &5 2~4BD
B2 7 BIASTE B A\ IS BB ICKE © 72 72 D 18RS L /2. F 0thoix
SETIE, M DETAMEED SN, o7 Lz oT, 0, 10, 30
B XU 90 mgkg BOWLERIL, FREFRETO, 0, 0 BLU10%, HT
0, 0, 0BXU70%TH 7.

EERIRI I, MEHEY DAEEEER X U900 mgkg BTHTHIZRD LN
Loz,

— R DL

— IR BE DEREEHT . % Table 2 33 & U Appendix 1 {Z7R L7z,

BT, FLEEAS 30 mgkg BETIRS 8 A2 D, 90 mgkg BT S 5 B
b, BRERAIHL L TEFNLFNS BB LT 10 BEBNIEEND 5 W ITHT
AR L. 2512, 90mgkg BHETRERMUDRE 48X D 108)H
3B, BIBVEZAIRS- 1 BED 1068786, LADEHTIRS 3B X
N 10678, BREBVMET RS 1 B XY 108 6 6, BIZEREHK
518 8XD 10828, BmDOFENS RS 138 LD 10851 lIcESR
B3 B \VITEREIICERZ S Nz, /5 21 BT L 1 Bl (BE S
1310) Ti, BT HICHENG, X A% E%RT, BRERERT B L OEIE
RETASER 5 h iz,

T, 30 mg/kg BETHED XS 8 HL W HERSIEE LTS5 plaflicE
D B VITHTHmEICERD b, TEIPONEFIRES 15 B X 0kERT
BEEC 5Bl 1 BHIERBIICERE 21172, 90 mygkg B TIIRELIRE 5
B2 5 10 Bl2flicESEmH 2 WIZERAICREIB L. 612, BEMIS
5 8B LY 10654, EIEAAIRS3IBELD 1068504, LArdE
FATHHG 3 BL D 10 6lefl, BREBETIRS4B8LD 104% 5
B, BIERSDIRES 9 B L0 1060 7 BN HEEN D 2V ITHTERY ICELD

Sz, 25412, BIEAHS12 BIZFET L 146 (BE S 2308) DIE
TR 2 HEB X UH%RS 12 BIC88E L7- 16 (EhEF 2309) OfFH
B3 HE, BEORENERS 25 BT L2148 (BWES 2303) DI
o8Y 17 B, BHEOENSES 13 BB L1 61 (BipE S 2301)
DILTH A B & Uix5- 16 BIicUhHBEES L7 16 GBRES 2307) DfER)
WH, EOREFES 13 BB Lz 14 @WES 2301) OFTHIA

17-
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\ZER® b7z,
EERIR T, MEVThOEICOEE L R TEYREBE SN o7,
13.3. =

{5 E % Figure 2, Table 3 B & U Appendix 2 (/R L7z,

HETIE, 90 mglkg HTHREGHM T OAEDL L URS 4 BFOBKREEIIES
EELEMEY R L. AESEICB VTR OSRENEE L EEL R
L7245 % O ERA L BEEMP D Sh, BEHEPOGERNERA
BELrBEYRLE. '
METIE, 90 mgkg HETHRS 1 BILEELRBMERXRL, 20% b EMEMERT
B o7z, EHEEAEIL 28I THh o 7225, NERLKERMPSRD S h, EELH
BrrofERNE I BEY FE- 7.

134. EEE
BEEE % Figure 3, Table4 3 X UF Appendix 3 {T/R L7z,
HETIE, 90 mg/kg H TR EGFHEAF OBEENEEES L URE 4 AR ORIE
HEVPARLZBMELR LY, BEMEATROREEEISEEDZ R L.
METI, 90 mgkg HTHS 1~3BREELEME, &5 RS HEATOH
BHEEVRMEENZR LAY, BEABCBCTRAEELZRELRLZ.

13.5.  fRspER
F3NF % Table 5 3 X U Appendix 4 (2R L7-.
HETIE, 90 mgkg HTHES 1 B XU 3 BICFAMNENAEERBEMEYRL,
HE2BLIUIBIE1BIP~A FAEER L, S5 CHRSBEPOF
WEKDERLEELZBEELRLA. L L, BEYEMT OSSR IIEE
TEHEERL.
B T3, 90 mghkg HEORS 18 L U3 BICHAESRMEMEERZRL, &’
3B 1B ATREEZRLE. 36, DEHEABRCEELS
EER LA, m1E 1 EICIMEEER, 2 8ICmEEmERLz.

13.6. MAFKRE

MEZEARESE R % Table 6 3B X UF Appendix 5 ISR L7z,

REHIRR TR HETIE, 30 BL UF 90 me/kg BT MCHC 28 B2 BfE%

AL, 90mgkg HTIIMCV BEELBMERZRLED, N~ 2 v ME,
ANEFUV VEB L URMBBICER 2% {, EUFHERII LV

EEZ Oz, HTIE, 30 mgkg HTIVMEEPEELZBEZ/RL, 90

mgkg BTIRRE 1B THE2bDD~AT 7))y M, NEFTEVE,
FRIERSR, M/MREL, FRERIEE, HERES X OABSER B ML

-18-



13.7.

13.8.

13.9.

13.10.
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BEMEmEZ/RL, U BRI BEEBGE R L7,
EIfEEAR TR M & DX R B B IR G FETENRD LN Do
7z.

I WG R R A

I 7 S E REAR RS - % Table 7 35 & U Appendix 6 {278 L7z,

WS HMA TR ETIDTRE L HBRYERSE TEFROD ONL o7z,
T, 90 mgkg B THIZEN 1 BITHAHS DOMBEICHKERELTT7 4 7))
J =T vEFBEERTRL.

1A HA R T Ier - i & D T BRER & BRI E IR 5B TEF RO b N o
7z.

M AL ERE

M#EEALFIREERER % Table 8 3 X UF Appendix 7 1278 L 7=,

P E AR TR T 30 B X OF 90 myrke BECIMEAE B R IRME LR
L, €51290mgkg HTIIREEF, B INVEY, AIGH, ALTB X
CT7NHYFAT 7Y —EFEELRBELYR LS. HTIE, 30 mgkg B
T#HalLAFO—)v, FEEHFRLPALT BEELRIERR L. 0
fi, 10 mg/kg BHEDOHEEH, 10 B L 30 mgkg B THEEVFELRRMEE R
LA BEICHE LARVWELTH o7z, 90mgkg BETIL, BIEX16TH
AEL0ODBEICHB L THBaLVATFO—N, &R, TV73I Y, F}
DL, BE, hVIYTL, BB CBIUALT PRERBERLL.
R T T, 90 mg/kg BECHER X URETVPEERIKES
KL, ASTSEELZEMELZRL:. #ETIE, 90 mgkg BETERKY »25F
BLmEERLE.

RIEZE

JRIZFERER % Table 9 B & U Appendix 8 IZ/R L 7.

PRSI TES ETIE, 90 mg/kg B TREVFAEIEINL, LEVAE
TARMAR L7, 6102, AT M B8 L UERORERIEML
7o, METIE, 90mgkg BFCIZBIES 1B TH 2D DOOITREEITHE L TR
=EML, HEMEEERZRLLZ.

OIEEAR AR THE | T, O0Omghkg HTHESFEELRBRMELZ/RLZ. MT
i, WL EBRWERSHETEF RO ok,

wEEE
$EEE% Table 10 B X UF Appendix 9 1278 L7z,
BE R T B TS, 90 mg/kg BFCH, (OB, FHE, BB L U

-19-
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EEVAEELRIEE, WREEVREMMEZRLE. 204, 10BXU30
mgkg HCEIBEEFFEREMEER L z2HE MG L WE/LT
Hol. T, 0mgkg BETHIEX 16 THEDODITHREICHELT
JRREEVREEMZ R L.

IERARIM TS  ETIY, 90 mg/kg HETHREELFELIRMEL /R L /2. M
Tit, Omgkg HCTRIBREENEFELBEL R LI,

HEER /HEH

BEERS HEIL EANEE) % Table 11 B X U Appendix 10 1Z7R L7z,
PSR TR  HETIE, 90 mg/kg BETHY, (UE, BIE, MEB I UERE
FEOMMERFAELZBMEEYR Lz, 201, 10 mgkg # TRIB O
EEVAELRBMERRLACVAEISTE L WELTH o 2. #ETIT, 90
mg/kg ETHRIEF 1BITH 5 b DDOXEEIHE L THROEMEENE
fEfEMA 2R L7z,

EIEEARG IR T B L BT, 90 mg/kg B CLBOMNEREELRBHELE R
L7z, WETIE, 90 mgkg HTEIBRDHENEEVAELBEEZR L.

RHE R
EIHFTR % Table 12, 13 B X U Appendix 11 {2, ##ZFBYFr B % Table 14

~18 B X U Appendix 12, 13 IZ/RL 72,

RS H R T B CETEARS) U7-Bb i, 3THBEE, 10, 30 B XU 90 mgkg
BOZBIOWTHTIIZ S, MTIES, 5, 58I 18TH7z.
EE AR T B (BT MRS L7-Bh i3, SEBEEB X U 90 mygkg B KE
WCOWTHTIZSBLU4H, MTIRISBIU268ITH 7.

KERHAR P OED 5 W TENDIL, 00 mgkg HEOHD 1 FIB X VD
THITH o7z,

FIIRFT R

(#%-5-HBRIA TRF R EIAR I 09 )
XTEREE & HB L T, 90 mg/kg DM TR OB R OR LB EE IIHEM
L7z, 2%, FEOBEIIE 90 mgkg BETHD 446 (P=0.05) BL
MO 160, 30 mg/kg HTHD 1 BHTHIE SN, -, HEROKEAL
90 mg/kg B CHED 1 BICERE I N2, 2 0MOELII VT b B H 5
WIRDEBIDEETH o7,

(EMEHR R T R Rt B B0 )
D& AEE S BB CHD 2 FICBE I N DA TH o7z,
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(0388 X UZETE)

BREROKBAT MBS 1 6, MOKREH, /KB X e OFEIHD
2BNCERER SNz, 2 0M, LEOBRES X, MROEE, MoE
BER /KB 5 VIREl, NMEOoBRL, HORE, Rkogaits
SUBREPHTEREINLD, WITNDHEBEDREAETH 7.

HARREFBORT R

(3% 5-HA R T B ETE AR 2 Eh )

THREE L B L T, 90 mg/kg B OM TERBOESE DKERELDREEK
DA B (P<0.05) L, 30 B X U 90 mgke B TR DREL O
BEMPEEICRL (FRLEFNPL005 BLUP=<001) L7z, 2% 0,
BIROELSE DOREFHREINIT 90 mgkg HTHD 4B I UMD 1651, FF
FBOBERH LI AT EBEE, 10, 30 B X 90 mgkg B THTIIZEAFN S, 3,
1BIop, MTIZ4, 5, 3BIT1IHIIRD LN, £/, RO/
MZFEIEIBECTHD 268 X UM 54, 10 mgkg B THES 561, 30
mg/kg BHETREME 36, 0mgkg HETHD IFBLUHED 14), BITFDZE
FAZEES BB CHO 26, 10mg/kg BETHD 46, 30 mgkg ETHD 1
BlLCRD SN, TOMOEMII VTN O EREED 5 VIIIBBIORET
Hot.

(RS HA R T R BRI B )
FFRE D/NPISFREA ST REETHED 4 513 X UMD 550, 90 mg/kg BFTHED 3
BB & UMD 1 6], BIEORBEFREMIGRETHED IFAB L UMD
280, 90 mgkg BETH®D 3 BFNRED SNz, FOMOE/LIT VT D ESR
HHDVIIPEBORETH o7,

(£0:88 X UTET-B4)
BEOESEDOKIEFRE/NFED 1 HIBI T 7RICTROLN, 209
LAHREETHoHEDO 1 HBL UMD 4 FlI2ow T, ERMAEICO R
BBt RBo bz, 72, FEORMALFMD 6 FUIERD LN, £
DA, RO 5\ IIEBHIE, BOKEE, B, SEKEED LV ITHE
BHEA, BOBER, HEELFEOBME & EE, TROEEIE,
SiMibE S HWVITRREREEELE X URIB OSSR 5 2D, w
TNOIERESLVEPEBOEETH o7,
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14. Z8B L UEHR

90 mg/kg B TG 4 BICHE 1 FIFFET L, W5 2~4 BOBIIWE 7 FIH53E
T B\VIIBESE ICHE D BmE Lz, S OB T, FidE, AIBVIB X
CIADEHRTHEBLTRD LN, ZoOMMOEb: LT, BEEBET,
BISRYE, HEOEN, BB L UHELR BRI, REFRE
DIER, BIEDOESEDOKERE LR EHFRD L2285, SERICKE D1
ENAFENATIE b ol THODFTEH B VIR E RS 18
HTasEEZOLNT.

—RCREEDEREE T, 30 B & U8 90 me/kg FEDOEF I\ IHELTRD 5 L1208,
13-V 722 VT T2V IIRBEREANEEOS 2 e FHmEShTnE 2
DT, TOMBIHEBYERSICL BENMLEZ LN/, 90 mgkg D4
BT IERGL, BIBNGL, X A0 &5K4T, B5EEENET, BiE
BB I URBEOHENITZED LN, TN ORIV LS MERIRIZ
BEHLNT, RBRYERSOEELEZ LNz, O 30 mgkg BD 1
Bl L7 TEESROSME 12 B 45, 90 meg/kg B 1 HIC54 L7285 D/RIG
BERICEEIDEELI LN,

HEPB I UEBESIE, MEE D 90 mgkg B TR P IVEMEF 213K
fEMEMAIDSERD b, 5 4 AR OEEENEL L UREHEEICHIBMEE -
BMEEm RO Sz, BTIiRS 4 B OFHEREHERICH KB R
HohN, WTFhOZELd BEAR S IIZEED»EED b .

MEZEREB X CMEREEREOKR, B CTHBEBRWEERS BB IR
HHNGP o7z, D0 mgkg BEDELF L1460 (BFF 2302) T
< b2y ME ~NEFSUYVE, RMIKE, /MRS, FPERIEE, B
BRILE B L U RR el R OBBEER, V) R BREROREMER,

X o, MBRERRETIZ 74 7 /= EBEOBERANED L.
INOEADS Z OB BIT 28R OMEME & SCRE O O] BEE 23R T
SNz, T, MO 30 mgkg HFTRD LN MMRBOFE L BEIL,

LECD 90 mg/kg OB 1 BFITH BEMBMTH D, MFIIABETH 575,
WEMEIWC X AL TH B EEZ L.

MEELFREDORER, HD 30 B X U590 mgkg HTMEDBRMEA D 5
N, BFIEIABETH LD, HRYWHEHRSICLAREBFR@ENT:. 3512,

.22,



Exp. No. 4198

D 90 mgkg B THRDONTREEZDHE L HRY LIRS T L 528
EEZONTW, I VT F o VOREEREDEP oI LR OBIBADE
BILABLEEEZEZONT, TORFEAHTH ok, D 90 me/ke
BTROLONIBEINVECBIVUTAA)FA 777y —F¥OEHE, D
90 mg/kg BE LMD 30 B L V90 megkg BFTRD LN ALT DEEDH 5 W
SEEMEENL, WM ERES L ARBLEZ SN, REFBRETIE
JAERDOENEEDTINLERRTHAECEIED N Loz, HD
90 mg/kg BETRO LN AIGHOBEEIRERRS TN T I v OB b &£
haholzl EPLERFMERILVEEZZ LN, D 90 mgkg B
DEFFELZ 14 (B ES 2302) TRILAFO—L, BEH, 7V
IV, FRUYA, BEE IV TABIER) COBEEDSED S
N7z, COEWOLEFRECEB/L Y RBLL-ELThEEEZ LN,
F7-, MO 30mgkg BTRDOLNLHEILVATO - VB L URHIEHO
BB EI LRI TH 2P EBRWERS I AEELEZ LN, H1E
R TREL(E, D 90 mg/kg BECIBEDEAELELD S izds, x5 K
TEOELLET A LETORERENTH o772, 90 mgkg BHHED AST
DEEB L UREB DEME, OER) > OBV B E(LT
HY, 5 AST OBEBLIUREROEMEIIRERTRIIIROLN
RPolEATOH BT &H0, HERYWEKES L OREBERRE SN2
7z.

RIEEDFESR, MHED 90 mgkg HECREDOEIMER & LLEDIET 320
L, BESEDKERENIZL o TASGOBERIINAHES /- EIC L
BEALE b EZ LN, FOREIIAATH 072, & 612, HED 90 mg/kg
BIIBIIAY PR EEHORBROMIMIREDCEINICERT S L £
Aoz, ERBERTEICE, D 90 mgkg BETHEVETIRAD S
NP REOEDPZEMCEA230T, SR THOMEE BT 5 LIET
DIEEIMEDTH o /2.

WREEERTORE, BO 0 mgkg BETHR, (OB, PR, Bl X UR
BEEVERE, MRESSEMBED LR LA, BB L TEIcowTid
MAMEBEER T LAEBEERL, i, B, BiEs L UHRICOoVWTIdH
WEEICRILEZD N Do/, T/, HOD 0 mgkg FHTIE, BIFE,
HBEBLIUBELAROEGEENBBELTR L, MO 90 mg/kg 5 T3
NEBEB L UCHEAEEPREERNEZ RLZPVTINSBELEILTD
D, HRBEFRETOHETAELEREDLNT, HEWERSICL 22E

23
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LixEZONR o7,

EIEHIRER TRORFERTIZ, D 90 mgkeg H TREEIEME, (O
WEEVPBMELRLICTPBEMEEILTH o7z, Tz, 00 mgkg BEOM T,
BBEOEEEL b PITHMEEVBEL R L7, WERTRIIERD L
NGPo e BLTHY, HRPEESIZLIAIFRELIELON o7z,

REFEREORKER, WA THBWERSIC L ARBLEL LNLEAL
2, OB L URCEW CEHEIN-EBDRIETH 2. T2, FF
OB HED 30 B X D 90 mg/kg BT, BEIOREILHMELE
D 90 mgrkg B TERE S N0, MBRETRAIET 2B DO LT,
HBEHZNERIAHTH o 1.

SRR CHREBYRIRS IS X 5 L EL LN AR, BIROKERE
b, FBORLOBL B L UVFEORRRATH o7, MA T, BEEESD
BV LBBIORETH o 1225, T8 H 2 VIZFETEM TRD b LR
DEMED AV I BRE, MOKED 5 WiTHim, FEOEmMD 5 v 13385E
BIUEBOETHEILERZ EOBMOERYWEKEICLZ2E(EEI LN
7z, 209 LEROKBHREICOWTIIMREE 12 90 mgkg HETEIC
EAETED LN, UhEB X USETEMY TIHEEAIE LN RAE
THRDON. EAEDAVRIENFRRELR EOR 70 Y OREIHRTIL
DI LA PR R Z DB OBREI T 25 2220, HERY
HHh DI 2ORBYOEENZZELE Z LA, BIEA TIIBLR
DR THLILRTUORY TS I WETIVFATO Y RED
BIBREEANVE Y ORBIZITHCEHNTYHL40, #1021 Z
R GEBEOBETE 2 ol. HROEHLOBAIZOWTIZHED 30
BLU 0 mgkg HETRO LN, HRFAFRICBTAFBOENLE LTHE
AL 2SEEE TR & N7z A5, BEREL LAV IC AR S 5 WIZIEERICIFEWNE
ILIEERD SNV E &0 5, 5 DR 2 B LD TR IZ DWW TIEE
ETEY, EUFHNERIIOVWTOIRATH o/, FEORKBAIIOWT
3, UEBLURCEYICOABRICED LN, BRI UETEM T
BERBFOBED S EBHEY \CHRTHL PP RN S, HERY
BRI E B REOBMAPRERLOFEICH LEBIBE b7 5
LzeEZ2oN0L. 72, 8D LWVIRBTEY CROONLELDI B
MR IZOWTIREFKREDEL, B X UFRICOWTIIRRES, B
WOWTIHESEREICFNFNERAL-BESEZ SN,

FOM, WBEY EOEEINELIB L 22 BEHEES 2 WHARE
RIS %W e hoBRRBERELEZ DN, ‘
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OEERRTR TRR I, ISR TRICHED S M- ERSICEET 5 &
FZONAEREDENT, BRERINLTILITVTNE BREARL &
Ez b,

F 7z, —RBEOHE LB W TEB 2 COMEERSIRIR L2 & »
5, B (&), BB L UCABHE I oW THIBEWRE Y
Tolh, HBWERSIZLIBLEZOLNAENNEIRD LR Lo 7.

PLED#ER, 30 mg/kg B OMBETHRE, M Ci/MRBOAELEE, HT
MECEELREEIADONL-I L hs, EFEESRMESLD 10
mg/kg/day & FIRT S 17z,
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Figure 1. Survival ratio
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Table 1. Survival and mortality

Exp. No. 4198 (115-116)

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
10 5/5 5/5 5/5 5/5 0.0
30 5/5 5/5 5/5 5/5 0.0
90 10/10 10/10 1¢/10 9/10 10.0
Female 0 10/10 10/10 10/10 16/10 0.0
10 5/5 5/5 5/5 5/5 0.0
30 5/5 5/5 5/5 5/5 0.0
] 10/10  7/10 s/10  3/10 70, 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. 4198 (115-116)
- Sex Dase level Weeks of experiment Mortality
(mg/kg) 5 5 (%)
Nale 0 5/5 5/5 0.0
90 4/4 4/4 0.0
Female 0 5/5  5/5 0.0
90 2/2 2/2 0.0

Number survivfng / Number per group.
Significant difference from control group; ¥ P<0.05 % P<0.01
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Table 2. Clinical observation Exp. No. 4198 {115-116)

Sex : Male

Findings of clinical Dose level Days of experiment Total
observation (me/kg) 1 2 3 4 5 6 7 8 g9 10 11 12 13 14 {(1—14)

normal/number per group 0 10/10 10/108 10/16 10/10 10/10 10/10 10/10 10/16 10/10 10/10 10/10 10/10 10/10 10/10 1
10 5/5 5/5 %5 8% &/ &% &5 &/% &§/5 &%/ 5&5/5 5/5 8/5 5/5
30 5/5 &5/5 85 &%/ &5/5% 85 5/5 0/% §/5 5/% 4/5% 4/5 4/5 4/5
90 /10 8/10 9/10 7/10 5/16 7v/10 8710 2/10 9/10 G6/10 0/10C 0/10 0/10 2/10
salivation 0 0
10
30
90

prone position 0
10
30
90

lateral position 0
10
30
90

staggering gait 0

decrease spon. motor act. 0

startle response 0

OO NOOO OO NOOO DOOD OO
OO OOOO OO OO0 Dooo OoOooo
OO0 OO0 DOOO OO0 DOODOD WOoOODo

OO0 OO0 OO0 OO OO oo
OO0 OO0 OO0 OO0 Voo OO
OO RNOOD NOOD OOOoOCO Do —oo

0
5
0
0
0
0
5
0
a
0
0
3
0
0
0
7
]
0
0
5
0
0
0
b
0
0
0
0

OO0 OO OO DDOOO OCOoOC UMoo
OO0 OO0 —-O0OO0O0 OO0 oD OCOOoOOoO o

OO —=OOO OOOSD —mOoOO0O0 DODOO0 “ooOoo
OO0 OOOU OO0 —-O0OO0O0O OO Do o
OO OO0 Do NODOO oo O—oo
O'CDQ OOOD WOOOD OO NODOOD O—Oo0Co
OO WOOO «~OO0O0 MNPNOODOo —ooo ~N-—OOo




70-1

An-pyo Center  (0BWS2) 10834 Page 3

Table 2. -continued Clinical aobservation Exp. No. 4198 (115-116)

Sex : Male

Findings of clinical Dose level Days of experiment Total

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

dirty nose 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0 0 0 0 ] 0 0 il 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 D
90 0 0 0 0 0 0 0 0 0 0 0 0 i 1 1

dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 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
90 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2. —-continued Clinical observation Exp. No. 4198 (115-116)

Sex : Male

Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 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 16/10 10/10 10/10 10/10 10/10 1
10 5/5 5/5 5/5 55 55 &/ 55 55 5/5 55 55 5/5 5/5 5/5
30 55 5/5 3/5 45 35 4/5 2/5 4/5 3/5 4/5 5/5 1/5 2/5 3/5
90 3/10 2/16 1710 2/10 o0/10 2/10 1710 1/9 5/9 2/9 2/9 1/9 0/9 2/9

salivation 0
10
30
90

prone position 0
10
30
90

fateral position 0
10
30
90

staggering gait ]
10
30
90

decrease spon. motor act. 0
10
30
90

startle response 0

<

OO OO —OODd OO0 OO0 Mmoo
IO MOoOOO OO NOOD OO0 OO
COOOCO OO —OoOodD — OO OCOOO WO o
—_ OO0 OO NOOD OO0 OOoOOD O—L—OOo
—_- OO OOOCO OO0 SODOoOOD OO0 OO OMNO O
OO0 OO WOoOoDOD OO0 SO0 N—OoOo
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OO RMNOOD OO OO OO0 WO Oo
OO OO OO OO0 OO —mOOO N,
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Table 2. —-continued Clinical abservation Exp. No. 4188 (115-116)

Sex : Male

Findings of clinical Dose level Days of experiment - Total

observation (me/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1—28)

dirty nose 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 0 0 D 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
a0 1 1 0 0 0 0 0 0 0 0 0 | 0 0 i

dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

’ 10 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
90 0 0 0 0 0 0 1 0 0 0 0 0 0 0 1
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Table 2. -continued Clinical observation . Exp. No. 4198 {115-1186)

Sex : Female

Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 1 2 3 4 5 6 7 8 g 10 LB i2 13 14 {1—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 1
10 55 5/5 5/5 55 55 55 5/5 5/5 545 5/5 5/5 5/5 5/5 5/5
30 5/5 5/5 5/5 5/5 5/5 5/5 5/5 2/5 5/5 5/5 4/5 4/5 5/5 - 4/5
90 10/10 10/10 8/10 6/10 5/10 7/10 9/10 0/10 3/10 0/10 1/10 3/10 1/8  3/7

wasting 0
10
30
90

loss of hair 0

trauma ]

dirty hair ]

salivation 0

prone position 0
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OOOCD OO OO OO OOMOD OO
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Clinical observation

—-continued

Table 2.

. Female

Sex

Total

Days of experiment

Dose level

Findings of clinical

observation

12 13 14 {1-14)

11

10

2 3

1

me/ke)

OO W

oo

oo odN

o O

OO oOoOoN

OO Oy

[ o B cm I N

Lo ]

oo

oo

oo

oo

oo

oo

oo

lateral position

[==Nr]

(=N

oo

oo

o —

oo

O -

oo

oo

[ Y e

[=R=Nenib= g

O

(=R

oo ooy

L= e - M)

Ooow

OO

o

oo

oo

oo

oo

oo

Lo I~

staggering gait

& o

ooy

o —

oo

(=N r]

oo

< —

(===

ooox

oo o

oo D

ooy

o OO o

Do Ooo

[ me, L con]

oo

o oo

oo o

oo o

oo o

Do

oo o

decrease spon motor act.

(=)

(=]

—

=

—

o9

(=]

[

OO

oo o

oo

Laom it uome 3 wooe Y o

€O D —

oD

(== === ]

oo

oo o

oo o

ocCooo

oo o

[t e e i e

O OO

startle response

08

O

DO Do

oo O o

[ome e e B

Lo R e B B e g

oo Oo

= = o I o

(== = ]

oo oo

(o= e I -

oo oo

oo

oo

L= B Y = e

[oom R e e =

joss of teeth

10
30
90

DO OooNy

[own Qi o i o Y o}

OO —

OO

Do 0o

oo

DO oo

OO O D

ocDcCococo

oo o

cCoo o

ocoaoo

cooo

CODOoOoOoOo O

oo o

dead

O oA —

OO OO

Do oOo

oo o —

[ e - R -

ocoooo

OO oo

OO DO

Do oo

oo ooo

oDCoo o

ocooo

OO Oo

oo OoOOo

oo o

moribund




60-1

Table 2. —continued Clinical observation Exp. No. 4188 (115-116)

Sex : Female

Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 {1—28)

normal/number per group 0 10710 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/1C 10/10 10/10 1
10 55 &5/5 5/5 5/5 55 55 5/5 5/5 5/5 55 55 5/5 5/5 5/5
30 45 45 3/5 3/5 2/5 35 35 4/5 3/5 4/5 4/5 25 /5 35
90 /1 2/t /5 0/5 0/5 0/5 0/% 1/5 2/4 0/4 0/4 0/3 0/3  2/3

wasting 0
10
30
90

foss of hair 0
10

30

90

trauma 0
10
30
90

dirty hair 0
10
30
90

salivation 0
10
30
90

prone position 0
10
30
90
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Table 2. Clinical observation . Exp. No. 4198 (115-11¢6)

Sex : Male

Findings of clinical Dose level Days of experiment Totali
observation (me/kg) 29 30 K} 32 33 34 35 36 37 38 39 40 41 42 {29—42)
norma!/number per group 0 5/5 5/5 5/% &%/5 5/5 &% 5/% 55 5/5 8/ 85 5/5 5/5 5/5 5

90 4/4  4/4 A4 &4 44 A4 4/4 44 /4 4/4 4/4 44 44 4/4 4
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Tahie 2 —-continued Cilinical observation Exp. No. 4198 (115-116)

Sex : Female

Findings of clinical Dose level Days of experiment Total

ohservation {mg/kg) 29 30 3 32 33 34 35 36 37 38 39 40 41 42 (29—42)

normal/number per group 0 55 5% &/ &/5 5/% &%/ %% 5% %5 5/5 5/5% &/5 5/% &§/5 5
90 2/2 2/2 2/2 2/t 272 2/ 2/ 272 2/ 22 2/ 2/ 22 2/2 ?
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Table 3. Body weight Exp. No. 4198 (115-118)
{unit 1 g)
Sex Dose ievel Weeks of experiment
mg/kg 0 1 2 3 4

Nale 0 132+ 5 204+ 8 262 + 1 314 + 16 353 ¢ 15

10 132+ 3 207 + 10 268 + 18 319+ 22 357 £ 23

30 132+ 5 197 £ 10 252 + 18 300 + 23 340 + 26

S0 32 4 177 £ 11#+ 218 + 28%+ 251 + 33%# 288 + 35%#
Female 0 1M1+ 3 154+ 6 181 + 10 205 + 13 222 £ 13

10 111+ 4 158 + 14 189 + 18 217+ 21 237 + 26

30 1M1+ 4 151+ 9 177 £ 15 203 + 22 219 + 27

90 1Mt + 4 139 £ 15#¢ 168 £ 13 182 + 24 215+ 6

g?ggi?’igégi difference from control group; *: P=0.05 ¥#: P=0.01
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Table 3. -continued Body weight Exp. No. 4198 (115-118)
(unit : g )
Sex Dose level Gain
(mg/kg) 0 — 4)
Male 0 221 + 14
10 224 + 24
30 208 + 25
90 155 + 33%*
Female 0 "t +£ 12
10 126 £ 25
30 108 + 25
90 104 £ 7
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. 4198 (115-116)
{ unit : g)
Sex Dose level Weeks of experiment Gain
{mg/kg 4 5 6 (4 — 6)
Male 0 354 £ 1IN 388 + 14 413t 14 59+ 8
90 375 + 39+ 361 + 40 396 + 46 82 1 12%¢
Female 0 219 £ 13 235 + 14 241 + 10 22+ 9
90 215+ 8 226 £ 20 242 + 24 27 £ 16
Mean + S.D.
Significant difference from control group; ¥ P<0.05 *%; P<0.01

N: Non parametric analysis
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Table 4. Food consumption Exp. No. 41398 (115-116)
{unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 (0 —
Male 0 138+ 9 157 £+ 11 166 + 17 159 + 12 619 £+ 42
10 142 + 8 161 £ 13 171 + 23 168 + 15 642 + 53
30 134+ 9 162 + 18 162 + 16 163 + 15 621 £+ 52
30 93 + 14%¢ 115 & 2344 120 + 22*+ 127 + 20%# 466 + T1#¥
Female 0 105 £+ 10 106 £+ 9 108 £ 11 111 £ 14 430 + 40
10 109 + 10 118 £ 10 118+ 7 117+ 4 462 + 26
30 101 £ 10 106 + 10 118 + 14 124 + 10 443 + 35
90 78 + 15%% 88 £ 16%+ 81 £ 19%# 101 £ 13 85+ 16
Mean £ S.D.
Significant difference from control group; ¥ P=0.05 ¥ P=0.00
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Table 4. -continued Food consumption

Exp. No. 4198 (115-116)

( unit : gfweek )
Sex Dose level Weeks of experiment Total
mg/kg 4 5 6 (5 — 6)
Male 0 158 £+ 8 174 £ 13 182 + 16 356 ¢+ 28
90 139 + 20% 186 ¢ 14 196 ¢ 21 3821+ 3
Female 0 112 £ 17 120 £ 10 1286+ 6 247 £+ 14
S0 106 + 15 145 + 8% 142 + 7% 287 + 16%*
Mean + S.D.
Significant difference from control group; ¥; P<0.05 *+: P<0.01
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Table 5. Food efficiency Exp. No. 4198 (115-116)
{unit © %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 1 2 3 4 (0 — 4)
Maie 0 52.4 ¢+ 3.6 37.2+ 3.6M 31,4+ 2.3N 2.3+ 4.2 35.7+ 2.4
10 52.7 + 5.2 37.3+ 3.0 29.9+ 1.0 22.9+ 3.4 349z 2.1
30 48.2+ 4.4 341+ 3.2 29.6+ 1.3 2.2+ 3.3 33.4+ 2.0
90 44.6 + 3.5% 34.01 16.0 27.3 + 17.7% 244+ 3.9 337 & 2.1%
Female 0 41.5+ 4.3N 25.3 1+ 4.3 21.9+ 5.4M 15.7 + 4.2 26.0+ 2.3
10 42.2 + 8.1 6.4+ 3.7 2.1+ 3.3 16.5+ 6.1 27.1 ¢+ 4.
30 393.2+ 4.8 2.4+ 7.3 21.8+ 4.7 126 + 4.9 23.9+ 4.1
90 349+ 12.8 221+ 9.9 12.5 £ 14.3 19.5 £ 10.4 27,0+ 2.7
Mean & S.D.
Significant difference from control group, . P=0.05 : P=0.0]

N: Non parametric analysis
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Table 5. -continued Food efficiency

Exp. No. 4198 (115-116)

(unit @ %)
Sex Dose level Weeks of experiment Hean
{mg/kg) 4 5 6 (5 — 6)
Male 0 26.0+ 1.8 19.4+ 2.3 13.6 + 0.5N 16,4+ 1.0
90 25.2+ 4.0 249+ 3.7% 18.1 £ 2.3%# 21.4 & 2.6%¢%
Female 0 17.5+ 2.7 13.0+ 7.3 4.9+ 4.2 8.9+ 3.5
90 25.5 + 1.8%+ 7.9+ 8.3 1.4+ 3.6 9.6+ 5.9
Mean + §.D.
Significant difference from control group; ;. P<0.05 ¥+ P=<0.01

N: Non parametric analysis
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Table 6. Hematolagy Exp. No. 4198 {115-116)
Week: 4
Sex Dose |evel No. of HCT HGB RBG MGV MCRH MCHC
mg/kg) animals %) {(g/dL) {x10%/mm?) (pmd {pg) (%)
Male 0 5 46.2 + 2.6N 14.9+0.7 7.56 £ 0.54 61.1 ¢+ 1.1 19.7 + 0.6 323+ 0.5
10 5 45.4 + 0.4 14.7 £ 0.3 7.50 £ 0.27 60.6 + 2.1 19.7 £ 0.7 32.5+ 0.6
30 5 456+ 0 15.1 £ 0.2 7.62+ 0.24 59.9+ 1.4 19.8 + 0.6 33.1 £+ 0.4%
90 5 46.4 £ 1.7 15.4 £ 0.5 7.91 £ 0.27 58.7 + 1.7% 19.5 ¢ 0.5 33.2 &+ 0.5¢
Female 0 5 44.4 + 1.4 15.0 ¢+ 0.6 7.62 + 0.20 58.3+ 2.1 19.7 + 0.8 33.8 +
10 5 44.0+ 2.3 14.8 £+ 0.5 7.59 + 0.53 5.1+ 1.4 19.6 £ 0.8 33.6 ¢
30 5 43.5+ 1.4 14.6 + 0.4 7.55 + 0.25 57.7+ 2.0 19.4 + 0.5 33.6 ¢
90 1 49.3 18.7 8.30 59.4 20.2 33.9
Mean t S.D.
Significant difference from control group; *: P<0.05 ¥ p=(.01

N: Non parametric analysis
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Table 6. ~continued Hematology

Exp. No. 4198 (115-116)

Week: 4
Sex Dose leve! No. of PLT WBC Differential leukecyte counts (%)
{mg/ka) animals (x10°/am?) (x10/np?) NEUT LYMPH MONO EOSN BASO LUG

Hale 0 5 1188 + 111 13.7¢+ 1.9 9+ 4 88 + 4 1 1 1+ 1 0+ 0 1+ 0
i0 5 1118+ 78 1.0+ 2.5 1Mz 3 85+ 3 23 1 1+ 0 0+ 0 1T+ 0
30 5 1153 + 86 13.2¢+ 3.6 Nt 4 86+ 4 T 1 1+ 1 0+ 0 1+ 0
90 5 1118+ 76 11.8+ 2.8 13¢£ 5 83+ 5 2+ 1 1+ 0 0+ 0 1+ 0

Female 0 5 1213+ 83 7.3+ 2.1 12+ 5 85+ 5 1+ 1 1+ 0 0+ O T2 1
10 5 1308 + 57 7.3 1.0 12+ 7 84+ 6 2+ 1 2+ 1 0+ 1+ 0
30 5 1436 £+ 117%+ 6.1+ 2.0 12+ 5 85 ¢ 2+ 1 1+ 1 0 0O Tt 1
30 1 1412 7.5 4 50 7 0 0 3

NEUT: Neutrophil  LYMPH: Lymphocyte  MONO: Monocyte
Mean + §.D

Significéni difference from control group; ¥: P=0.05

EOSN: Eosinophil  BASO: Basophil

**: P=0.01

LUG: Large unstained cells
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Table 6. -continued Hematology Exp. No. 4198 (115-116)
Week: 6
Sex Dose level No, of HGT HGB RBG MGV MGH MCHG
{mg/kg) animals (%) (g/dL) (x10%/mm?) (um? (pg) {%)
Male 0 5 47.0 + 1.7 15.9+ 0.4 8.29 + 0.43 56.7 + 1.7 19.2 + 0.7 33.8+ 0.4
90 4 45,5+ 2.1 15.4+£ 0.5 7.91 ¢+ 0.32 57.4 + 0.7 19.5+ 0.4 33.9¢+ 0.6
Female 0 5 43.4 £ 1.8 15.4 £ 0.5 7.91 + 0.22 54.8+ 0.9 19.4 ¢ 0.5 35,5+ 0.6
90 2 41,9+ 5.4 14.8+ 1.5 7.51 + 0.91 55.8+ 0.4 19.7 + 0.4 35.2+ 1.0
Mean + S.D.
Significant difference from control group; ¥ P=0.05 **: P<0.01
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Table 6. -continued Hematology Exp. No. 4198 (115-116)
Week: 6

Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
{mg/%g) animals (x10°/m?) (x10°/m?) NEUT LYMPH MONO EOSN BASO Luc
Male Q 5 1121 + 5% 13.8¢ 4.3 10 3 85+ 3 2+ 0 1+ 0 g 0 1+ 0
90 4 1217 £ 109 12,4+ 3.0 11z 2 85+ 2 2+ 1 1+ 1 0 1 1+ 0
Female 0 5 1158 & 122 6.7+ 1.9 0+ 3 86 + 2 2+ 0 1+ 0 0+ O 1+ ©
90 2 1114 + 192 56+ 2.2 14+ 4 83+ 4 1+ 0 1+ 0 0+ O 1+ 0

{;EUT: Ngult)rophil LYMPH: Lymphocyte  MONC: Monocyte EOSN: Eosinophil  BASO: Basophil LUG: Large unstained cells
ean %

Significén"c difference from control group; *: P<0.05 ¥¥: P<0.01
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Table 7. Coagulation Exp. No. 4188 (115-116)
Week: a4
Sex Dose level No. of PT APTT Fibrinogen
{mg/kg) animals (sec.) (sec.) (mg/dL?
Mate 0 5 14.2+ 0.5 25.51 1.6 212+ 12
10 5 14.2 ¢ 0.6 26.4 £ 0.8 222+ 7
30 5 14.7 + 0.8 25.8+ 1.6 214+ 8
30 5 14.5+ 0.5 25.0+ 1.6 209 + 24
Female 0 5 14.8 + 0.6 23.0+ 0.8 194 + 10
10 5 15.0+ 0.4 21.8¢ 1.2 191 £+ 20
30 5 15.0+ 0.3 22.2+ 0.9 183+ 1
80 1 13.8 25.0 285
Mean + §.D.
Significant difference fram control group; ¥ P=0.05 ¥, Px0.01
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Table 7. -contipued Goagulation Exp. No. 4198 (115-116)
Week: 6

Sex Dose level No. of PT APTT Fibrinogen
mg/kg) animals {sec.) {sec.) {mg/dL
Kale 0 5 14.84+ 0.8 27.6 £ 1.6 229 + 16
90 4 14.1 £ 0.5 25.7+ 1.9 222 + 17
Female 0 5 14.9 ¢+ 0.4 22,2+ 1.5 176 £ 15
20 2 15.1¢£ 1.3 23.5+ 3.6 179 £ 18
Mean £ S.D.
Significant difference from control group; ¥: P=0.05 ¥: p<(0.00
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Table 8. Blood chemistry Exp. No. 4198 {115-116)
Week: 4
Sex Dose level No. of Glucose T.cholesterol Triglyceride
mg/kg animals {mg/dL) ng/dL (mg/dL)
Male 0 5 157+ 7 55+ 9 38.2+ 21.1
10 5 156 + 12 59 + 15 46.4 + 23.1
30 5 136 £ 19% 55 + 11 41.3 £ 14.2
90 5 119 & 124+ 66 + 20 21,5+ 6.8
Female 0 5 126 £+ 15 54 + 10 13.1+ 6.9
10 5 126 £ 9 59 + 15 21.4+ 9.5
30 5 116 + 1N 72 + 5% 27.6 £ 12.9¢%
80 1 107 73 15.8
Hean &+ S.D.
Significant difference from control group; ¥*: P=0.05 ¥*: P=0.01
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Table 8. -continued Blood chemistry Exp. No. 4198 (115-1186)
Week: 4
Sex Dose level No. of BUN Greatinjne T.bilirubin T.protejn Albumin
{mg/kg) animals (mg/dL) {mg/dL) (mg/dL) (g/dL {g/dL)
Hale 0 5 10.5¢+ 1.3 0.21 £ 0.03 0.03 £ 0.01 5.66 £+ 0.21 3.42 + 0.15
i0 5 10,0 1.3 0.22 1+ 0.02 0.03 + 0.01 5.75 + 0.12 3.38 £ 0.11
30 5 11.2¢ 1.5 0.21 £ 0.03 0.03 £+ 0.01 5.46 £ 0.20 3.37 £ 0.14
90 5 13.7 £ 1.2%x 0.21 + 0.02 0.06 £+ 0.01*x 5.55 + 0.20 355+ 0.1
Female 0 5 15.3+ 3.6 0.28 + 0.06 0.03 + 0.01 5.87 + 0.12 3.62 + 0.16
10 5 14.7+ 1.8 0.27 £ 0.02 0.04 £+ 0.01 5.67 £ 0.12% 3.48 £ 0.16
30 5 4.2+ 2.7 0.26 + 0.03 0.03 £ 0.01 5.78 + 0.15 3.58+ 0.10
30 1 12.5 g.21 0.01 6.70 4.03
Mean + S.D.
Significant difference from controi group; *: P=0.05 x: P=<0.01
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Table 8. -continued Blood chemistry Exp. No. 4198 (115-116)

Week: 4

X PengS Aninals M6

Male 0 5 .53+ 0.10
10 5 .42 1 0.08
30 5 .61 £ 0.11
90 5 .80 & 0.21%+

Female 0 5 .61 £ 0.14
10 5 .59 £ 0.15
30 5 .63 % 0.06
90 1 .51

Mean + S5.D.

Significant difference from control group;

. P=0.05

L 2]

P=0.01
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Table 8. -continued Blood chemistry
Week: 4

Exp. No. 4198 (115-116)

Sex Dose level No. of Sodium Potassium GChloride GCalcium { .phospherus
{mg/kg) animals (mmo1/L) (mmot/L) (mmo1/L) (mg/dL) {mg/dL)
Male 0 5 144.0 £ 0.8N 4.50 £+ 0.22 106.7 £ 1.2 9.75 £ 0.15 8.20 + 0.30
10 5 144.0 £ 0.3 4.69 ¢ 0.20 106.3 £ 1.0 9.81 + 0.03 8.05 £ 0.55
30 5 144.4 £ 0.9 4.64 £ 0.38 107.3 £ 1.8 9.70 £ 0.29 8.17 £ 0.77
30 5 142.0 ¢+ 3.4 4.58 + 0.20 104.8 £ 2.0 9.91 + 0.27 8.85+ 0.94
Female 0 5 144.0 + 0.9 4.73 ¢+ 0.32 110.3 £ 0.5 9.78 £ 0.31 6.19 £ 0.72
10 5 143.9+ 1.2 4.63 + 0.22 108.5 + 1.5% 9.72 + 0.26 6.61 + 0.75
30 S 143.6 £ 1.4 4.65 + 0.19 108.6 £ 1.3% 9.48 + 0.13 6.20 + 0.49
90 1 148.8 4.82 114.0 10.48 9.44
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. 4198 (115-116)
Week: 4
Sex Dose lavel No. of AST ALT ALP
(mg/kg) animals (u/L) (u/L) (u/L)
Male 0 5 70+ 7 260+ 4 784 + 116
10 5 64+ 6 23: 4 781 £ 176
30 5 69+ 10 26+ 4 929 + 208
90 5 68+ 8 39 + G+ 1156 + 308*
Female Y 5 70 16 19 466 + 40
10 5 70+ 8 21+ 3 488 + 98
30 5 80+ 7 24 £ 3% 424 + 37
90 1 80 28 521
Mean £ 5.D.
Significant difference from control group; ¥: P=0.05 ¥: P=0.01
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Table 8. ~continued Blood chemistry Exp. Ne. 4198 (115-116)
Week: 6 ‘
Sex Dose level No. of Glucose T.cholesterol Triglyceride
(mg/kg) animals {mg/dL) {mg/dL) {mg/dL)
Male 0 5 152 + 16 63+ 8 50.4 £ 6.2N
90 4 135+ 5% 55+ 17 37.0 £ 28.3
Female 0 5 132+ 2N 65+ 9 30.2 + 20.4N
90 131 + 20 59+ 4 M4+ 0.7
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. 4198 (115-116)
Week: 6
Sex Dose leyel No. of BUN Creatinjne T.bilirubin T.protein Albumin
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (g/dL) (g/dL)
Male 0 5 13.5¢ 1.1 0.22 + 0.02 0.04 £ 0.01 5.82 £ 0.18 3.36 £ 0.16
90 4 13.5+ 1.3 0.23 £ 0.03 0.04 + 0.01 5.59 + 0.18% 3.29 £ 0.14
Female 0 5 15.8+ 2.2 0.31 £+ 0.03 0.06 + 0.02 5.85 + 0.18 3.61 £ 0.17N
90 2 16.1+ 2.9 0.31 £ 0.03 0.08 £ 0.0% 5.81 £+ 0.08 3.60 + 0.01
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

Week: b
Sex Dose level No. of A/G
{mg/kg animals
Maie 0 5 1.36 £ 0.07
30 4 1.44 £+ 0.08
Female 0 5 1.62.+ 0.10
S0 2 1.63 ¢ 0.05
Mean + S.D.

Significant difference from

control group;

¥:

P=0.05

¥k

P=<0.01

Exp. No. 4198 (115-116)
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Table 8. -continued Blood chemistry Exp. No. 4198 (115-116)
Week: 6
Sex Dose level No. of Sodium Potassium Ghloride Calcium I .phosphorus
(mg/%g) animals (mmol/L) (mmo 1 /L) (mmo1/L) (mg/dL) (mg/dL)}
Male 0 5 143.4 £+ 1.1 4.68 + 0.07N 106.0 £ 0.5 10.11 + 0.39 7.74 £ 0.88
30 4 144.0 %+ 1.3 4.74 + 0.29 106.5 + 0.6 10.00 + 0.33 8.24 + 0.45
Female 0 5 141.8 £ 0.8 4.65 £ 0.50 108.7 £ 1.9 9.53 £+ 0.22 5.40 £ 0.57
90 2 141.8 + 0.0 4.54 + 0.00 110.2 + 0.1 9.67 + 0.05 6.80 + 0.70%
Mean + §.D.

Significant difference from control group;

N: Non parametric¢ analysis

L

P=0.05 *: P=0.01



Table 8. -continued Blood chemistry Exp. No. 4198 (115-116)
Week: 6
Sex Dose level No. of AST ALT ALP
(mg/kg) animals (u/L) (u/L) (u/sL)
Male 0 5 68+ 5 27+ 3 608 + 97
20 87 + 10%¢ 29+ 2 617 £ 140
Female 0 5 72+ 10 26+ 3N 328 + 58
90 2 88+ 8 36+ 16 312 78
Mean £ S.D.

Significant difference from control group;

N: Non parametric analysis

¥ P=0.05 £ P<0.01
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N: Non parametric analysis

Table 9. Urinalysis Exp. No. 4138 (115-116)
Week: 4
Sex Dose level No. of Volume Specific gravity
{mg/%g) animals (mL)
Male 0 5 12+ 5N 1.060 £ 0.014N
10 5 18 ¢ 11 1.053 + 0.029
30 5 18+ 6 1.044 + 0.013
90 5 31 1% 1.013 + 0.003%
Female 0 5 16+ 9 1.032 £ 0.015
10 5 11 1.046 + 0.013
30 5 20t 3 1.028 + 0.008
80 1 25 1.007
Mean £ S.D.
Significant difference from control group; P=0.05 ¥k P=0.00
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Table 9. -continued Urinalysis

Exp. No. 4198 (115-116)

Week: 4
Sex 0?33 QSVG‘ ggimgfs G?IOE 34546 7 8 91011 pg 5566.577.588.5 =9 Gcsul} El?gd 2+ 3+
Male 0 5 5 1T 1 3 2 3
10 5 5 1 4 5
30 5 5 1 4 5
90 5 5 3 2 5
Female 0 5 5 2 21 3 1 1
10 5 5 2 3 5
30 5 5 1 4 5
90 1 1 1 1

Color : 1= Colorless, 2= Sll?ht yellow, Yel 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 9. -continued Urinalysis Exp. No. 4198 (115-116)
Week: 4
Sex Dose level No. of Ketones Glucose(g/dL) Protein(mg/dL)
(mg/kg) animals - /- T 2+ 3+ 4 - 0.? 0.25 0.5 =1.0 - /- gO 100 =300
Male 0 5 2 3 5 1 1 3
10 5 31 5 2 2 1
30 5 3 1 5 1 2 2
90 5 4 1 5 4 1
Female 0 5 4 1 4 1 3 1 i
10 5 1 3 1 5 1 2 2
30 9 5 5 4 1
30 1 1 ] 1
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Table 9.
Week :

-continued Urinalysis

4

Exp. No. 4198 (115-116)

Sex

Dose level
(mg/kg}

No. of
animals

Bilirubin

1+

2+

34

Male

10
30
90

g N o

[ 5, B\ N #8)

1 W w N

Female

10
30
90

- n ; wn

- NS
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Tabie 9. -continued Urinalysis : Wicroscopic examination of sediment Exp. No. 4198 (115-116)

Week: 4

Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others

{mg/kg) animals S 1e 24734 - 1+ ¥+ 3+ - 1+ 2+ 3+ - 4 -4 - + -+

Male 0 5 4 1 5 5 5 5 5 1 4
10 5 5 5 5 5 5 5 5
30 5 5 5 5 5 5 5 5
30 5 5 5 5 5 5 5 4 1

Female 0 5 5 5 5 5 5 5 2 3
10 5 5 5 5 5 5 5 5
30 5 5 5 5 5 5 5 5
90 1 1 1 1 1 i 1 1

others : Grystals
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Table 9. -continued Urinalysis Exp. No. 4198 (115-116)
Week: 6
Sex Dose level No. of Volupe Specific gravity
{mg/kg) animals {mL
Male 0 5 21+ 6 1.052 + 0.012
90 4 28+ 6 1.040 + 0.005%
Female 0 5 19 1 1.046 £ 0.020
90 2 18+ 11 1.048 £ 0.017
Mean £ S.D.

Significant difference from control group;

¥: P=0.05  *+: P=<0.01
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Table 9. ~continued Uripalysis Exp. No. 4198 (115-116)
Week: 6
Sex Dose level No. of Gofor pH Occult Blood
(mg/%g) animals 12 3 45 6 7 8 310N 55566.577.588.5 =9 - /- 1+ 24 34

Male 0 5 5 1 4 4 1

90 4 . 4 1 3 4
Female 0 5 5 2 3 5

90 2 2 11 2

Color : 5= Red-brown, 6= Dark red, 7= Dark brown,

1= Colorless, 2= Sli?ht yellow, 3= Yellow-brown, 4= Red
8= Brown-black 9= Milky white, 10= Fluorescent green, {1= Blue.
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Table 9. -continued Urinalysis

Exp. No. 4198 (115-116)

Vieek: 6
Sex Dose level No. of Ketones Glucose(?/dL) Protein(mg/dL)
{mg/kg) animals - #- 1+ 2+ 3+ 44 - 0.1 0.250.5 =21.0 - +/- 30 100 =300
Male 0 5 3 2 5 5
30 4 3 1 4 4
Female 0 5 2 3 5 ] 31
90 A 1 1 2 1 1
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Table 9. -continued Urinalysis Exp. No. 4198 (115-116)
Week . 6
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
(mg/kg) animals - 1+ 2+ 34 0.11.02.04.08.0=12

Male 0 5 4 1 4 1

90 4 4 4
Female 0 5 4 1 2 3

90 2 2 T 1
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4198 (115-116)
Week: 6

Sex Dose level No. of Erythrocytes Leukoc;tes Epith. Cells Gasts Fat glob. M. threads others
(mg/kg) animals =14 24734 - T4 2+ 34+ -1+ 24 34 - 4 -3 - + - 4

Male 0 5 5 5 5 5 5 1 4 5
90 4 4 4 4 4 4 1 3 4

Female 0 5 5 5 5 5 5 5 1 4
90 2 2 2 2 2 2 2 2

others : Grystais
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Table 10. Organ weight Exp. No. 4198 (115-116)
Week: 4
Sex Dose level No. of Body wejght Braip Heart Lungs Liver
ng/kg) animals (g) (g) (g) (g) (g)
Male 0 5 351 + 19 2.05+ 0.04 1.13 + 0.06N 1.28 + 0.09 10.87 + 0.90
10 5 357 £ 23 2.10+ 0.06 1.12 + 0.10 1.29 + 0.08 11.47 £ 1.04
30 5 340 + 26 2.08+ 0.07 1.10+ 0.1 1.25+ 0.10 10.06 £ 1.13
90 5 268 £ 10%* 1.96 £+ 0.05% 0.95 + 0.02¢% 1.13+ 0.20 8.08 + O0.50%¢
Female 0 5 226 £ 14 1.95+ 0.10 0.75 +-0.04 1.01 £ 0.07 6.47 + 0.38
10 5 237 £ 26 1.94 + 0.11 0.75+ 0.06 0.99 + 0.08 6.76 + 1.04
30 5 219+ 27 1.93 ¢+ 0.06 0.77 + 0.05 1.00 + 0.10 6.57 + 0.78
90 1 216 1.83 0.81 0.85 7.68
Mean + S5.D.
Significant difference from control group; ¥; P=0.05 %; P=0.01

N: Non parametric analysis
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Table 10.

-continued Organ weight

Exp. No. 4198 (115-116)

Week: 4
Sex Dose level No. of Kidne¥s Spleen Adrenals Testes Qvaries
(mg/xg) animals (g (g) mg (9) (mg)
Male 0 5 2.68+ 0.23 0.60+ 0.04 5+ 5 3.0+ 0.21
10 5 2.63+ 0.25 0.64 £+ 0.04 43 +  2%% 2.90+ 0.12
30 5 2.66 0.15 0.61 + 0.12 47 + 2% 2.95+ 0.31
S0 5 2.16 £ 0.13%+ 0.46 + 0.05% 83+ 7 2.82+ 0.15
Female 0 5 1.69+ 0.13 0.44 & 0.04 61+ 6 79+ 6
10 5 1.67+ 0.11 0.47 £+ 0.07 65+ 7 79+ &5
30 5 1.63+ 0.19 0.43+ 0.07 67+ 8 79+ 6
90 1 1.79 0.33 73 85
Mean £+ S§.D.
Significant difference from control group; ¥: P=<0.05 . px(0.01
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Table 10. -continued Organ weight Exp. No. 4198 (115-116)
Week: 4
Sex Dose level No. of Thymus Epididymides
(mg/kg) animals (mg) (mg)
Male ] 5 530 + 147 681 + 16
10 5 593 + 57 679 + 54
30 5 545 + 111 674 £ 69
90 5 421 + 384 635 + 49
Female 0 5 484 + 56N
10 5 503 + 137
30 5 432 + 36
80 1 355
Mean £ S.D.
Significant difference from control group; ¥ P=0.05 % P<0.01

N: Non parametric analysis
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Tabie 10.

-continued Organ weight

Exp. No. 4198 (115-116)

Week: 6 )
Sex Dose level No. of Body wejght Brain Heart Lungs Liver
{mg/kg) animals (a) (a) (a) (g) (g)
Male 0 5 413+ 14 2.8+ 0.07 1.25 + 0.04 1.39+ 0.09 11.73+ 0.71
90 4 396 + 46 2.09+ 0.07% 1.28 £+ 0.09 1.40+ 0.12 11.04+ 1.76
Female 0 5 241 + 10 1.96+ 0.09 0.79 + 0.05 1.05+ 0.05 6.32+ 0.30
90 2 242+ 24 2.01x 0.14 0.82+ 0.01 1.06 + 0.08 6.64 + 0.06
Mean £ S.D.
Significant difference from control group; ¥: P<0.05 ¥*: P<0.01
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Table 10. -continued Organ weight Exp. No. 4198 {115-116)
Week: 6 )
Sex Dose level No. of Kidneys Spleen Adrenals Testes Qvaries
(mg/kg) animals (g (g) (mg) {g) {mg)

Male 0 2.95¢+ 0.3 0.62+ 0.12 53 + 12N 3.25+ 0.26

90 4 2.79 ¢+ 0.4 0.66+ 0.08 59+ 1 3.07+ 0.13
Female 0 5 1.73 ¢+ 0.11 0.44 + 0.05 64+ 6 741+ 9

50 2 1.77 ¢+ 0.07 0.42 + 0.01 83 + 6% 65+ 4

Mean + S.D.

Significant difference from control group;
N: Non parametric analysis

¥

P=0.05 ¥*: P=0

.01
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Table 10. -continued Organ weight
Week: 6

Exp. No. 4198 (115-116)

Sex Dose level No. of Thymus Epididymides
(mg/kg) animals (mg) (mg)
Male 0 5 496 + 110 941 + 89
90 4 471 £ 101 933 73
Female 0 5 372+ 65
20 2 33+ 29
Mean £ S.D.
Significant difference from control group; . P=0.05 ¥ PX0.01
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Table 11. Organ weight per body weight Exp. No. 4198 (115-116)
Week: 4
Sex Dose level No. of Body wejght Braip Heart Lungs Liver
(mg/kg) animals (g) %) (%) (%) (%)
Male 0 5 351 + 19 0.586 + 0.039 0.322 + 0.018 0.365 &+ 0.017N 3.093 £ 0.104
10 5 357 &+ 23 0.589 + 0.027 0.313 £ 0.015 0.363 + 0.033 3.212 £ 0.1
30 5 340 + 26 0.614 £ 0.045 0.326 + 0.032 0.369 + 0.029 2.959 1 0.194
30 5 268 + 10%* 0.734 + 0.042%* 0.355 + 0.016¥ 0.423 + 0.086 3.021 £ 0.193
Female 0 5 226 + 14 0.867 £ 0.032 0.333 + 0.025 0.447 + 0.024 2.875 + 0.232
10 5 237 + 26 0.826 + 0.071 0.319 + 0.019 0.420 + 0.026 2.847 + 0.162
30 5 219 + 27 0.891 £ 0.090 0.354 + 0.026 0.459 + 0.026 3.012 ¢+ 0.171
30 i 216 0.847 0.375 0.394 3.556
Mean + S.D.
Significant difference from control group; ¥ P=0.05 ¥ P=0.07

N: Non parametric analysis
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Table 11. -continued Organ weight per body weight Exp. No. 4198 {115-116)
Week: 4

Sex Dose level No. of Kidneys Spleen Adrenals Testes Qvaries
(Ra/kg) . animals 4! (%) %) t

Male 0 5 0.763 + 0.056 0.171 £ 0.014 0.016 + 0.002 0.868 + 0.080
10 5 0.735 + 0.039 0.179 + 0.014 0.012 £+ 0.001## 0.816 + 0.065
30 5 0.785 &+ 0.065 0.181 £ 0.036 0.014 £ 0.001 0.872 £ 0.106
90 5 0.808 + 0.035 0.173 £ 0.018 0.020 + 0.003## 1.056 &+ 0.072%%

Female 0 5 0.750 + 0.053 0.198 + 0.024 0.027 + 0.003 0.035 + 0.002
10 5 0.708 + 0.045 0.201 £ 0.028 0.028 + 0.004 ' 0.034 + 0.003
30 5 0.750 + 0.066 0.196 + 0.027 0.031 + 0.005 0.037 £ 0.006
90 1 0.829 0.153 0.034 0.039

Mean £ §.0.

Significant difference from control group; *: P=0.05 #%; P=0.01

S
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Table 11. -continued Organ weight per body weight Exp. No. 4198 (115-116)
Week: 4
Sex Dose level No. of Thymus Epididymides
{mg/kg) animals (%) (&)
Male 0 5 0.152 + 0.042 0.194 + 0.010
10 5 0.166 + 0.013 0.191 ¢ 0.013
30 5 0.162 + 0.040 0.199 ¢+ 0.021
90 5 0.157 + 0.032 0.237 + 0.016%*
Female 0 5 0.216 + 0.034
10 5 0.211 + 0.044
30 5 0.189 + 0.0
90 1 0.164
Mean £+ S.D.
Significant difference from contral group; ¥: P=0.05 . P<0.01
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Table 11.

~gontinvued Organ weight per body weight

Exp. No. 4198 (115-116)

Week: 6
Sex Dose level No. of Body weight Brain Heart Lungs Liver
{mg/kg) animals (g) (%) (%) (%) (%)
Male ] 5 413+ 14 0.530 £+ 0.034 . 0.304 + 0.011 0.337 £ 0.016 2.843 ¢+ 0.181
90 4 396 & 46 0.531 + 0.046 0.324 £ 0.020% 0.355 + 0.022 2.777 £ 0.155
Female 0 5 241 £ 10 0.815 £ 0.034 0.329 + 0.010 0.435 + 0.025 2.621 £ 0.061N
90 2 242 + 24 0.832 + 0.024 0.34) + 0.040 0.437 + 0.013 2.759 £ 0.297
Mean + 8.D.

Significant difference from control group;
N: Non parametric analysis

X

: P=0.05 *+: P=0.01
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Table 11, ~continued Organ weight per body weight Exp. No. 4198 (115-116)
Week: 6
Sex Dose level No. of Kidneys Spleen Adrenals Testes fvaries
(mg/kg) animals (%y (%) (%) (%) (%)

Male 0 5 0.715 + 0.063 0.149 £ 0.025 0.013 + 0.002 0.786 + 0.057

80 4 0.701 ¢ 0.025 0.167 £ 0.011 0.015 + 0.002 0.780 + 0.067
Female ¢ 5 0.719 + 0.032 0.181 + 0.014 0.026 + 0.002 0.031 + 0.004

90 2 0.736 + 0.102 0.172 £ 0.020 0.035 + 0.006% 0.027 + 0.001

Mean + S$.D.

Significant difference from control group;

1 P=0.05 ¥ P0.01
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Table 11. -continued Organ weight per body weight
Week: 6

Exp. No. 4798 (115-116)

Sex Dase level No. of Thymus Epididymides
(mg/kg) animals (%) (%)
Male 0 5 0.120 + 0.024 0.228 + 0.019
90 4 0.118 + 0.016 0.239 + 0.039
Female .0 5 0.155 + 0.031
920 2 0.139 + 0.026
Hean £ 8.D.
Significant difference from controt group; *¥: P=0.05 #*: P<0.01
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Table 12. Summary of gross findings with statistical analysis ( sacrificed at 4 Week ) Exp. No. 4198 (115-118)
Male animals Female animals

Dose leve! { mg/kg ) Am Bm Cm Dm Af Bf Cf of

No. of animals necropsied 5 5 5 5 5 5 5 1

Organ Findings

HEMATOPOIETIC SYSTEM

spleen nodute 0 0 1 0 o 0 0 0
RESPIRATORY SYSTEM
lung brown 0 0 0 1 0 0 0 0
brown patch/zone 1 1 0 0 0 0 0 0
nodule 0 0 0 i 0 0 0 0
DIGESTIVE SYSTEM
liver brown 0 0 1 4% 0 0 0 1
mal formative nodule 0 0 0 1 0 0 0 0
URINARY SYSTEM
kidney cyst 0 0 0 1 0 0 0 0
scarreg 0 0 0 1 0 0 0 0
REPRODUGTIVE SYSTEM
ovary cyst 0 0 1 0
uterus cyst 1 1] 0 0

MUSGULOSKELETAL SYSTEM
thympanic bultia

reddish 0 0] 0 ] 0 0 0 1
Am: O Bm: 10 Cm: 30 Om: 90
Af: O Bf: 10 Gf: 30 Df: 90

Significant difference from control group; * : P = 0.05 ¥ P s 0.00
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Table 12.

-continued Summary of gross

f

indings with statistical analysis ( sacrificed at

6 Week )

Exp. No. 4138 (115-116)

Male animals

Female animals

Dose level ( mg/kg ) Am Bn cm Dm Af Bf Cf Df
No. of animals necrapsied 5 0 0 4 5 0 ] 2
Organ_______  Findings
DIGESTIVE SYSTEM
liver malformative nodule 2 - - 0 0 - - 0
Am: O Bm: 10 Cm: 30 Dm: 90
Af: 0 Bf: 10 Gf: 30 Df: 90

Significant difference from control group;

: P = 0.05 ¥

P = 0.01
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Table 13. Summary of gross findings ( dead or moribund ) Exp. No. 41388 (115-1186)
Sex: Male

Dose level ( mg/xg ) 0 10 30 90

No. of animals necropsied 0 0 0 0 0 0 ¢ 0 0 1 0 1
Oroan Findings D M D&M D M D&M b W DM b M D&M

MUSGULOSKELETAL SYSTEM
thympanic bulla
reddish - - - - - - - - - 1 - 1
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Tabie 13. -continued Summary of gross findings ( dead or moribund ) Exp. No. 4198 (115-116)

Sex: Female

Dose level ( mg/kg ) 0 10 30 90
No. of animais necropsied 0 0 0 0 0 0 0 0 4 3 7
Organ Findings b N D&M ] W D&M D M D&M b M D&M
CARDIOVASGULAR SYSTEM
heart white patch/zone - - - - - - - - - 1 0 1
HEMATOPOIETIC SYSTEM
spleen autolysis - - - - - - - - - ] 0 1
thymus atrophic - - - - - - - - - 1 0 1
RESPIRATORY SYSTEM
lung black patch/zone - - - - - - - - - 1 0 1
red patch/zone - - - - - - - - - i i 2
reddish - - - - - - - - - Q 1 1
DIGESTIVE SYSTEM
stomach autolysis - - - - - - - - - 1 o] 1
small intestine
autolysis - - - - - - - - - 1 0 1
white - - - - - - - - - 0 1 1
large intestine
autolysis - - - - - - - 1 0 1
liver autolysis - - - - -~ - - - - 1 0 1
teeth loss - - - 1 o 1
URINARY SYSTEM
kidney autolysis - - - - - - - - - 1 g 1
SPEGCIAL SENSE SYSTEM
eye white - - - - - - - - - 1 0 1
INTEGUMENTARY SYSTEM
skin thin - - - - - - - - - 1 0 1
MUSGULOSKELETAL SYSTEM
thympanic buila
reddish - - - - - - - - - 1 g 1
OTHERS
whole body wasting - - - - - - - - - 1 1 2
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Table 14. Summary of histo(oa|cal findings with statistical analysis Exp. No. 4198 (115-116)
{ sacrificed at Week
Male animals Female animals
Dose level ( mg/kg ) An Bm Cm Dm Af Bf Cf Dt
No. of animals necrop5|ed 5 5 5 5 5 5 5 ]
Organ Findings
CARDIOVASCULAR SYSTEM
heart
cellular infiltration, lymphacyte ¢ 0 0 1 0 0 0 0
microgranuloma 0 0 1 0 0 0 0 0
HEMATOPOIETIG SYSTEW
spieen
accumulation of macrophage 0 0 1 0 0 0 0 0
R?SPIRATORY SYSTEM
un
9 accumulation of foamy cells 0 0 0 2 0 0 0 0
mineralijzation 0 0 0 i 0 0 0 0
aspiration pneumonia 0 0 0 1 0 0 0 ]
interstitial pneumonia 1 0 0 0 0 0 0 0
osseous metaplasia 0 0 0 0 0] 1 0 4]
alveolar/bronchiolar hyperplasia 0 1 0 0 0 0 0 0
DIGESTIVE SYSTEM
liver
fatty change 5 3 1# Q%+ 4 5 3 1
microgranuioma 2 5 3 3 5 5 3 1
hepatodiaphragmatic nodule 0 0 0 1 0 0 0 v
URINARY SYSTEM
kidney
basophilic tubules 2 1 2 2 2 2 2 0
cyst 0 0 0 1 0 0 0 0
hydropic chan? 0 0 0 4% 0 0 0 1
celtular infiltration, lymphocyte 0 0 i 0 0 0 0 0
fibrosis, scar 0 0 0 2 0 0 0 0
REPRODUCTIVE SYSTEM
epididymis
mineralization 0 0 1 0 - - - -
oviduct
dilatation - - - - - - 1 -
Am: 0 Bm: 10 Gm: 30 Dm: 90
Af: O Bf: 10 Gf: 30 : 90
Significant difference from control group; * : P = 0.05 ¥t . P 5 0.01
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Table 14. -continued Summary of histolo

sacrificed at

cal findings with statistical analysis
Week )

Exp. No. 4198 (115-1186)

Dose level ( mg/kg )

Male animals

Female animals

An Bm Gm Dm Af Bf Gf Df
No. of animals necropsied 5 5 5 5 5 5 5 1
Organ Findings
REPRODUGTIVE SYSTEM
uterus
cyst - 1 0 0 0
dilatation, lumen 0 0 0 1
ENDOGRINE SYSTEM
adrenal gland
degeneration, vacuolar 2 4 1 0 0 0 0 0
Am: O Bm: 10 Gm: 30 Dm: 90

Af: 0 Bf: 10 Gf: 30

Significant difference from control group;

Df: 90
*: P = 0.05 ¥#* : P = 0.01
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Table 14. -continued Summary of histo1ogica findings with statistical analysis . 4198 (115-116)
sacrificed at Week )
Male animals Female animals
Dose level { mg/kg ) Am B Dm Af Bf cf Df
No. of animals necropsied 5 0 4 5 0 2
Organ Findings
GARD ! OVASCULAR SYSTEM
heart
cellular infiltration 0 - 0 ! - ]
RESPIRATORY SYSTEM
lung
accumulation of foamy cells 0 - 0 i 0
mineralization 0 0 0 - 1
osseous metaplasia 0 0 1 0
DIGESTIVE SYSTEM
liver
fatty change 2 1 2 - 0
microgranuloma 4 - 3 5 - 1
hepatodiaphragmatic nodule 2 - 0 0 0
URINARY SYSTEM
kidney
basophilic tubules 3 - 3 2 0
cyst 0 - 1 0 - 0
fibrosis, scar 1 - 0 0 1]
ENDOGRINE SYSTEM
adrenal gland
degeneration, vacuolar 1 - 0 0 - 0
Am: O Bm: 10 cm: 30 bm: 90
Af: Q Bf: 10 Gf: 30 Df: 90
Significant difference from control group; * : P = 0.05 # P < 0.01
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Table 15. Summary of histologica! findings ( dead or moribund ) Exp. No. 4198 (115-116)
Sex: Male

Dose level ( mg/kg ) 0 10 0 0
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 i

Organ Findings 1 2 3 T 1t 2 2 3 T 2
URINARY SYSTEM

kidney (n

hydropic change - - - - - - - - - 1

ENDOGRINE SYSTEM

adrenal gland (n

degeneration, vacuolar

T: tumor 1: slight

0 2: moderate 3: marked
: benign #: malignant

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

: Not applicable.
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Table 15. -continued Summary of histologica! findings ( dead or moribund ) Exp. No. 4198 (115-116)
Sex: Female
Dose level ( mg/kg ) 0 10 0 0
No. of animals initially in study 0 0 0 7
No. of animals necropsied 0 0 0 7
No. of animals examined histologically 0 0 0 7
Organ Findings T 1 2 3 T 12 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
thymus (7)
atrophy - ~ - 2 00
karyorrhexis - - 1 0 0
RESPIRATORY SYSTEM
fung (7)
edema - - - - - - - - - - - = - 100
hemorrhage - - - - - - - - - - - - - 2 00
mineralization - - - - - - - - - - - - -1 0 90
interstitial pneumonia - - - - - - - - - - - = -1 0 0
DIGESTIVE SYSTEM
stomach (7
erosion - - - - - - - - - - - = - 1 0 ¢
liver (7
congestion - - - - 01 0
negrosis - - - 01 0
URINARY SYSTEM
kidney {7)
dilatation, tubules - - - = - - - = - - - - -1 0 0
hydropic change - - - - - - - - - - - - - 3 4 0
mineral ization - - - - - - - - - - - - - 10 0
fibrosis, scar - - - - - - - - - - - = -1 00
REPRODUGT IVE SYSTEM
uterus (7
immature - - - - - - - - - - - - - 6 00
ENDOGCRINE SYSTEM
adrenal gland (7
degeneration, vacuclar - - - - - - - - - - - - - 10O

T: tumor 1:

slight
=: benign

2: moderate
B: malignant

3: marked

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

: Not applicable.
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Table 16. Summary of histological findings ( sacrificed at 4 Week ) Exp. No. 4198 (115-118)
Sex: Male
Dose level { mg/kg ) 0 10 0 0
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histofogically 5 5 5 5
Organ Findings 12 3 1 2 3 12 3 1 2 3
GARDIOVASCULAR SYSTEM
heart {5 (5) (5) (9
cellular infiltration, lymphocyte 0 00 0 0O 000 1 00
microgranuioma 0 00 000 1 00 0 00
HEMATOPOIETIC SYSTEM
spleen { 5) (8 (5) (5)
accumulation of macrophage 0 00 0 00 1 00 c 00
RESPIRATORY SYSTEM
lung ( 5) ( 5) ( 5) ( 5)
accumulation of foamy cells 0 0 0 0 00 0 00 2 00
mineralization 0 00 0 00 0 0 0 1 0 0
aspiration pneumonia 0 00 0 0O 0 0 ¢ 1.0 0
interstitial pneumonia 100 0 00 0 ¢ O 0 0 ¢
alveolar/bronchiclar hyperplasia 0 00 100 0 00 ¢ 00
DIGESTIVE SYSTEM
liver {5) (5) (5 ( 5)
fatty change 5 00 300 1 0 0 0 00
microgranuloma 2 00 5 0 {0 3 00 300
hepatodiaphragmatic nodule 0 00 000 0 00 100
URINARY SYSTEM
kidney ( 5) (s (5) ’ ( 5)
basophilic tubules 2 00 1 0 0 2 00 2 00
cys 00 0 0 00 0 0 0 1 0 0
hydropic chan?e 0 0 0 0 00 0 00 4 0 0
cellular infiltration, {ymphocyte 0 00 0 0O 1 0 0 0 0 O
fibrosis, scar 000 0 00 0 0 O 2 00
REPRODUGTIVE SYSTEM
epididymis (5) (5) (5) {5)
mineralization 000 0 00 i 00 0 0 0
ENDOGRINE SYSTEM
adrenal gland (5) {5) {5 {5)
degeneration, vacuolar 2 00 4 00 1 00 00 0

}: slight 2: moderate 3: marked

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

: Not applicable.
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Table 16. -continued Summary of histological findings { sacrificed at 4 Week ) Exp. No. 4198 (115-116)
Sex: Female
Dose level ( mg/kg ) 0 10 0 0
No. of animals initially in study 5 5 5 1
No. of animals necropsied 5 5 5 1
No. of animals examined histologically 5 5 5 1
Organ Findings 1 2 3 1 2 2 3 1 2
RESPIRATORY SYSTEM
fung ( 5) (5) (5) (n
osseous metaplasia 0 0 0 10 0 0 0 ¢
DIGESTIVE SYSTEM
liver (5) ( 5) (5) (n
fatty change 4 0 0 5 0 ¢ 0 1 0
microgranuloma 500 5 0 0 ¢ 1 0
URINARY SYSTEM
kidney (5) (5) (5) (n
basophilic tubules 2 00 20 0 0 0 0
hydropic change 0 00 00 00 10
REPRODUCTIVE SYSTEM
oviduct {0 (0 (n (0)
difatation - - - - - 00 - -
uterus {5 (5) ( 5) (n
cyst i 00 0 0 0 0 0 0
dilatation, lumen 0 00 0D 0 0 0 10
1: slight 2: moderate  3: marked

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

: Not applicable.
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Table 16.

Sex: Male

-continued Summary of histological findings ( sacrificed at 6 Week )

Exp. No. 4198

{115-116)

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

No. of animals necropsied

No. of animals examined histologically
Organ Findings

rRooionono

NOOODO

MNOOOO

N b

DIGESTIVE SYSTEM
tiver
fatty chan?e
microgranuloma
hepatodiaphragmatic nodule

URINARY SYSTEM
kidney
basophilic tubules
cyst
fibrosis, scar

ENDQGRINE SYSTEM
adrenal gland
degeneration, vacuolar

( 5

NN

— 3 (A

[ T Yo}

o000

QOO

o000

O~

000

OO

OO0

QOO

1: slight 2: moderate 3. marked

(}: No. of animals examined microscepically at this sitae.

o~

: Not applicable.
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Table 16. -gontinued Summary of histological findings ( sacrificed at 6 Week ) Exp. No. 4198 (115-116)
Sex: Female
Dase level ( mg/kg ) 0 10 0 0
No. of animals Initially in study 5 0 0 2
No. of animals necropsied 5 0 0 2
No. of animals examined histologically 5 0 0 2
Organ Findings 1.2 3 1 2 1 2 3 1 2 3
CARDIQVASGULAR SYSTEM
heart {5 (2
cellular infiltration 1 00 - - - - - 0 0O
RESPIRATORY SYSTEM
lung ( 5) (2
accumulation of foamy cells 1 00 - 0 0 0
mineralization 0 00O - - - - - 1.0 0
osseous metaplasia 100 - 0 0 0
DIGESTIVE SYSTEM
liver (5 (2
fatty change 2 00 - 0 0 0
microgranuloma 5 00 - - - 1 00
URINARY SYSTEM
kidney (5) (2)
basophilic¢ tubules 2 00 - - - - - 0 0O
1: slight 2: moderate 3: marked

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

: Not applicable.
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Table 17. Summary of histological findings ( dead or moribund ) Exp. No. 4198 (115-116)

Sex: Male

Dose level ( mg/kg }
No. of animals initially in study
No. of animals necropsied
No. of animals examined histolegically
Organ Findings 1

NOCOoOoOO

URINARY SYSTEM
kidney (1N
hydropic change - - - - - - - - - 01t 0

ENDOGRINE SYSTEM
adrenal gland ()
degeneration, vacuolar - - - - - - - - - 1 0 0

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

: Not applicable.
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Table 17. -continued Summary of histological findings ( dead or moribund ) Exp. No. 4198 (115-116)

Sex: Femaie

Dose level ( mg/kg ) 0 10 30 90
No. of animals initially in study 0 0 0 7.
No. of animals necropsied 0 0 0 7
No. of animals examined histologically 0 0 0 7
Organ Findings 1 2 3 1 2 3 12 3 T 2 3
HEMATOPOIETIC SYSTEM
thymus (7
atrophy - - - - - - - - - 2 00
karyorrhexis - - - - - - - - - 100
RESPIRATORY SYSTEM
lung (7
edema - - - - - - - - - 1 00
hemorrhage - - - - - - - - - 2 0 0
mineral ization - - - - - - - - - 1 0 0
interstitial pneumonia - - - - - - - - - 1 00
DIGESTIVE SYSTEM
stomach (7
erosion - - - - - - - - - 1 00
liver (7
congestion - - - - - - - - - 01 0
necrosis - - - - - - - - - 0 1 0
URINARY SYSTEM
kidney (7
dilatation, tubules - - - - - - - - - 1 0 0
hydroplc change - - - - - - - - - 3 4 0
mineraiization - - - - - - - - - 1 00
fibrosis, scar - - - - - - - - - 1 0 0
REPRODUGTIVE SYSTEM
uterus (7
immature - - - - - - - - - 6 0 O
ENDOGRINE SYSTEM
adrenal gland (7
degeneration, vacuolar - - - - - - - - - 1 00
1: slight 2: moderate 3: marked

: No. of animals examined microscopical ly at this site. : Not applicable.
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Tablie 18. Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4198 (115-116)

Sex: Male
Dose level { mg/kg ) 0 10
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 12 3 T 1 2 3 T 1 2 3
GARDIOVASGULAR SYSTEM
heart { 5) {5) { 5)
cellular infiltration, lymphocyte - 000 - 000 - 000 - - -
microgranuloma - 000 - 000 - 000 -
HEMATOPQIETIG SYSTEM
spleen {5) { 5) {5)
accumulation of macrophage -0 00 - 000 - 000 - - - -

RESPIRATORY SYSTEW

Tung { 5) (5) {5
accumulation of foamy cells - 000 - 000 - 000 - - - =
mineralization - 000 - 000 -0 00 - - - -
aspiration pneumonia -0 00 - 000 - 0 00O - - - -
interstitial pneumonia - 100 - 000 -0 00 - - - =
alveolar/bronchiolar hyperplasia - 000 - 000 -1 00 - - - -
DIGESTIVE SYSTEM
liver { B) {5) { 5}
fatty change - 50 - 200 - 300 -
microgranuloma -2 00 -4 00 - 500 - - - -
hepatodiaphragmatic nodule - 000 - 200 - 000 - -
URINARY SYSTEM
kidney . (% ( 5) { 5)
basophilic tubules -2 00 -3 00 - 100 - - . -
cyst - 0 0 0 - 000 - 0 00 - - - -
hydrapic chan?e -0 00 - 000 - 000 - - - -
cellular infiltration, lymphocyte - 0D 0 0 -0 00 -0 00 - - - -
fibrosis, scar - 000 - 100 - 0 00 - - - -
REPRODUGTIVE SYSTEM
epididymis { 5) {5) (5
mineralization - 000 - 0 0 0 - 000 - - - -

T: tumor 1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 18. -continued Summary of histofogical findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4198 (115-116)
Sex: Male
Dose level { ma/kg ) 30 90
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 5 4
No. of animals necropsied 5 0 5 4
No. of animals examined histologically 5 0 5 4
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASGULAR SYSTEM
heart (5 ( 5) (4)
cellular infiliration, lymphocyte -0 00 - - - - - 100 - 000
microgranuloma - 100 - - - - - 000 0 00O
HEMATOPOIETIGC SYSTEM
spleen {5 (5) (4
accumulation of macrophage - 100 -~ - - - - 000 - 0 0O
RESPIRATORY SYSTEM
lung {5 (%) (4)
accumulation of foamy cells - 000 - - - - -2 00 - 000
mineralization - 000 - - - - -1 00 -0 00
aspiration pneumonia -0 00 - - - - - 100 - 000
interstitial pneumonia -0 00 - - - - -0 0 0 - 0 0 0
alveolar/bronchiolar hyperplasia -0 00 - - - - -0 00 - 000

D!GESTIVE SYSTEM

iver (5) {5) ( 4)
fatty change -1 00 - - - - -0 0 0 -1 0 0
microgranuloma -3 00 - - - - -3 00 -3 00
hepatodiaphragmatic nodule - 000 - - - 100 -0 00
URINARY SYSTEM
kidney (5) (5) ( 4)
basophilic tubules -2 00 - - - - -2 00 -3 0 ¢
cyst -0 00 - - - - -1 0 0 -1 0 C
hydropic chan?e -~ 0 00 - - - - -4 00 - 00 0
cellular infiltration, lymphocyte -1 00 - - - - - 000 -0 0 0
fibrosis, scar - 000 - - - - -2 00 - 000
REPRODUCT IVE SYSTEM
epididymis _ ) (5) (5) ( 4)
mineralization -1 00 - - - - - 0 0 0 - 0 0 C

T: tumor 1: slight 2: moderate 3: marked
{): No. of animals examined microscopically at this site. ~: Not applicable.
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Table 18. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4198 (115-116)

Sex: Male

Dose level { mg/kg ) 0 i0
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 histoiogically 5 5 5 0
Organ Findings T v 23 T 123 T 1 2 3 T 1 2 3
ENDOGRINE SYSTEM

adrenal gland )] (5) {5

degeneration, vacuolar - 200 - 100 - 400 - - - -

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

(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 18, -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4198 (115-116)
Sex: Male
Dose level { mg/kg ) 30 90
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 5 4
No. of animals necropsied 5 0 ] 4
No. of animals examined histologically 5 0 5 4
Organ Findings T 1 2 1 2 T 1 2 3 T 1 2 3
ENDOCRINE SYSTEM
adrenal gland (5) (5) ( 4)
degeneration, vacuolar -1 0 - - - 0 0 0 - 00 0

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

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

: Not applicable.
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Table 18. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4198 (115-116)
Sex: Female
Dose fevel ( mg/kg ) 0 10
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 § 5 0
No. of animals necropsied 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 1 2 3
GARDIOVASGULAR SYSTEM
heart (5 (5 { 5}
cellular infiltration - 000 - 00 - 00 - - -
RESPIRATORY SYSTEM
lung ( 5) (5 (5)
accumulation of foamy cells - 000 - 100 - 000
mineralization - 000 -0 0 0 -0 00 - - -
osseous metaplasia - 000 - 100 - 100 -
DIGESTIVE SYSTEM
liver ( 5) (5) (5)
fatty change - 4 00 - 200 - 500 -
microgranuloma - 500 - 500 5 00 - -
URINARY SYSTEM
kidney ( 5 (5 (5)
basephilic tubules - 200 - 200 - 200290 - - -
hydropic change - 0 0 0 - 000 - 000 - -
REFPRODUCTIVE SYSTEM
oviduct {0 (0 (0}
dilatation - - - - - - - - - - - = - - -
uterus ( 5) (5 {5
cyst -1 00 - 000 - 000
dilatation, lumen - 000 - 00 0 - 000
T: tumor 1: slight 2: moderate 3: marked

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

-: Not applicable.
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Table 18. -continued Summary of histological findings in dosed and recovery experiments { sacrificed } Exp. No. 4198 (115-118)

Sex: Female

I

8l

(): No., of animais examined microscopically at this site.

. Not applicable.

Dose level { mg/kg ) 30 30
Week 4 week 6 week 4 week 6 week
No. of animals initiaily in study 5 0 i 2
No. of animals necropsied 5 0 1 2
No. of animals examined histologically 5 0 1 2
Organ Findings : T1 2 3 T 1 2 T 1 2 3 T 1 2 3
-GARDiOVASCULAR SYSTEM
heart ( 5) (1) (2
cellular infiltration -0 0O - - - - 000 - 00 0
RESPIRATORY SYSTEM
lung _ ( 5) (1) (2)
accumulation of foamy cells -0 00 - 00 0 - 00 9
mineral ization -0 00 - - - - 00 0 - 100
osseous metaplasia -0 00 - 00 0 -0 0 0
DIGESTIVE SYSTEM
liver { 5) (1) { 2
fatty change -3 00 - - 100 - 000
microgranuloma - 300 - -1 00 1 60 0
URITNARY SYSTEM
kidney )] (1 {2)
basophilic tubules -2 00 - - - 0 0 0 - 0 0 0
hydropic change -0 00 - - 100 - 000
REPRODUCTIVE SYSTEM
oviduct (n { 0) {0)
dilatation -1 00 - - - - - - - - - - =
uterus {5) {(n . {2)
cyst - 000 - 00090 - 000
dijatation, lumen -0 00 - -1 00 - 00 O
T: tumor 1: stight 2: moderate  3: marked



	表紙
	目次
	要約
	試験目的
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-28T18:44:27+0900
	National Institute of Health Sciences




