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1
NN-(12-LF Y IANEARTZ I TFTH YT I FORBERSSEHZ2HS
PIT B 72, Crj:CD (SD)IGS &7 v b % Fvi/z 28 BRI RIERS-ZHHR
BReELL.
Ty M1 EEE ST 4REBE, REBLIUBEERICIMES S
o mER > 51T, BH60 IThER L.
BEE R a— 3 A V2B LT, 0, 100, 300 B & U 1000 mgkg (248
LYyrEvEH 1 H, 4 BRRERAEORS L, —RIREOHE, KE
P, BEENE, MEFHRE, MREERERE, MEELERE, R
E, #EEENEB L UREEREYTo7-. 4B, BIEHEIZ 28K
L, ZE5RTEHEERZRELERL .
FORRIRDEBNICEHEND.

—REOHEDOHER, HHEVTNOR IO EREHYIIRD 5N TIRTH
bHhboizhorz.

BFREBL I TEEEORE 2 5 CICHABRIERER OKR, VT hoks
HLVBBWEKRSIER T A LEIONLERLRBD O N Lo/,

MEFRE, MERERRES L IBELFEREOKE R, Mo
WEEHLIBBRYWERSICERTALEEZ ONATLIITD LN o
7.

REBEOWRER, BRYWEKRSICERTAEEZOLNLIE/LEIRE DO
o7z,

BEEBHEDER, ML DT RTOBREICOWTITERE & B EH
SEETEIRDLN P o7,

TRBZEREDORR, FIRETR % o BT RICKBRY RIS O ZE» R
MENBARIBEBEREI N2,

PDEnkER, MEE D 1000 mgkg FIZB W THEBRYERS IGERT A%
IEBRD NG hodz, (EoT, EBELEEIIMEM L D 1000 mg/kg/day & ¥
R A
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NN-(12-LF Y VA MERT IS TFAVYTIFDTy beBEvwb 28 H
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3. REREK
NN-(12-LF Y IANERZT 7 I TFH YT I FORERZFMT 57
W2, 7v b eRAVv5 28 BRORERSSHERRTER L.
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10. #EERYE
WEMEICETABRELUTICRLE. BT o RERBRIESE I
[Reference data 1) 127 L 72,
10.1. BB E 4
NN-(12-LF Y TAWVERFT I T TIF
10.2. CAS No.
110-30-3

103. 2 v  EH

10.4. FhEE
99.7wt%

10.5. 124L5C

10.6. RE &M

=R
10.7. PREEY

RF V¥ PR EREE
10.8. {t&%

N,N’-1,2-ethanediylbis-octadecanamide

10.9. 7~
C,,H,;CO-NH-CH,-CH,-NH-OCC,,H,,

10.10.53F=;
C38H7602N2

10.11.5F&
593.01

10.12. 44K
He R4

10.13.58 5
149.1°C
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10.14. 584
K ARE
Ty AE
10.15. %25
B L TRE
10.16.50 Y /v L DEE
BEILO-DICEMOVEEKR, REFLE, E~Ry, RERETER
L% iTro 77,
10178 B ERE B L URSEEBRYE 1R
BERTHE, Wg KTy 7y —IREL, B IZRETIHEH L.
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11. R HEB XU hHE

11.1.

11.2.

11.3.

11.3.1.

11.3.2.

HE L7259 v b CDSD)IGS[SPRIRIZ AR F ¥ — )V A - J)S—ikR&H (1
ZNEHBET) »5FH11E6 B9 BIZ 4 B CTHIES 421K, FH84 L
AL,

B % RN LEBABRIRBEIC 7 HEBIMETR, R 11 4E 6 B 16 HIZ 5 BT
S55%BEL:. B8RO0 LOREIZL o TRHIMLL, EfEAHREIC
Y ERBETERTS L) ICHEST L. RFEEWIIRBIAIIEINE
Y I A

BMOENCHEFFTBLIUBRATSF 2 AET A LRIERKNEAT T — ¥
WCEIERE S (Animal ID-No.) %4332 &1 X D EMAEFEREIL 7.

WS BGEREOKREIIRT 122~134g, MT102~113g THo 7=,

BB X URERIRE R

FRERSRBICBRAIN TV 2EWEO—D2OTHD T v PEERLE. F
MIIBRT -7 OREE, BALEWE T 2BIH, BENEEE?
ERLTRAT. '

HEER

WERE

BIINY T VAT LD 124 FEEE (WI.8XD89XH2.5m, 218.1 m?)
THE L, REFSOEXEMEITIEE 23+3C (FEME : 223~229T),
XTUEBE 55+£20% (SEMIME © 53~76%), & E$ 1 B:RG 20 |, HEHER 150
~3001ux, 12 B5R (5817 BT, %7 BHET) & L.
BRASHRREEMY -2 GERHLHFRTH) OXKEXFEHE (W674.2X
D60.0XH1755cm) R L, 7TVIHEE - KATF YV AWMESAET Y, —
7V (W20.0XD28.2XH18.0cm, fF 7 — ¥ - ARX—2 10152 cm®) (ZEWH)
1T OINAE LR LR BEHEICERS /.

HE - V3mE 1A, HRESRIE 1 EEDIRL .

2B, BORLER Y &Y, wWESEE, 75 OEHEEBICEEY RIT
L7 EbNBREEROEII o7z,

b2y

B ) 2 vy VBB TERA S (REEHPRX) S OREHHRE
BHXENHLQRET v b, <7 288 (Modified NIH Open Formula Rat and
Mouse Ration) % fE B+, BHHICER &7, #H L8R oMY
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DR, F )TV ¥ VERTEARXNASHIPHREEA BEERSH L
y— (RERHEEAR) CKELERL 2SR, EPA DEREENTH L
R L. FOER% [Reference data 2] (WZ7/R L7=.

FaIK

B IIKEKE BEHAK AV X ) EHICER R 7.

KEHENCED CKEKODITEMRASH a0 )% —F (BEREE
JKT) TITV, KEKOHFEEENTHL I LR HERLL. ZOKRE%
[Reference data 3] 1Z/R L7-.

REEOBEB X UCHEREHER

SEBEOBE Y TR L.

FEi30, 100, 300 3 X U1000 mgkg & L, Bi¥pEid 1 BEMERES 5 T,
T/, BEREBRHL LT, HEFEBIURESHEFICESL 5 IE, 5 60
EzERLZ.

' mE RS R BR TR | ERER TR
| ARE | B (mg/fg) BT E### ETEARE]
BMES BYES
1 10 0* 1001~ 1005 1006~ 1010
2 5 100 1101~1105 -
L 5 300 1201~1205 -
4 10 1000 1301~ 1305 1306~1310
1 10 0* 2001~ 2005 2006~2010
2 5 100 2101~2105 -
3 5 300 2201~2205 -
4 10 1000 2301~2305 2306~2310

fEE (23— FAN) DHhERS L.

(HEkEHEH]

B HERE DD D 2 AR RIEHRSHE % 0,100,300 3B X UF1000 mg/kg
D4ABCTERLIER, KEHBED 1000 mgkg FECHHELE SIETHIB
YO —RBE IS LB I Nk d o7z, T, LOBRFIEHIZBWTD
o, BERO o0 oz, EoT, 28 BRERSEHHERD
BEAE% 1000mgkg & L, LA 3 TRLTHHEEZ% 300 mgkg,
BEHE% 100 mgkg & ERE L.
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S ERBRRER B L KRSk

B ERERIL OBCD W4 FI4 ¥ [REHRSBH] THR ST 55
BOxs5 L Lz, REFEEIXEKE 100 g¢H720 05 mL & L, BERRIZHE
FLEARBILESWIRSEYERL, 1H1EHEY Y TEHWTEAKR
BEEEORSG Lz, dBEICIBEAOR T EEICERS L.

5 OFH

WERME % IBEDT20,60BXT200wN%ERBEIICa—VFAN(F
H T AT A7 KRR EH, FEFEERT | Lot No.V9G1846) IZRB L, LB
ErHAELI-. | |
NN-(1,2-L7 Y IAMWNERFT 7 ¥ FH 73 VoL, SEREH
WTDHEPAVETH 0 72720 REEPHERTELd o7 0T, &
SWoORMIIEBH 10, KSERICERKL.

#=5-HH

EEARNE, MRS DIC28 HRE & L, &5 T# 03 X U 1000 mg/kg F#
IZOoWTIE 14 HEDOEERBRTERKL /2.

TS5 OREERY E DBESHT
NN-(12-Z¥ YA MWNERZFT 7 5 5Fh 7 I FOBELE, SmiEsss B
WTOREVATEETH o 727 DR GEDBESITIIER L 2o 72,
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12. 818, JEB I UBRE

12.1.

12.2.

12.3.

12.4.

12.4.1.

—HRIRRE DI

£EW T S5EMIZER 3 8 (&5, ®5% 1 BL0S BE), EEL
WidER 20 (FRBLUTFR) 881, PEEROFE, THEELR
L7

*HE
REIEEWIIOWT, ZHEHED> O ERBERT ETEE 1 mflE L.
HWEREFRE (PM3000; A FF— - PL K3, X4 R) 2RAVWTHE
L, sCEkl 7.

1R

BEESRIEHYICOVT, BE 1 HRtEL2%EZ EFRT (PM3000)
cHAVWTHlEL, &L,

BEEE (gweek) B X UEHIER (%) o ¥a—y TEHLE.

FRIRERES
BEIHRSHERTES I CHEHERTEICHERS FTEDEETE
WIZOWTERLE. RIMT 212857720, BN 16 BEEES /.
BE T — 7 VCREMERIEL, BEHABR SEIM L.

MR FRE

HEE%l (EDTA-2K) A DIRME A > w8y 2B (FEKILFETE®, kK
HALX) M Z R L, BAMEAFREREE THMSH-1E (¥4 VAT,
KE) *HAWTCTROEBE 2 flE L.

A7)y ME (HCT) RBC, MCV X h&H
ANEFSOVVE (HGB) VT UVAMNETOV U
FRIDERE (RBC) B 4R B AR

IR MRS AR MCV) RE 1R B AR
FHRMmEBRMmMEFE  MCH) HGB, RBC & h&EH
FHRMRMEFZEE MCHC) HGB, HCT & h &
/MR (PLT) LR BT AR

H 1fn 5k 3% (WBC) Ta—%4 FX M) -
HIMIRE 53 Ja—%A4 pPRAPY =3

HMFRE SR EROEETRE LD, HIEZ 0% oz FwvTil
BMBEEHRIERZERL, X4 - 7)avTIV R - FAFERE L TREL
7>,
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HARIMEL (Reticulocyte) THEZE Dz OPIERER] (EDTA-2K) RINMAE %
Za=XF VLY TN —THEHE, MBEFRERLIER L. B, OEF
BRECAMERADSRD SN Do, EBIIfTbidr o7,

1 4% B BEAR A

PRER) (3.13% 27 T VERF MU Y AKEHE) ADRODER) Vs ]
(FIVER, RIHASK) ([CME%FE L 2%, 3000 rp.m. T 13 5%
DB L THBmE R REICH V2. MREEERIEEE KC-40 (7 ANV
7, FA4Y) TTFRONEBLRHEL .

7 ba vV R (PT) Quickl &
EHALERS b u VR (APTT) 70y bE
75 AF R

T4TY )= (Fibrinogen) RS gg 1175
MmEELFERE

RIME A >~ E/85y 2 SQ (FEAILFETHM, KRTHILR) Mz RmL
7z%%, 3000 rp.m. T 7 LB L TRAME R REICHW:. $EEB
HEALZEBSITERB B 7170 (WHZEMER, REBTFABR) BLU
BRANEERE BEAGR (WA 7> F7 14—, REHEGH) TFRED
HBEZRE L.

wEH (T.protein) Biuret 3£

TIVTI v (Albumin) BCG

A/G (A/G) WEEBIUCTLVS
IVEIDER

M (Glucose) HK-G-6-PDH

HEBE RS (Triglyceride) GK-GPO #BtZ7 ) &
O — ViE R E

WIVATFa—)v (T.cholesterol) AVATO-VEEVE -k
ESET

REEFR (BUN) 7 L7 —¥ GLDH &

JLVrTF= (Creatinine) EEEE

BEY LY (T.bilirubin) INT DV ERER LI

TANTE VBT I/ (AST) BEE-UV & (JScC ¥

FGUVRT2F—E 1)

75273 F5Y (ALD) BR-UV i (Jscc i

AT7xT—¥ )

TIVAY)EFAT 75— (ALP) el N w i Ay | ) I

¥ EEEE R (JSCC HEHL)
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y-FIWVFIN L-y-7 V% I)v-3-7
N5y 2T F Y (Gamma-GTP) VAR X ANA EE &
(Jscc #en)
H NI A (Calcium) MXB &
k) > (Lphosphorus) PNP-XDH %
F Y Al (Sodium) A F ¥ EIREmBIE
)y L (Potassium) A F VBEIRERTE
R (Chloride) 4 F VBIREBRIE
*ENDIEH 1X EAO6R T, MDIFE I HI 7170 THIE L 7.
PRI

IR DT TR — T % VT 3 BER (58 10 B 55575 1
BIT) BIXUUBER (FFI0BELrCBREFE 10T T) WML
AR

SRR EZBAVTCROEE#RE LY. ROSENT X Zd o EF IOV
TRBURBEORE V2. N-SVF A AT 4 v 7 ASG (N4 X)) - =3
AL, REHBPRR) HV, ROWEE CLINITEK 500 (/N4 )
#, kE) cHELL.

pH (pH)

{E I (Occult blood)
r bR (Ketones)

IE (Glucose)
£H (Protein)
Yynrer (Bilirubin)
VA= BB RV A (Urobilinogen)

24 BERZ AW CROEBEBEZ2BRE L. REEIR, REEEIE UR-S (B
REHRTF I, ERERIREX) THIE L.

JR% 1500 pm. TS 5L L, BiEZHAVTAT VN, T —FEEIC
AREBEEL, RILEIZOWTEKRLL.

RE (Volume)

(=] (Color)

RIE (Specific gravity)
RLE
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REPRE

R IR SRR TES L VCHERME TROSAFEY z -7
VEREE L, BIMBIE S EER L. BETREMORE, FES X Ut
BIZOWTHELL. BIESN-RARNEE B, k&3, B3z l%)
BT RTER&E L.
REBEBREFRIFPEIO (X FF— - L FH, XL R) ZHVTH,
Frie, BB, B, MoRR, PRBS, BE, BELEB I UIRIIOWTHRE
L7z, BEEE/AREL EXNEES) 13385 28 HF 712115 14 B Ofl%E
HEBIUVHEEELLEH LS EWNEE AREX100). /2, i (K
B, /MR, BEED), B, TEAE, Rk SRR GETR, TR,
BIRBR, ER/ME, GGBE, BRR, B (GEAEE, REXEZE0), [E,
Frig, B, R, 8%, 8, ME N T VRIREEG), KB, BE,
FE LA, BE, RALR, PR, FE, B, B, REEE (BERE),
Y UosEs (TEEY V58, BBREIEY VoNEs), B8 (KBEE), KER, &
BB XUOHRBAETEIZD O N-BRER I UHEBII TS 2ED 10%
RBRE ALY YHETEELZ. BL, BEBIUBELRRI T 7 VK
THEZE L%, 10%HEBEE 7 + V<) VB TEE L.
HEABFREIIEE L2BE -0 ) b, ISR TEICHEL L3I
HBIUEHEROMIR, Ui, I, B, B BT, BE, KELE
IR, FE, I8, B8 (KBRE) CoWwTERLS. F7-, FEB LUT
RICOWTIHERHEB I UHHAER D HREEBFEREZER L. 260
ICETOEBICOWTHBFRELIT o7, 2B, BEERTEORE
R RED, SRR TR I B\ T BRH & B RS
HEICAZICHERERLLEFRVEOON P o2 i s, ERLE
»oli.

AR OVESIIRASHARF £ (RREFHET) ICREL, &
B0 TNT 74 B, BYR, A" M)V I3V VREBLHE
L7, FREEFLV Y —TERBL, REODEBEBIUVEEYEUCEHTA
IOV TRk L7,

-14-
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12.6. 7 — ¥ 5E&EB X UHEEHET
KREBRDFET— 713 av¥a—% - VAT LARBVTREL, Wst@inL
7z.
SHRBROARE, B, FHF, NEARTE, NEEERREE,
MEEILEREE, RREE (REBIUVLRE), BEEEBIUREE
=/ FEE, TRIGRLZ-BEHIBIANICHEV, &I Bartlett D5
BHREERER L. E08OBE A1 Dunnett DL ELBRE ¥ TxIREE
ERIXEHBOEEEZYME L. Batlett DESEIRTE TRESHMDSE
A3 Steel DIRE? THRFHLERSHEOBEZERE L.
TREEEOEEKEITIS BL T 1%OWMAKRE TERKL .

Bartlett 5 FURE

BEEEL BEZDHD

Dunnett £ E L EIRTE Steel DIRSE

F 72, AR X OREFRTRE R DOME I Fisher DFERETER* AW/,
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13. REHER

13.1.

13.2.

13.3.

13.4.

13.5.

13.6.

FETTER

HEFE% Figure 1 | Eﬁ;&io L UFET-ZE% Table 1 278 L 72,

S5 EE AL T, ﬂ’éﬁ’é\ﬂﬁ“h@ﬁk HRTHIIRD LN o7z,
EEEIR Iz, M e DXTEEEES X U5 1000 mg/kg #F THECHIZRRD L

Nixoroi:.

— IR DEIZE

— e RREDEREERT B, % Table 2 33 X UF Appendix 1 IZ/R L 72,

5 HARI D 1000 mgkg BED 1 6 (BMES 2303) KBV TIMEB X
U TEDEBIENEI IS S Lz, BIEHE Tl Mo Ic
LETFTEIRO NP0 7.

HE

{KE % Figure 2, Table 3 3 X U Appendix 2 IZ7R L7z,

ML DIXSHEB L UEESE LB LT, RR LB ERSEL T
FHHEBEICZEIRD NP o7,

BHE

{85 =% Figure 3, Table4 33 X UF Appendix 3 IZ7R L7z,

M, MEREBRICLEL T 300 B X U 1000 mgkg FHETIRES 4 BICEEY
RL7AS, MREEOLRWELLTH 572,

EEEIR IS BV T MERE & S BRER(CHLBL L T 1000 mg/kg BETEN AL
Nizhroi:.

IS YIES

A Eh = % Table 5 3B £ U8 Appendix 4 1Z7x L72.

HETIZ, SEREICHE L T 1000 mg/kg 3 T#H5 4 BIBEZ R L7272,
BIED B NEALTH o 7.

EEEIRIC B CII MM & St IBER T LB L T 1000 mg/kg BETEDA S
Nehroi.

MBFIREE

MR ZEARZERE R % Table 6 38 X U Appendix 5 1278 L7z,

SRR TR | BT, XEREICHEBIL T 300 3 £ 171000 mgkg BT
MCH 7"BfE% R L7z, %7z, 1000 mgkg BT MCV »"BIERR L7,
WEN D AENEEOHHE (FREOFHEL2SD) AOELTH o7,
Z DA, 300 mg/kg B THRMIRMPENIEMEZ R L7225, HEICEEL

-16-



13.7.

13.8.

13.9.

13.10.
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BTWEALTH o7z,

TR, SREICHBIL T 100 mg/kg 3 CIFBRER LB ME N ITBE R R L
7%, AEWEELZVWE{TH 7.

IR R T R T3, X EREE & HB L T 1000 mg/kg BT MCH #ME %
ZRMEZRLLY, RERTEHEOFERIZBWTRASNE D 2 728{LT
Hol.

I Ak B R AR AT

I % 4% 5 BEAR 4G R % Table 7 B X UF Appendix 6 127Kk L7z,

BEHRME TR M S, WEEL LB L TEREHETEIAD LN
Mo,

BIEEAE THS (R & b, xTRBE L 1000 mg/kg BECEFRD LN LB o
7z,

M AEACFIRA

MPFEELFRERER % Table 8 B X U8 Appendix 7 1278 L7z,

TS HARA TR T, MEREEICHEIL T 100 me/kg BETy -GTP 25
PICBEER L.

MY, MEECHEIL T 100 mg/kg B CTHEIEVEES L UEEME
MBEERR L. £72, 300mgkg BHTIZT VI ) AT 7 ¥ —EH0K
BzRLZ. LPL, EWTNOERLbAEICHBELEZWE/LTH 5 7.
EREARAE T o | HETIE, xTHRERICHLEL L T 1000 mg/kg BT y -GTP 25E
PICHEZRLEEY, B TEREZFHIIEROD 2B TR 21072,
PRIRA

RIREHRE R % Table 9 3B X U Appendix 8 |2/~ L7z,

BRESHMATE S S, }EBICARL CERSETENALNE
oz,

EIAEEARIAR TS | MR & S, XTEREICHLEL T 1000 mg/kg B TIIZEAER
HDHENE Do,

wEEE

3B EE % Table 10 3 X U Appendix 9 |Z/R L 7.

BEEIEAR TR ML O, RBICHE L TERSEDOTRTOREIC
BWTEPRD LN P o7,

DI EARIAE T B | T3, xTEBEFICLLENL T 1000 mykg B CHBREEE
PIREZRLLS, BRERTROBRTEIALON P o2 L TH o7z,

-17-
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13.12.
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REEE/HEL

REEE KEN (EWEE) % Table 11 3 X U Appendix 10 127K L 72,
SRR TR M D, WEREICHER L TERSEHOTRTOHREL
BWTENFRDLNLR o7z, '
DRI ThS MM S D, XTEEEEICLEEI L T 1000 mgkg #ETRTDEF
BIZBWTEFRD LN o7,

HIMFT R % Tablel12, 13 B X U8 Appendix11 |2, ##EFAIFTR % Table13~
15 B £ UF Appendix12, 13 IZ/RL7:.
FEBZRAEDRER, TR b T R TREBYEIRS O ED
TREEANEFRIZEBEIN R P27, T, HEIFEMNICEELREDER
PRTHRAVEBERIN 2 olz. B, BIRENFTRIITHOEY T
oz,
B HEETE SRR TR, BiROoBRE /XEB2 O EET,
ROBEIE /XIS MEDOTRE T, NNEOBEI DI FBET, RO
KAHED 300 mgkg BT, BROEIRIMERED 100 mgkg BT, BREOF
LYRRDHE DXTEBE T, BIEAMED 100 mg/kg BT, IR OIS IREE
T, FEDOREEIERD 300 mghkg T, K TIDIEELMED 1000 mgkg &+
T, TNTREEHIREINL.
HBERETIE, GIRDY) Vo BRE LS D 1000 me/kg FEIZ 161, #RHE
LD REC 16, MO Tr VA S 4 5 — RERIHOMRES LU
1000 mg/kg ICFNFIL 1 BIFED b 7e. BRI I3 EE DM LS D
300 mg/kg T 141, MEDOXTEEEE, 100 B & U 1000 mg/kg 122 NEFi 1 5],
LA UL DTHED 1000 mg/kg BEI1 1 B, BIEAMED 300 mgkg BT 1 41,
FRR B HOITERES X U7 1000 mgkg FHEIZ 1 BIU 3B, ) VISEkRE
B HEOXTREFS X U7 1000 mgkg FFIZZFNEN 16, MOEEL IV
1000 mg/kg B2 BL V1B, NASFEFHEOXEEE, 100, 300 B LU
1000 mg/kg #£125,3,4 3B L UF3 61, MO XFEREE, 100, 300 3 X UF 1000 mg/kg
BEIZS5, 4, 2 BXU 56, BAEMATHEDOXREIC 1 HlF N FhED LN
7o, BRETIIREEFEE L HOITEEE, 100, 300 3 X U° 1000 mg/kg
BEIZ3, 3, 4 BLU S, MEOXTEREEB X UF 1000 mgkg ##IC 1 B LU 3
50, ERZDME D 100 mg/kg BF 1T 1 B, EREILFRDSHED 100 B X U8 1000 mg/kg
TENEN 16, BD 100, 300 B LU 1000 mgkg BT 1, 2BI U1 6,
A O BREED L 171000 mg/kg B2 1 3B X U260, #ED 1000
mg/keg B 1B, SREILEDSHED 1000 mgkg 12 161, MEDxEEEC 25,

18-
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) NERIREDSED 300 B LU 1000 mgkg BET 1 B XU 24, MO
B, 300 3B £ UN1000 mg/kg BRI FNEFN 1 BIDSTRD LNz, BEOEMK L
FEE FRKO/PNAZERED 1000 mgkg HETENEN 15, TEORENEED
HoOWBETIICRO LN, T2, ETOREIRRETH 7.
)75 2 AR T B © BIARAT L CE, BB OB O OxF BB EE 1T BBy [T RS
-y (A '
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14. 2B X T
BREHMEB L UREBEABZEL T, BEWTNOFICDITHIEZED LN
VoW A

—RCREEDERERTIE, M 1000 mg/kg BED 1 BNCHME & T ER D fERE AT
RooN, MBIZBEEBETHY, REMICERRINE T OERIIME
WWEERT2BETH), HEDERS CRRTAEILL IEZ SN o
A

BREBIUCEHEEBW TR, ML IR L RRYERSEFE S ITEVR
oo,

MRS & COEREREORR, Mk b RBRYERSOFE
ROLNLE o7

ML REOR R, ML b BB ERSORBIRD bWk b o7,
RIGEORER, ML DBRBYERSORBIRD bRLEH - 7.

HEEBNEOER, MEORKSH & b BBE L B L CHE LT
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Table 1. Survival and mortality Exp. No. 4200 (115-118)

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
100 5/5 §/5 §/5 5/5 0.0
300 5/5 8/ 5/5 5/5 0.0
1000 10/10 10/10 10/10 10/10 0.0
Femaie 0 10/10 10/10 10/10 10/10 0.0
100 5/5 5/5 5/5 5/% 0.0
300 5/5 5/ 5/5 5/5 0.0
1000 10/10 10/10 10/10 10/10 0.0

Number surviving / Number per group.
Significant difference from contro! group; ¥: P=0.05 ¥*: P<0.0]
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Table 1. -continued Survival and mortality Exp. No. 4200 (115-118)
Sex Dose level Weeks of experiment Mortality
(mo/kg) g O ogherineg )
Male 0 5/5 5/5 5/5 0.0
1000 5/5 5/5 5/5 0.0
Female 0 5/5 5/5 5/5 0.0
1000 5/5 5/5 5/5 0.0

Number surviv!ng / Number per group.
Significant difference from control group;

¥

: P=0.05

(2 3

P=0.01



Table 2. Clinical observation Exp. No. 4200 (115-118)

Sex : Male

Findings of clinical Dose level Days of experiment Total

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

normal/number per group 0 10710 10/10 10/10 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
100 55 5/ 5/5 &§/5 5% 55 55 55 5/5 5/5 5/5 5/5 5/5 5/5 5
300 5/ 5/5 %9 55 5/5 &5 5/5 &/5 5/5 5/5 5/5 5/% 5/5 5/5 5

1000 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




70-1

An-pyo Center  (OBWS2) 10799

Page

22

Exp. No. 4200 (115-118)

Table 2. -continued Clinica! observation

Sex : Male

Findings of clinical Dose level Days of experiment Total

observation (mg/ke) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 {1—28]

normal/number per group 0 10/106 16/10 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
100 5/ %% %% &5/5 5/5 &5/5 5/5 5/5% 5/5% 5/5 5/5 5/8% 5/5 §5/5 5
300 5/5 /5 &5/5 §/5 &5/5 5/5 &5/% 5/5 5/% 5/5 5/5 5/5 5/5 5/5 5
1000 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 10/10 10




Table 2. -continued Clinical observation Exp. No. 4200 (115-118)

Sex : Female

Findings of clinical Dose level Days of experiment Total
observation {mg/ke) 1 2 3 4 5 b 7 8 9 10 [k 12 13 14 (1—14)

normal/number per group 0 10710 10/10 10710 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 1
100 55 5/5 5/5 §/5 5/5 5/5 5/5 5/5 &§/5 5/5 5/5 5/5 5/5 5/5
300 5/5 5/5 5/5 55 5/5 5/5 5/5 5/5 55 5/5 5/5 5/5 5/5 5/5

1000 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

trauma 0 0
100
300
1000
tissue-mass/subcut. site 0
100
300

0
5

5

0

0

0

0

0

0

0

0

1000 0
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OO ODOoOOO
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OO0 OO OoO
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OODOOoOD OO

DO OD OOOoOoD
OO0 OOoOOoo
DODMD DD




90-1

An-pyo Center  (OBWS2) 10799 Page 24

Table 2. -continued Clinical observation Exp. No. 4200 (115-118)
Sex : Female
Findings of clinical Dose level Days of experiment Total
pbservation (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 10/1¢ 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
100 55 S/% %5 &5/5 5/5 %8/% 5/5 5/% 5/5 5/5 5/5 5/5 5/5 5/5 5
300 5/ 5/5 s%/5 &/ 5/5 &5/ 5/5 s8/5 5/5 5/5 5/5 5/5 §5/5 5/% 5
1000 10/10 10/10 t0/10 10/10 10/10 10/10 10/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9
trauma 0 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 Q 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
tissue-mass/subcut. site 0 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 0 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1
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Table 2. -continued Clinical observation Exp. No. 4200 (115-118)

Sex . Male

Findings of clinical Dose level Days of experiment » Total
observation (ma/kg) 29 30 3 32 33 34 35 36 37 38 39 40 41 42 (29—42)
normal/number per group 0 5/ 5/ 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5

1000 5/5 5/ 5/5 5/5 55 5/5 55 55 55 5/5 5/5 5/5 5/5 5/5 5
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Exp. No. 4200 (115-118)

Table 2. —-continued Clinical observation

Sex : Femaie

Findings of clinical Dose level Days of experiment Total

observation (mg/ke) 29 30 3 32 33 34 35 36 37 38 39 40 41 42 (29—42)

normal/number per group 0 5/5 &/5 5/5 %/5 &5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5
1000 55 5/5 &%/5 5/5 &5 45 5/5 5/5 &%/5 §/5 5/5 5/5 5/5 5/5 5




60-1

Table 3. Body weight Exp. No. 4200 (115-118)

( unit : g )
Sex Dose level Weeks of experiment
{mg/kg) 0 1 2 3 4
Male 0 129z 3 188 + 8 244 + 14 233 £ 16 332 £ 18
100 129+ 3 183 + 13 235 + 21 281 + 27 315 £ 34
300 129 + 3 184 &+ 6 240+ 7 289 + 13 328 + 18
1000 129+ 4 184 ¢ 14 236 + 23 284 + 32 318 + 37
Femaie 0 107 + 3 143+ 7 166 + 7 184+ 8 187+ 9
100 107 + 4 145 + 8 169+ 9 188 + 10 202 £ 13
300 107 + 4 147 + 6 169 + 12 187 + 13 201 + 19
1000 107 + 3 142 + 8 167 + 11 188 + 11 204 £ 15
Mean + S.D.
Significant difference from control group; ¥: P<0.05 ¥*: Pp<0.01
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Table 3. ~continued Body weight Exp. No. 4200 (115-118)
( unit : g)
Sex Dose level Gain

{mg/kg) 0 — 4)

Male 0 202 + 18

100 186 + 32

300 199 + 22

1000 189 + 34

Female 0 90 + 10

100 95 + 14

300 94 + 17

1000 98 + 14

Mean & S.D.

Significant difference from control group;

*

: P=0.05

¥ -

P=0.01



Table 3. -continued Body weight Exp. No. 4200 (115-118)
{ unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 4 5 6 (4 — 6)
Male 0 338 + 18 371 £ 16N 399 + 15N 61+ 6
1000 309 = 47 338 + 54 358 £ 58 50 + 13
Female 0 194 =+ 11 208 + 13 223 + 14 29+ 6
1000 198 = 17 212 + 18 225 + 21 27+ 7
Mean £ S.D.
Significant difference from control group; ¥: P=<0.05 ¥¥: P=<0.01

N: Non parametric analysis

Ll-1]
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Table 4. Food consumption Exp. No. 4200 (115-118)
' { unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 (0 — 4)
Male 0 131 £ 10 147 £+ 16 153 ¢+ 16 149 1 12 579 £+ 51
100 133+ 14 147 £ 23 150 £ 23 136 + 24 566 + 82
300 142+ 5 156 £ 11 162 £ 13 155 £ 19 615 + 41
1000 138 + 13 159 + 16 161 + 21 154 + 21 612 + 40
Female 0 108 £ 13N 107 + 10 104 + 11 96+ 8 415 + 38
100 118+ 4 119+ 6 112+ 11 107+ 8 456 + 26
300 114+ 5 119 ¢+ 13 111+ 8 110 £ 11* 453 + 33
1000 Mi: 9 115+ 11 114 £ 11 108 + 13# 448 + 27
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. 4200 (115-118)
{unit : g/week )
Sex Dose level Weeks of experiment Jotal
mg/kg 4 5 6 (5 —~ 6)
Male 0 1581 £+ 7N 175 + 14 177+ 9 B2+ 22
1000 154 + 28 170 + 27 170 + 26 340 + 52
Female 0 98 £ 7 119 1+ 11 126 + 14 245 + 25
1000 108 + 15 116+ 9 128 + 17 244 + 23
Mean £ S.D.
Significant difference from control group; : P=0.05 % P=<0.01

N: Non parametric analysis
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Table 5. Food efficiency Exp. No. 4200 (115-118)
(unit : %)
Sex Dose level Weeks of experiment Hean
(mg/kg) [ 2 3 4 (0 — 4)
Male 0 44.9 £ 4.3 38.2 + 2.3N 32.6 £ 3.0 25.7 + 4.4 35.02 2.1\
100 40.4 £ 4.3 35.0+ 3.4 31.2+ 3.4 24.3+ 1.9 32,7+ 1.0
300 38.7 £ 3.2 5.6+ 2.2 30.4 £ 4.1 25.3 + 2.9 32.3+ 1.6
1000 40.3 £ 8.6 3.4+ 7.4 29.7 + 4.1 22.0 + 2.4% 30.8+ 4.8
Female 0 33.7 + 4.3 21.9+ 5.5 16.8 + 2.8 13.2 + 5.7 2.7 + 2.2
100 31.5+ 5.4 19.9+ 3.4 17.6 + 6.2 12.7 £ 3.2 20.7 + 2.0
300 34.5 £ 3.5 18.8 + 4.1 16.0 £ 4.5 13.0 £ 5.7 20.7 + 2.9
1000 32.1 + 5.8 21,5+ 5.8 18.7 £ 6.0 150t 6.4 21.8+ 2.9
Wean + S.D.
Significant difference from control group; ¥ P=0.05 ¥k p<0.01

N: Non parametric analysis
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Table 5. -continued Food efficiency Exp. No. 4200 (115-118)
(unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 4 5 6 (5 — 6)
Male 0 27.0 £ 4.7N 19.0%+ 2.7 15.6 + 3.2 17.3 ¢+ 2.3
1000 21.6 £ 0.9* 17.0¢£ 1.9 11.9 ¢ 3.3 4.5+ 2.0
Female 0 11.9 ¢ 1.7N 1.4+ 3.4 12.3 + 2.1 11.9¢ 1.9
1000 14.0+ 8.2 11.5+ 4.7 10.0 + 1.6 10.8 £ 2.6
Mean + S.D.
Significant difference from control group; ¥: P=0.05 **+: p<0.01

N: Non parametric analysis
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Table 6. Hematology Exp. No. 4200 (115-118)
Week: 4
Sex Dose level No. of HGT HGB RBG MCV MGH MCHG
(mg/kg) animals (%) {g/dL) {x105/mn?) {m?) {pg) (%)
Male 0 5 46.1 ¢ 1.2 15.2+ 0.3 7.97 + 0.45 58.0+ 2.4 19.2x 1.0 331+ 0.3
100 5 46.1 £ 0.9 15.2 ¢+ 0.2 7.62 £ 0.16 60.5% 1.6 19.9 ¢+ 0.3 3.9+ 0.8
300 5 45.0 + 2.0 15.1 ¢+ 0.7 7.39 + 0.38% 0.9+ 1.0 20.4 + 0.5* 33.5+ 0.4
1000 5 47.3 £ 1.3 15.8 £ 0.2 7.62 + 0.25 62.2 £ 2.2%¢ 20.7 + 0.8%% 33.3+ 0.4
Female 0 5 43.8 + 1.7 15.1 £ 0.7 7.62 + 0.34 57.5+ 1.1 19.8 + 0.1 34.4+ 0.5
100 5 43.9 + 1.2 15.1 + 0.7 7.65 + 0.23 57.4+ 0.9 19.8 £ 0.5 345+ 0.7
300 5 44.3 £ 1.7 15.3+ 0.5 7.84 £ 0.31 56.5+ 1.3 19.5 + 0.5 345+ 0.8
1000 5 42,6+ 1.9 14.7 + 0.6 7.31 £ 0.40 58.3+ 1.7 20.2 £ 0.4 34.6 £+ 0.6
Mean + S.D.
Significant difference from control group; ¥: P=0.05 ¥¥: P<0.01



Table 6. -continued Hematology Exp. No. 4200 (115-118)

Week: 4
Sex Dose level No. of PLT WBG Differential leukocyte counts {%)
{mg/kg) animals {x103/mm?) (x10%/mn3) NEUT LYMPH MONO EOSN BASO Luc

Male 0 5 1139 t 157 11.62 2.2 i1t 3 85+ 4 2+ 1 1+ 0 0+ O 1+ 0
100 5 1184 + 133 9.7+ 1.9 10+ 4 87+ 5 2+ 1 12 0 0+ 0 1+ 0
300 5 1185 + 110 1.6+ 3.8 12+ 3 85+ 4 2+ 0 T+ 1 0+ 0 1+ 0
1000 5 1182 = 121 1.0+ 1.3 10+ 2 87+ 4 1+ 1 12 1 0+ O T+ 1

Female 0 5 1213 ¢ 135 7.6+ 2.7 1 4 85+ 5 2+ 1 2+ 1 0+ 0 1+ 0
100 5 1184 + 117 5.7+ 1.5 12+ 4 86+ 5 1+ 0 1+ 1% 0+ O 0t 1
300 5 1225 + 131 59+ 1.0 12+ 3 84+ 4 2+ 1 2+ 1 0t O 1+ 1
1000 5 1239 + 243 6.7+ 2.2 16+ 9 81 £ 10 1+ 1 1+ 0 0+ O 1T 1

aEUT:iNgugrophil LYMPH: Lymphocyte  MONO: Monocyte  EQSN: Eosinophi!  BASO: Basophil LUG: Large unstained cells
ean .

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

-1

~d
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Table 6. -continued Hematology Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of HCT HGB RBG MCV MGH MCHC
mg/kg animals %) (g/dL) (x10/mnn) (um?) (pg) (%)
Mate 0 5 46.0 £ 1.0 15.3 % 0.3 8.15 + 0.31 56.6 + 2.5 18.9 ¢+ 0.7 33.4+ 0.4
1000 5 47.0+£ 1.5 15.8 £ 0.4 8.16 £ 0.43 57.7+ 2.1 19.4 £ 0.8 33.5+ 0.6
Female 0 5 43.7 £ 1.3 15.2 £ 0.3 7.87 £ 0.22 55.5+ 0.5 19.3 £ 0.2 34.8+ 0.4
1000 5 43.4 + 1.6 15.1 + 0.6 7.68 £ 0.41 56.6 + 1.0 15.7 + 0.3% 34.9+ 0.2
Mean + S.D.
Significant difference from control group; ¥: P<0.05 ¥, P<0.01
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Table 6. ~continued Hematology

Exp. No. 4200 (115-118)

Week: 6
Sex Dose level No., of PLT WBG Differential leukocyte counts (%)
(mg/kg) animals (x10%/m) (x10%/um) NEUT LYMPH MONO EOSN BASO LUG
Male 0 5 1048 £ 115 M7+ 2.7 12+ 5 84+ 5 2+ 1 1z 0+ 1+
1000 5 1074 £ 111 Mmn.1+ 1.7 13+ 2 82+ 3 3 1 1% 0+ 1%
Female 0 5 1106 + 170 7.8+ 3.2 11+ 2 85+ 2 2+ 1 14+ 0+ 1%
1000 5 1136 £+ 60 6.7+ 2.2 12+ 3 83+ 4 3+ 1 2% 0z 1%

NEUT: Neutrophil
Mean + S.D.

LYMPH: Lymphocyte

MONO:

Significant difference from control group;

Monocyte  EOSN: Eosinophil  BASO: Basophil LUG: Large unstained cells
: P=0.01

¥: P=0.05
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Table 7. Goagulation Exp. No. 4200 (115-118)
Week: 4
Sex Dose level No. of PT APTT Fibrinogen
{mg/%qg) animals (sec.) (sec.) {mg/dL
Male 0 5 13.8+ 0.6 26.2+ 1.9 222+ SN
100 5 14.2 £ 0.3 26.3 + 2.7 235+ 12
300 5 14.3+ 1.0 25.7+ 1.8 231 £ 27
1000 5 14.9+ 1.5 25.5 + 2.7 239+ 19
Female 0 5 14.6 £ 0.8 22.6 + 1.8N 190 + 15
100 5 14.4 £ 1.0 22.3+ 1.6 191 ¢+ 15
300 5 14.3 ¢+ 0.4 226+ 0.4 182+ 9
1000 5 14.8+ 0.7 22.2+ 0.7 196 + 3
Mean + S.D.
Significant difference from control group; ¥: P=0.05 *¥¥: P=<0.01

N: Non parametric analysis
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Table 7. -continued GCoagulation

Exp. No. 4200 {(115-118)

Week: 6
Sex Dose level No. of PT APTT Fibrinogen
{mg/kg) animals (sec.) (sec.) (mg/dL?
Mate 0 5 14.0 £ 0.9 26.4 £ 1.3 228+ 21
1000 5 15.0 £ 1.4 25,9+ 1.9 231+ 25
Female 0 5 15.4 + 0.7 22,0+ 1.5 168 + 20
1000 5 15.2 + 0.5 21.8+ 0.5 180 £ 13
Mean + S.D.
Significant difference from control group; ¥: P<0.05 ¥+ P<0.01
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Table 8. Blood chemistry Exp. No. 4200 (115-118)
Veek: 4
Sex Dose level No. of Glucose T.cholesterol Triglyceride
{mg/kg) animals {mg/dL) {mg/dL) {mg/dL)
Male 0 5 136 + 9 56 + 10 334+ 8.4
100 5 143 + 22 60+ 9 30.8 £+ 9.9
300 5 150 £+ 34 54+ 8 32.3+ 6.8
1000 5 166 £ 25 4 £ 7 40.5 £ 15.0
Female 0 5 129+ 8 57 £ 19 8.8+ 1.7N
100 5 129 £ 19 51 £ 13 13.6 + 3.0%
300 5 124 + 14 60 + 11 15.3 ¢+ 9.5
1000 5 130 £ 10 51+ 6 1.0 4.5
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. 4200 (115-118)
Week: 4

Sex Dose level No. of BUN Creatinine T.?ilirubin T.protein Albumin
{mg/kq) animals {(mg/dL) (mg/dL) mg/dl) (g/dL) (g/dL)
Male 0 5 10.5 £+ 1.2N 0.21 £ 0.02 0.03 + 0.0t 5.36 £ 0.05N 3.40 £ 0.05
100 5 10.8+ 2.1 0.20 £ 0.02 0.03 £ 0.01 5.56 + 0.13 3.40 ¢+ 0.16
300 5 10.6 £ 0.5 0.22 £ 0.03 0.03 + 0.01 5.45 + 0.35 3,37 £ 0.18
1000 5 13.3+ 2.2 0.23 £ 0.04 0.03 + 0.01 5.53 % 0.17 3.42+ 0.07
Female 0 5 156+ 1.3 0.27 + 0.03 0.04 £ 0,01 5.60 £ 0.41 3,58+ 0.39
100 5 14.9+¢+ 0.8 0.27 + 0.01 0.04 £ 0.01 5.64 + 0.31 3.66 + 0.22
300 5 13.5¢+ 2.1 0.26 + 0.03 0.03 £ 0.01 5.59 + 0.29 3.61 ¢ 0.15
1000 5 15.4 + 3.3 0.27 + 0.02 0.03 + 0.01 5.94 + 0.16 3.66 + 0.36
Mean ¢+ S.D.
Significant difference from control group; ¥: P<0.05 ¥x: P<0.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 4200 (115-118)

Week: 4

Sex Dose level No. of A/G

{mg/kg) animals

Male 0 5 1.73 ¢+ 0. 11
100 5 1.58 + 0.21
300 5 1.62 + 0.08
1000 5 1.63 ¢+ 0.09

Female 0 5 1.78 £+ 0.22
100 5 1.85 + 0.08
300 5 1.83 ¢ 0.10
1000 5 1.63 ¢+ 0.31

Mean + S.D.

Significant difference from control group;
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Table 8. -continued Blood chemistry Exp. No. 4200 (115-118)
Week: 4

Sex Dose level No. of Sodium Potassium Ghloride GCalcium 1. phosphorus
ng/kg animals (mmot/L) (mmol/L) {mmo1/L) (mg/dL) {mg/dL)
Male 0 5 142.7 + 1.5 4,56 £ 0.35 106.3 £ 2.2 9.81 £ 0.33 8.22 + 0.30
100 5 143.6 £ 0.5 4,43 + 0.18 106.2 £ 1.3 9.87 &+ 0.37 8.27 ¢+ 0.27
300 5 142.8 + 0.9 4,71 £ 0.29 106.3 £ 2.2 9.82 + 0.45 8.67 + 0.55
1000 ) 142.5 £ 0.7 4,53 ¢+ 0.25 107.2 + 0.8 3.86 + 0.24 8.24 + 0.41
Femaie 0 5 143.1 ¢+ 1.0 4.49 =+ 0.41 110.4 £ 0.5 5.66 £+ 0.23 6.68 £ 0.53
100 5 143.1 £ 1.2 4.14 £ 0,29 108.5 + 1.2% 9.57 + 0.29 6.62 + 0.89
300 5 142.3 ¢+ 1.2 4,70+ 0.20 108.9 ¢+ 1.4 9.55 + 0.35 6.43 + 0.36
1000 5 142.5+ 1.4 4.47 + 0.37 109.3+ 1.3 9.85 % 0.33 6.79 + 0.50
Mean + S.D.
Significant difference from control group; ¥: P=<0.05 #%; P=<0.01
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Table 8. -gontinued Blood chemistry Exp. No. 4200 (115-118)
Week: 4
Sex Dose level No. of AST ALT ALP Gamma-GTP
tna/kg) . aninals (/L) (7L) (u70) ()
Male 0 5 67+ 8 22+ 2 754 £ 226 0.4 £ 0.1
100 5 67+ 6 23+ 3 816 £ 141 0.6 £ 0.1¢
300 5 74 + 17 25+ 2 833 + 244 0.5+ 0.1
1000 5 68+ 9 25+ 3 822 + 163 0.4 £ 0.1
Female 0 5 72+ 4N 23+ 3 526 + 47 0.5+ 0.4
100 5 66+ 12 20+ 4 482 + 108 0.5+ 0.2
300 5 72+ 19 19+ 2 348 + 58¢ 0.3+ 0.1
1000 5 69+ 3 23+ 6 540 + 168 0.4+ 0.2
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. 4200 (115-118)
Week: 6
Sex Dose level No. of Glucose T.cholesterol Trigiyceride
mg/kg animals (mg/dL) (mg/dL) (mg/dL)

Male 0 5 161 £ 13 67 £ 15 36.9 + 19.2

1000 5 149 + 8 60 £ 23 25.8 + 10.2
Female 0 5 153 £ 18 66 £ 18 18.8 £+ 12.0

1000 5 142 £ 15 66 £ 16 26.6 £ 19.7

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

¥: P=0.05 *k:

P=<0.01
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Table 8. -continued Blood chemistry Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of BUN Greatinine T.hilirubin T.protejn Albumin
(mg/kg) animals {mg/dL) (mg/dL) (mg/dL) {g/dL) (g/dL)
Male 0 5 12.6 £ 1.7 0.22 + 0.03 0.03 £ 0.01 5.84 + 0.16 3.35¢+ 0.12
1000 5 12.9¢ 1.8 0.20 + 0.02 0.03 £ 0.01 5.74 + 0.21 3.40 £ 0.15
Female 0 5 5.0+ 1.4 0.24 + 0.02 0.06 + 0.02 5.97 + 0.21 3.54 £ 0.11
1000 5 16.6 + 2.9 0.26 £ 0.01 0.06 £ 0.02 6.05 + 0.32 3.61 % 0.19
Mean + S.D.
Significant difference from control group, ¥: P=0.05 *+: P=0.01
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Table 8. -continued Blood chemistry Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of A/G
{mg/kg) animals

Male 0 5 1.34 £ 0.08

1000 5 1.46 £ 0.15
Female 0 5 1.46 + 0.08

1000 5 1.49 ¢+ 0,12

Mean + S.D.

Significant difference from control group;

%

1 P=0.05

%

P=0.01
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Table 8. -continued Blood chemistry Exp. No. 4200 (115-118)
Week: 6
Sex Dase level No. of Sodium Potassium Chloride Galcium | .phosphorus
(mg/kg) animals (mmo1/L) (mmol/L) (mmol/L) (mg/dL) {mg/gL)
Male 0 5 142.2 + 0.7 4.40 + 0.35 104.7 £+ 1.0 10.05 £ 0.24 7.83+ 0.16
1000 5 142.8 £ 0.6 4,29+ 0.3 105.5 ¢ 2.4 9.80 + 0.3 7.75 + 0.26
Female 0 5 141.7 £ 1.5 4,56 £ 0.35 108.3 £ 1.6 9.74 + 0.20 5.49 £ 0.65
1000 5 142.4 £ 0.9 4,37 £ 0.42 108.7 £ 1.7 9.84 + 0.52 5.80 + 1.08
Mean = S.D.

Significant difference from control group;

¥: P=<0.05 *¥:

P=0.01

Page
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Table 8. -continued Blood chemistry Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of AST ALT ALP Gamma-GTP
(mg/kg) animals (u/L) (u/L) (u/L) (u/L)
Male 0 5 69+ 6 26 1 490 + 44N 0.2+ 0.1
1000 5 72+ 6 25 3 511 £ 139 0.3 + 0.0%
Female 0 5 1% 6 24 & 334+ 94 0.6+ 0.1
1000 5 64+ 14 24+ 5 329+ 81 0.7+ 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 9. Urinalysis Exp. No. 4200 (115-118)
Week: 4
Sex Dose level No. of Volume Specific gravit
{mg/kg) animals (mL) P . g Y
Male 0 5 15¢ 5 1.051 £ 0.010
100 5 10+ 2 1.063 £ 0.006
300 5 15+ 7 1.061 £ 0.018
1000 5 13¢ 5 1.060 £ 0.013
Female 0 5 8+ 3 1.062 + 0.025
100 5 11 4 1.059 + 0.017
300 5 12+ 5 1.053 £+ 0.020
1000 5 15+ 5 1.036 £ 0.015
Mean + S.D.

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



Table 9. -continued Urinalysis Exp. No. 4200 (115-118)
Week: 4
Sex D?:S/‘I(g\)/el ggimgfs C?IOE 3 45 6 7 8 91011 pg 55665775885 =9 OCEU|£/§I?gd 2+ 3+
Male 0 5 5 i 31 5
100 5 5 1 4 3 2
300 5 5 1 4 4 1
1000 5 5 5 4 1
Female 0 5 5 LI N S 5
100 5 5 1 2 2 3 2
300 5 5 11 2 1 4 1
1000 5 5 1 2 2 4 1
T‘ Color : 1= Colorless, 2= Sll?ht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
W 8= Brown-black 9= Milky white, 10 Fluorescent green, 11= Blue.
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Table 9. -continued Urinalysis Exp. No. 4200 (115-118)

Week: 4

Sex D°§8/i§¥e' ggimgrs Kefoni?_ T+ 2+ 3+ 4+ Glucose ?/do 25 0.5 =1.0 Prgtely( gé % =300

Male 0 5 3 2 5 3 2
100 5 4 1 5 1 1
300 5 2 3 4 1 2 3
1000 5 1 4 4 1 4 1

Female 0 5 13 1 4 1 T 11 1
100 ] 1 2 2 5 | I R
300 5 3 2 4 1 2 1 1 1
1000 5 2 3 4 1 i 1 3
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Table 9. -continued Urinalysis Exp. No. 4200 (115-118)
Week: 4
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL
{mg/kg) animals - T+ 2+ 34 . 4.0 8.0 =12

Male 0 5 3 2 4 1

100 5 2 3 4 1

300 5 2 2 1 3 2

1000 5 2 3 2 3
Female 0 5 31 2 3

100 5 2 2 1 3 2

300 5 4 1 4 1

1000 5 2 3 2 3
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4200 (115-118)
Week: 4
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Gasts Fat glob. M. threads others
(mg/kg) animals - 1+ 2+ 3+ -1+ ¥+ 3+ - 1+ 2+ 34 - 4 -+ - + - %
Male 0 5 5 5 5 5 5 4 1 5
100 5 4 1 5 5 5 5 2 3 5
300 5 5 5 5 8 5 4 1 5
1000 5 5 5 5 5 5 5 5
Female 0 5 5 5 5 5 5 5 5
100 5 5 5 5 5 5 4 1 5
300 5 5 5 5 5 5 5 5
1000 5 4 1 5 5 5 5 5 1 4
—
i others : Crystals
w
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Tabte 9. -continued Urinalysis Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of Volume Specific gravity
(mg/kg) animals (mL)
Male 0 5 21+ 4 1.046 £ 0.010
1000 5 16+ 4 1.054 £+ 0.004
Female 0 5 18+ 7 1.043 £+ 0.014
1000 5 13+ 5 1.053 £ 0.009
Mean + S.D.

Significant difference from control group;

n

: P=0.05 ¥+ P=0.01
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Table 9. ~continued Urinalysis Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of Color pH Occult Blood
(mg/kg) animals 1 2 3 4567 8 3101 55566.577.588.5 =9 - /- 14+ 2+ 34

Male 0 5 5 1 2 2 5

1000 5 5 1 1 3 3 1 1
Female 0 5 5 1 4 4 1

1000 5 5 i 1 3 3 2

Yel low-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

Golor : 1= Colorless, 2= Slight yellow, 3=
10= Fluorescent green, f1= Blue.

8= Brown-black 9= Milky white,



Table 9. -continued Urinalysis
Week: 6

Exp. No. 4200 (115-118)

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

Protein(mg/dL)
- +/- 30 100 =300

Sex Dose level No. of Ketones
{mg/kg) animals
Mate 0 5
1000 5
Female 0 5
1000 5

1 3 1
3 2
1 2 2
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Table 9. ~-continued Urinalysis Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
{mg/kg animals - 1+ 2+ 3+ 0.11,02.04.08.0 212

Male 0 5 4 1 5

1000 5 5 5
Female 0 5 3 2 3 2

1000 5 4 1 3 2
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. 4200 (115-118)

M. threads

others
- %

Table 9. -continued Urinalysis : Microscopic examination of sediment
Week: 6
Sex Dose level No. of Erythrocytes
mg/kg) animals - 1+ 2+ 3+

Male 0 5 5

1000 5 4 1
Female 0 5 5

1000 5 5

others : Crystals
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Table 10. Organ weight Exp. No. 4200 (115-118)

Week: 4 ‘

Sex Dose level No. of Body wejght Brain Liver Kidneys Spleen

(mg/kg) animals (g) (g) (g) (gy (g)

Male 0 5 325 + 20 2.06 £+ 0.06 9.43 £ 0.97 2,50+ 0.18 0.60+ 0.08
100 5 315 + 34 2,00+ 0.07 9.60 £+ 1.60 2.48 £+ 0.29 0.53+ 0.08
300 5 328 £ 19 1.98 £+ 0.06 10.21 + 1.60 2.52+ 0.20 0.57 £+ 0.06
1000 5 327 + 25 2,00+ 0.14 10.11 £ 0.79 2.61+ 0.17 0.57 £+ 0.08

Female 0 5 199+ 8 1.90 + 0.06 5.89 + 0.43 1.60 £+ 0.15 0.46 + 0.05
100 5 202 + 13 1.92 + 0.06 6.08 + 0.64 1.67 £ 0.14 0.41 + 0.05
300 5 201 £ 19 1.91 ¢+ 0.05 6.05 £ 0.51 1.68 + €.08 0.42+ 0.03
1000 5 210 £ 12 1.93 + 0.08 6.04 + 0.36 .71+ 0.10 0.45zx 0.10

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. 4200 (115-118)
Week: 4
Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymjdes
mg/kg) animals (mg) (g) (mg) (mg) (mg)
Male 0 5 52+ 6N 2.83+ 0.26 556 + 147 700 + 64
100 5 46 + 10 2.97 + 0.20 536 + 121 684 + 67
300 5 51+ 12 2.92+ 0.07 477 £ 100 723 + 56
1000 5 57+ 1 2.88+ 0.1 519 £ 115 679 £+ 58
Female 0 5 64+ 12 76+ 16 466 + 75
100 5 64 + 16 83+ 12 468 + 98
300 5 62+ 7 73+ 8 444 + 43
1000 5 61+ 6 71+ 5 499 + 27
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 Organ weight Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of Body wejght Brain Liver Kidneys Spleen
(mg/kg) animals (g) (g) (g) (gy {g)
Male 0 5 399 + 15N 2.09+ 0.04 11.10+ 1.18 2.95+ 0.31 0.67 £+ 0.06
1000 5 359 + 59 2.07 £+ 0.07 10.09 + 2.27 2.76 + 0.56 0.59+ 0.15
Female 0 5 223 £ 14 1.98 £ 0.05 6.01 + 0.64 1.7+ 0.14 0.46 £ 0.02N
1000 5 225 + 21 1.97 ¢+ 0.1 6.29 ¢+ 1.06 1.78 + 0.23 0.43 + 0.10
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 Organ weight Exp. No. 4200 (115-118)
Week: 6

Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymjdes
(mg/kg) animals (mg {g) {mg) (mg) (imng)
Male 0 5 56 + 5N 3.28+ 0.26 462 £ 64 927 + 81
1000 5 58 + 16 3.08+ 0.12 370 + 62% 875 + 53
Female 0 5 66+ 6 72 &+ 13 393+ 78
1000 5 63+ 11 82+ 12 405 + 106
Mean £ S.D.
Significant difference from control group; *¥: P=0.05 *¥: P=<0.01

N: Non parametric analysis
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Table 11, Organ weight per body weight Exp. No. 4200 (115-118)
Week: 4
Sex Dose level No. of Body wejght Brai Liver Kidneys Spleen
mg/kg animals y (g)g (% (%) (%y p(%)
Male 0 5 325 £+ 20 0.635 + 0.047 2.899 £ 0.175 0.769 + 0.022 0.185 + 0.018
100 5 315 + 34 0.641 £ 0.056 3.039 £ 0.266 0.791 £ 0.054 0.169 + 0.014
300 5 328 £ 19 0.604 £ 0.041 3.097 + 0.314 0.769 + 0.048 0.175 + 0.018
1000 5 327 £ 25 0.613 + 0.056 3.090 + 0.090 0.801 + 0.058 0.173 £ 0.020
Female 0 5 199 + 8 0.956 + 0.039 2.957 £ 0.192 0.803 + 0.097 0.231 + 0.028
100 5 202 + 13 0.954 + 0.072 3.004 £ 0.161 0.827 + 0.020 0.203 + 0.014
300 5 201 £ 19 0.953 + 0.075 3.010 £ 0.168 0.838 £ 0.068 0.211 £ 0.035
1000 5 210 + 12 0.919 + 0.037 2.870 £ 0.080 0.812 + 0.046 0.213 £ 0.038
Mean + S.D.
Significant difference from control group; P=0.05 ¥%: P<0.01
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Table 11,

-continued Organ weight per body weight

Exp. No. 4200 (115-118)

Week: 4
Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymides
(na/kg) animals ) ) (%) %) Al
Male 0 5 0.016 £ 0.001 0.876 £ 0.113 0.170 £ 0.039 0.216 £ 0.026
100 5 0.015 £ 0.002 0.952 ¢ 0.092 0.169 £ 0.024 0.219 + 0.023
300 5 0.016 + 0.003 0.894 £ 0.069 0.144 £ 0.023 0.221 + 0.024
1000 5 0.017 + 0.001 0.884 + 0.081 0.158 + 0.028 0.209 + 0.033
Female 0 5 0.033 + 0.008 0.038 + 0.009N 0.234 + 0.037
100 5 0.032 £ 0.007 0.041 + 0.004 0.232 + 0.049
300 5 0.031 £ 0.006 0.036 + 0.00t1 0.221 £ 0.022
1000 5 0.029 + 0.003 0.034 £+ 0.002 0.238 £ 0.016
Mean + S.D.

Significant difference from control group;

N: Non parametric analysis

: P=0.05 *%: P=0.01
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Table 11, -continued Organ weight per body weight Exp. No. 4200 {115-118)
Week: 6
Sex Dose level No. of Body wejght Brain Liver Kidneys Spleen
mg/kg animals y (g)g (%) (%) (%Y (%)

Male 0 5 399 + 15N 0.524 £ 0.010N 2.779 + 0.219 0.741 £ 0.066 0.163 + 0.015

1000 5 359 + 59 0.592 + 0.110 2.787 + 0.241 0.765 £ 0.046 0.163 + 0.018
Female 0 5 223 + 14 0.887 + 0.037 2.691 £ 0.186 0.768 £ 0.035 0.208 £ 0.017

1000 5 225 £ 21 0.880 + 0.062 2.785 + 0.242 0.791 £ 0.070 0.191 + 0.023

Mean + §.D.

Significant difference from control group;
N: Non parametric analysis

¥

: P=0.05 ¥ P=<0.01
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Table 11. -continued Organ weight per body weight Exp. No. 4200 (115-118)
Week: 6
Sex Dose level No. of Adrenals Thymus Epididymides
(mg/kg) animals % (%) (%)
Male 0 5 0.014 + 0.001 0.823 £ 0.068 0.116 + 0.015 0.233 £ 0.019
1000 5 0.016 + 0.003 0.879 £ 0.154 0.106 + 0.024 0.249 £ 0.043
Female 0 5 0.030 + 0.002N 0.032 + 0.004 0.176 + 0.031
1000 5 0.029 + 0.006 0.036 £+ 0.003 0.178 + 0.031
Mean + S.D.
Significant difference from control group; ¥

N: Non parametric analysis




0s-1

An-Pyo Genter (a80c) 10886 Page

Table 12, Summary of gross findings with statistical analysis ( 4 Weeks experiment ) Exp. No. 4200 {115-118)
Male animals Female animals
Dose level ( mg/kg ) An Bm Gm Dm Af Bf cf Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
SRIeen white patch/zone 1 0 0 0 0 0 0 0
thymus black patch/zone 0 0 0 0 1 0 0 0
DIGESTIVE SYSTEM
small intestine
diverticulum 1 0 0 0 0 0 0 0
liver enlarged 0 0 1 0 0 0 0 0
URTNARY SYSTEM
kidney cyst 0 1 0 0 0 1 0 0
dilated pelvis 1 0 0 0 0 0 0 0
scarred 0 0 0 0 0 1 0 0
REPRODUCGTIVE SYSTEM
ovary cyst 1 0 0 0
uterus - dilated lumen 0 0 1 0
INTEGUMENTARY SYSTEM
subcutaneous tissue
mass 0 0 0 0 0 0 0 1
Am: O Bm: 100 Gm: 300 Dm: 1000
Af: O Bf: 100 Gf: 300 Df: 1000

Significant difference from control group; * : P = 0.05 ¥ P = 0.01
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Table 12. -continued Summary of gross findings with statistical analysis ( 6 Weeks experiment ) Exp. No. 4200 (115-118)

Male animals Female animals

Dose level ( mg/kg ) Am Bm Cm Dm Af Bf ot
No. of animals necropsied 5 0 0 5 5 0 0
Organ Findings

URINARY SYSTEM

kidney scarred 1 - - 0 0 - -
Am: 0 Bm: 100 Dm: 1000
Af: 0 Bf: 100 Df: 1000
Significant difference from control group; ¥ . P = 0.01
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Table 13. Summar% of histological findings with statistical analysis Exp. No. 4200 (115-118)
4 Weeks experiment

Male animals Female animals
Dose level ( mg/kg ) Ant B om bm Af Bf cf Df
No. of animatls necropsied 5 5 5 5 5 5 5 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart
celtular infittration, lymphocyte 0 - - 1 0 - - 0
fibrosis 1 - - 0 0 - - 0
HEMATOPOIETIC SYSTEM
thymus ,
Kuersteiner’s duct/cyst 0 - - 0 1 - - 1
DIGESTIVE SYSTEM
liver .
fatty change, peripheral 0 0 1 0 1 1 0 1
mineraiization 0 0 0 1 0 0 0 0
necrosis 0 0 0 0 0 "] 1 ]
cellular infittration 1 0 0 3 0 0 0 0
cellutar infiltration, iymphocyte 1 0 0 i 2 0 0 1
microgranuloma 5 3 4 3 5 4 2 5
hematopoiesis, extramedulliary 1 0 0 0 0 0 0 0
URINARY SYSTEM
kidney
basophilic tubules 3 3 4 5 1 0 0 3
cyst 0 0 0 0 0 1 0 0
ditatation, tubules 0 1 0 1 0 1 2 1
hyaline droplet 1 0 Yy 2 0 0 0 1
mineralization 0 0 0 1 2 0 0 0
cellular infiltration, lymphocyte 0 0 1 2 1 0 i 1
fibrosis, scar 0 0 0 0 0 i 1 0
REPRODUGTIVE SYSTEM
testis
degeneration 0 - - 1 - - - -
epididymis
microgranuloma 0 - - 1 - - - -
uterus
dilatation, lumen - - - - 1 - - 0
Am: O Bm: 100 Gm: 300 Dm: 1000
Af: O Bf: 100 Cf: 300 Df: 1000

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



€6-1

Table 13. -continued 8ummar% of histological findings with statistical analysis Exp. No. 4200 (115-118)
4 Weeks experiment )
Male animals " Female animals

Dose level ( mg/kg ) Am Bm Cm Dm Af Bf cf Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
INTEGUMENTARY SYSTEM
subcutaneous tissue

abscess - - - - - - - 1
Am: 0 Bm: 100 Gm: 300 Dm: 1000
Af: O Bf: 100 Gf: 300 Df: 1000
Significant difference from control group; * : P = 0.05 % P = 0.01
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Table 14. Summary of histological findings { 4 Weeks experiment ) Exp. No. 4200 (115-118)
Sex: Male
Dose level ( mg/kg ) 0 100 300 1000
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 1t 2 3 1 2 3 1 2 3
CARDIOVASGULAR SYSTEM
heart { 5) )] (0) ( 5)
cellular infiltration, lymphocyte 0 0 0 - - - - 1 00
fibrosis 100 - - - - - 0 0O
DIGESTIVE SYSTEM
liver { 5) {5) (5) { 5)
fatty change, peripheral 0 00 0 0 0 100 0 00
mineralization 0 00 0 00 0 0 0O 100
cellular infiltration 1 00 0 0 0 00 0 3 0O
cellular infiltration, lymphocyte 100 0 0 0 0 0 0 1 00
microgranuloma 5 0 0 3 00 4 0 0 3 00
hematopoiesis, extramedullary 1 00 0 0 0 0 0O 0 0O
URINARY SYSTEM
kidney ) (5) (5) (5) (5)
basophilic tubules 300 300 4 0 0 5 0 0
dilatation, tubules 0 0 0 1 00 0 0O 1 0 0
hyaline droplet 1 00 0 0 O 0 0O 2 00
mineralization 0 0 O 0 0 0 0 0 0 1 00
cellular infiltration, lymphocyte 0 00 0 0 0 1 00 2 00
REPRODUGTIVE SYSTEM
testis ( 5) (0) (0) (5)
degeneration 0 - - - - - - 1 00
epididymis ) (5) (o (0) ( 5)
microgranuloma c 0 - - - - - - 100

: slight 2: moderate 3: marked

1
{}: No. of animal!s examined microscepically at this site.

: Not applicable.
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Table 14. -continued Summary of histological findings ( 4 Weeks experiment ) Exp. No. 4200 (115-118)
Sex: Female
Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIC SYSTEM
thymus (5) (0 (o) (5)
Kuersteiner's duct/cyst i 00 - - - - - - 1 00
DIGESTIVE SYSTEM
liver (5 (5) ( 5) (5)
fatty change, peripheral 100 100 0 0 0 1 0 0
necrosis 0 0O 0 0 0 1 0 0 0 0 0
cellular infiltration, lymphocyte 2 00 0 0 0 0 0 0 1 0 0
microgranuloma 500 4 00 2 00 4 1 0
URINARY SYSTEM
kidney (5) (5) (5) (8)
basophilic tubules 100 0 00 0 0 0 300
cyst 0 0O 1 00 0 0 0 0 0 O
dilatation, tubules 000 1 00 2 00 1 0 0O
hyaline droplet 0 00 0 0O 0 0 0 1 00
mineralization 2 00 0 00 0 0 0 0 0 0
celiular infiltration, iymphocyte 1.0 0 0 0 0 1 00 1 00
fibrosis, scar 0 0O 100 1 00 0 0 O
REPRODUGTIVE SYSTEM
uterus (%) (0) (0 (5)
dilatation, lumen 1 00 - - - - - - 0 0 0
INTEGUMENTARY SYSTEM
subcutaneous tissue (0 (0) (0) (N
abscess - - - - - - - - - 1 00
2: moderate 3: marked

}: slight

: No. of animals examined microscopically at this site.

: Not applicable.
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Table 15. Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4200 (115-118)
Sex: Male
Dose level ( mg/kg ) 0 100
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 0 5 0
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (5) {0 (0)
cellular infiltration, lymphocyte - 000 - - - - - - -
fibrosis - 10 - - - - - - -
DIGESTIVE SYSTEM
liver (5) (0 (5)
fatty change, peripheral - 000 - - - - - 0 00 - - - -
mineralization - 000 - - - - - 0 00 - - - -
cellular infiltration -1 00 - - - - - 0 00 - - - -
cellular infiltration, lymphocyte - 100 - - - - - 0 00 - - - -
microgranuloma - 500 - - - - - 300 - - - -
hematopoiesis, extramedullary -1 00 - - - - - 000 - - - -
URINARY SYSTEM
kidney ( 5) (0 ( 5)
basophilic tubules -3 00 - - - - -3 00 - - - -
dilatation, tubules - 000 - - - - -1 00 - - - -
hyaline droplet -1 00 - - - - - 000 - - - -
mineralization - 0 0 0 - - - - - 000 - - - -
cellular infiltration, lymphocyte - 0 00 - - = = - 0 00 - - - -
REPRODUGTIVE SYSTEM
testis , (5) (0) (0
degeneration -0 00 - - - - - - - - - - - -
epididymis ( 5) (0 (0)
microgranuloma - 000 - - - - - - - - - - - -

T: tumor 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 in dosed and recovery experiments ( sacrificed ) Exp. No. 4200 (115-118)

Sex: Male
Dose level ( mg/kg ) 300 1000
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 0
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (0 ( 5) (0
celtular infiltration, tymphocyte - - - - - - - - - 100 - - - -
fibrosis - - - - - - - - - 000
DIGESTIVE SYSTEM
Hiver (5) ( 5) (0)
fatty change, peripheral - 100 - - - - - 000 - - - -
mineral ization -0 00 - - - - -1 0 ¢ - - = -
cellutar infiltration - 000 - - - - - 3 00 - - - -
cellular infiltration, {ymphocyte - 000 - - - - - 100 - - - -
microgranuloma -4 00 - - - - -3 00 - - - -
hematopoiesis, extramedullary - 000 - - - - - 0 00 - - - -
URINARY SYSTEM
kidney ( 5) ( 5) (0
basophilic tubules - 4 00 - - - - - 5 0 0 - - - -
dilatation, tubules -0 0 0 - - - - -1 00 - - - -
hyaline droplet - 000 - - - - -2 00 - - - -
mineralization -0 00 - - - - - 1.0 0 - - = -
cellutlar infiitration, iymphocyte -1 00 - - - - - 200 - - - -
REPRODUCTIVE SYSTEM
testis (0) ( 5) (0
degeneration - - - - - - - - -1 0 0 - - - =
epididymis {0) { 5) )
microgranuloma - - - - - - - - - 10 0 - - - -

T: tumor 1: slight 2: moderate 3: marked
{(J: No. of animals examined microscopically at this slte. -: Not applicabie.
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Table 15. ~continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4200 (115-118)
Sex: Female
Dose level ( mg/kg ) 0 100
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 0 5 0
Organ Findings T 1t 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
thymus (5) (0 (0)
Kuersteiner's duct/cyst - 100 - - - - - - - - - - - -
DIGESTIVE SYSTEM
liver { 5) {0 (5)
fatty change, peripheral - 100 - - - - -1 00 - - - -
necrosis - 000 - - - - - 000 - - - -
cellular infiltration, lymphocyte - 2 00 - - - - - 0 00 - - - -
microgranuloma - 500 - - - - -4 00 - - - -
URINARY SYSTEM
kidney (5) (0 (5
basophilic tubules -1t 00 - - - = - 0600 - - - -
cyst -0 00 - - - - -1 00 - - - -
dilatation, tubules - 000 - - - - - 100 - - - -
hyaline droplet - 00 0 - - - - - 000 - - - -
mineralization -2 00 - - - - - 000 - - - -
cellular infiltration, iymphocyte -1 00 - - - - - 000 - - - -
fibrosis, scar -0 00 - - - - - 1.0 0 - - - -
REPRODUGTIVE SYSTEM
uterus {5) (0 (0)
dilatation, lumen -1 00 - - - - So- - - - - -
INTEGUMENTARY SYSTEM
subcutaneous tissue (0 (0 (0)
abscess - - e - - - - - - - - - - - - -
T: tumor 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 in dosed and recovery experiments ( sacrificed ) Exp. No. 4200 (115-118)

Sex: Female
Dose level { mg/kg ) 300 1000
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 0
Organ Findings T 1 23 T 1 2 3 T 123 T 1 2 3
HEMATOPOIETIG SYSTEM
thymus , (0 {5) {0
Kuersteiner's duct/cyst - - - - - - - - - 100 - - - -
DIGESTIVE SYSTEM , . N
liver (5) (5) (o
fatty change, peripheral - 0 00 - - - - - 100 - - - -
necrosis - 100 - - - - - 000 - - - -
cellular infiltration, lymphocyte - 0 00 - - - - -1 0 0 - - - -
microgranuloma -2 00 - - - - -4 10 - - - -
URINARY SYSTEM
kidney (5) ( 5) { 0)
basophilic tubules - 000 - - - - -3 00 - - - -
cyst -0 00 - - - - -0 00 - - - -
dilatation, tubules -2 00 - - - - -1 00 - - - -
hyaline droplet - 000 - - - - - 100 - - - -
mineraiization - 000 - - - - - 000 - - - -
cellular infiltration, lymphocyte - 1T 00 - - - - -1 00 - - - -
fibrosis, scar - 1T 00 - - - - - 000 - - - -

REPRODUCTIVE SYSTEM
uterus { 0) (5) (0

dilatation, lumen - - - - - - - - 000 - - -
INTEGUMENTARY SYSTEM
subcutaneous tissue ( 0) (1) (0
abscess - - - - - - - - -1 00 - - - -
T: tumor 1: slight 2: moderate 3: marked

(): No. of animals examined microscopical ly at this site. -: Not applicable,
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