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K2V M) =2 7 OREHRSEWABLPICT 5720, Cij:CD (SD)
IGS %7 v M7z 28 HREIRUER S HEFBR T EHE L 7.
Ty MIIBEMES SET4HBRE, dBEEBLUBHERICIMES S
CoREREL T, ste0 Rz FEHRL.
WERME * I — v A A WIS ¥, 0, 100, 300 B X U 1000 mgkg * &
B1@E, 4 BRREZORS L, —BRREOHE, FEllE, BESHE,
MRFEARE, MRERERERE, MRAFRE, RRE, BEESNES
S URBERER T o7z, 2B, RIEHRIZ2EBE L, RS5HER T
R RIRE R L 7.
FORBIZRDEBY IZEHENS.
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RHEEREORE, KBYEHRS I CERTAHRETEL X USRI,
ER BRI N o T,

LEDHER YA 7)) =2 7 OFHIIMBVTIORSEICLAD
ENehrofl & oEEESIIMHESE b 1000 mgkg & FIRT S N7z
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K, 757 =NVERIET Hz0RAE

WYy LoEE

RELLTVIRETHYNELLL T WD, FFICHNZDIRICAL R
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11.1.
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11.3.
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11.3.2.

BB

ML 725 v b Crj:CDSD)IGS{SPFIRIZAARTF ¥ — VA ) N =4t
(MZNNBERT) 2 LFK 11 €5 A 12 BHiC 4 AR THERE 42 TT, 7 84
LA L.

B & AR UBBRIRIZIC 9 BHRBIML R, FREE 1145 B 21 HIC 5 BT
5% L7:. Biid o UHBEEICL > TBRIMLL, BEEMBEIC
S EHBRBELERT AL )IIHST L. REBYIRBETIRAICLDE
Y A A

BYOENMNBEESBIUHAFTT AR TS LHIBARNEET S -2
CEDVIZHEE S (Animal ID-No.) 2442 & ICX D EEEA L7,

5 G OKREIZHET 138~156g, MET 110~120g TH o7z,

BB X URHEEIREH
RERSREBICTBEEIN TV L2BWEO—2OTHL T v PHBIRLZ F
MW RT — 5 OREE, BAMLEWE T 25, RENRESY
ERLTEAL.

HEEH

BB IRE

BII NI T VAT LAD 124 FEEE (W42XD8IXH25m, 93.5m)
THE L, BEREOEEMEIZBE 23+3C (ERME : 223~232C), #
TR 55420% (FEHIME : 53~71%), MAMEEL 1 BRR 20 [, FBE 150
~300lux, 12B%R (G817 B a0, F% 7 8EIT) & L.
BRESHERFEHY — YA (REHAFFT) OKEREFHE (W6742XD
60.0XH1755 cm) *FEHL, TLAIHEHE:  KAFT VLV AWBAET Y —
T (W200XD282XH180cm, B — 7 - AR—=X 10152 cm®) |2H)
WA 1 LT OINELAR & KT BERHIER S 872,

HE - VI3EEE, afEzFE 1 R YRR .

B, BYOBLHE &0, xSBEY, F-IDEEEIIEEYRIT
Lt BN A RBEROE(LII 2 o7z,

By id A ) Lo VERTERRSH (FEREFPREX) B ORETHRR
B ENHAKES v b, <7 2f# (Modified NIH Open Formula Rat and
Mouse Ration) % S5 HARIA, BHIJIEM L. HH L 288 Oy
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DM %, 3 BIZ1EF) T VEEBTERSXSHSHEFEA BX
BEmaotitr ¥ — (EREEAX) ICEKBELER LU ER, $5EERT
A EwHR LN, FOER%Y [Reference data2) 1278 L7z,

#BIK

B I3EK T BEIMEK ./ ANV L D ERICERS S,
KEFEIETCAKERDODDHH 3 » B2 1 E#RAESH o704 —
F (BREEKT) TV, FREEATHEIE2HALL. ZORER
% [Reference data3] IZ/RL7-.

KEBREFOBRB X UHEREEH

HERBEDIB & FELIIR L7z,

HE130, 100, 300 3 X U° 1000 mg/kg & L, BEppdd 1 2R 5 T,
F7-, BMERERR & LT, xIBEBIURSHEH ICHES 5 U8, 60
MxfER L7,

= S HIRE TR | BRI T
| HEBRE BYE m@i) BT AR A STEA A
BYES 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 -
W 5 300 2201~ 2205 -
4 10 1000 2301~ 2305 2306~2310

HER (O—YF A 0V) OAEERST S,

(HERe®EH]

RERED-HO 2 BARREXSHHHE (FRHAEBR) % o0, 100, 300
B L1000 mg/kg D 4 FHETER LR, 1000 me/kg 3T ld i TR
DEM % R T B RO Sy, B BEMETCE 2 ro72. L
o T, 28 AERIERSHEHNBROBHE b T HERFHE 1000 mg/ke &
L, DTFAR#H I TRLUTHHEEY 300 mgke, BBEE% 100 mgkg & i%
FE L.
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FEERERER S X TS Hk

FEHERIT OECD A4 FI 4 ¥ [RIERGHEME] THRRAIN TV 204K
BOKS & Lz, B5ESIIMEE 100 gH720 05 mL & L, EEBEER
HE L REBILEOWTRSEZEE L, 1HIEBBV VY FEBWTE
PLZBRRIRE TR S L7, BB RO A % FHICRE L7,

5 HOTIR
ZHEMCFIEEZIFEL, 20, 60BLI U 20whBERB LS a -7
AW (FH T4 57 A7%REH, REHFRREEK, Lot No. VOA239) |
BEET. BWERYWEPERBEARPRICTNETHLI 00, HBYEHIT
D—VFANVFTRECTHLEEZLNL D, I5HORAEIT 1 BRI
1EE L, 1 BTG T LTHRERTE TERRE L.
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RSEARIE, MRS D IC28 B & L, WS HARIM T % 0 B X U 1000 mg/kg
BICDOWTIL 14 BRI OEREIR % 8% 7-.

5P OWERY B OB EES T

WERM B DL, DT BV TORENRIETH A, o—
FTANVHFOREBRHERB I UERSHTOEBRYEEBESTIIER L 2
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N _
REIZSEIICOWT, X5 FB» S EEFRT I TEE 1 BEE L.
BIEIIEFRIE (PM3000; X bI— - FL F#, A4 X)) 2HVWTHIE
L, FCERlL /-,
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BEEZREHWIIOWT, B8 1 MR LL-EEYETRE (PM3000)
»HAWTHlEL, ;L.

BEEE (g/week) B X UEHEHIE (%) B ¥a—-FTHEEBL/.

B R
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BE -7 IVCREMERBEL, BHASR-SRMD L.

MR FRE

YiktE# (EDTA-2K) A D IRME A > X3y 7B (FEALF T, KK
HALX) CMEE R L, 24 MEFREREE THMSH-1E (% 1 VA4,
KE) CTROEBEEZRE L.

AT hZY)y ME (HCT) RBC, MCV & ) EH
~NEFOVVE (HGB) ST UARNANETOV L
FRIEREL (RBC) i 15 BT AR

R IMIRE TR (MCV) RS AR BT ARE
FHARnEntFEE (MCH) HGB, RBC & W EH
MM EREE  (MCHC) HGB, HCT X h &1
AN (PLT) RS 1R BF IR i

=R (WBC) Ta—=H A RN =ik
FMERE 93 Ja—H%A4 kA F)—E

A ESRII EAOEZTRE LD, JEROBEY DM % BvTh)
WM BHRIERT/ERL, A4 -2y -FLAFEBLTREREL
A
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HARMER (Reticulocyte) REED - HIEEEHR] (EDTA-2K) FINMiE %
Za—=RAFLr7NV—-THEB%, MBEHRERLERLZ. 28, 0RF
BRETEMNERPED NG o770, ERIZITLLR o7,

I 1% e E REAR

MaREA] (3.13% 27 L BF P ) U LKEH) A D RME MK 2 HRE L
7%, 3000 rp.m. T 13 B RE-L0 B LU TR M REICAW 2. Mk
BHIEEE KC-40 (7 ANV F3, FA2) TTROBEE*AIEL:.

AT I N I g i3 (PT)
TEEALES PR R TS 2F VB (APTT)
TATN ) =T rE (Fibrinogen)
Mk & LFRE

RIME M Z L 72, 3000 rp.m. T 7 5RE D8 L THB-ME%
REICAV . SHBECFESHIMEEBRN 7170 (W ILIMER, X
FATFRER) BLUERERERE EAGR (WA 7 F7Fq4—, E
HERBETW) CTTFEDIEB R EE L.
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HERE R (Triglyceride) GK-GPO #E#t 7" *
T — LR
BalLAFa—n (T.cholesterol) AVAFO-NAFYE T -8
ESET %
REEHR -(BUN) % L7 —¥ GLDH %
2VTF (Creatinine) BEEE
WEJILE Y (T.bilirubin) INF U EEER LR
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TNWH)ERAT 78—
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y-7NWVEINVET Y
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L-y - V% I N30

ARSFF— K ¥ L ANA O EH E
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F R L (Sodium) A X ERINEBRE
H) Lt (Potassium) A F VRIREEE
e (Chloride) 1 & VBREE

*ENDIEE T EAO6R T, fiIEB X H L 7170 THIE L 72,

1244, [RBE

FREERRKDEB T THRR Ty — V2 HWVT 3 BER (Frl 10 B2 557% 1
BET) BIU24ERER (FaioB»0ZBF5 10 I T) 2L
7z,

IEEREFHAVTCROBEBE #BRE L. BRARITE L2 ALKIZOW
TRHRRBEORZRAV. NNV TF A A5 4927 ASG NA 1)L - =4
&R, RRHEPREX) A, ROMWEE CLINITEK 500 (/¥4 L)L
, XE) THIEL:.

pH (pH)

V& I {(Occult Blood)
7 bR (Ketone body)
HE (Glucose)

g (Protein)

SR I (Bilirubin)
A= R} IVl (Urobilinogen)

AR FHAVTROIER 2 E L. RIEER, REEBIFE UR-S (B
REHT 7T, REFIRER) THlE L.
R% 1500 rpm. TS5 DEELL, BREXRWTATVIUNA T —FHEIC &
LEgmERL, RLEICOWTERL:.

RE (Volume)

&5k (Color)

RULE (Specific gravity)
FRLE
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TRIRE IR SR TR B L UNIEARR TEROEEGH Wy = — 7
JVRRER L, INERIE S E L. @S TIREY DFE, FKIER L UERE
BILOWTEHREL. BRI N -ARNES (i, Xa&, BakLy)
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BREEBIIETRIFPEIO (A PF— - ML FHE, AA4R) AW TH,

Frig, BB, 0%, MobR, (O, BB, BE, BELABIUIIEIZOW
TRELS. BREEE/AEIL BHESR) 3%5 28 HF I1XEE 14
BOHEFREB L UVBREEE,LSER L. GENES KEX100). F77,
B (KB, /DN, 1B%2&t), B, T4, Bk EEER GETR, &
THR), HIKER, ERME, OB, BBR, BT GEARE, REXEET),

S, BPhE, REE, BhE, Mk, 3%, B, M MM TVEREEREL),
KBE, MEE, BE LA, HBE, B, PR, TE, B, B, KEmE
(HeEF0AR), V) U/NEy (TEREY) » /385, IBRIRY) “ o358, B (RBRE),
KEDAR, B, FLAR, FDOMMAREBIZE TEL RO O NIBRE B L UHRE
B0 %ED 10%PHBERL<) VHTEELZ. BEL, BEBI WV
FBEEEKIZT7 VB TRIBEZE L723, 10%PEEE SV~ VB TEEL
7.

TR AR EIIEE L-25E - B0 5 b, ISR TRICES L
EEMON (REXED) BIUHFELSUICHBREBIUESHERD
Kopg, (OB, BREE, B, 8%, B, B, KB, BE, BRELE FE,
PRE B L UE (KBRE) ICoWwTEBLZ. HMEROERIIkRRAESH
FHME I IEET GREREREET) (KB L, B, T/vT 7 4 VEIE,
BY®R, AN bMFD) Y GV VEREYHEL. BRIEIEFE ¥ —T -
EiEL, HEOBEBIUEEZ2EUERRIZOWV TG L. ’
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7 — ¥ FERB X USHETENT

RREBOET -y Y¥a—% - VAT LA HWTESEL, FEHEHR L
7z.

FRBEOKE, Htfs, SHRE, IEFEEEME, ksEERLTE,

MBEACFREE, REEMBE (REeEBLUCHRE), SEEERLIUBER
2/ FELIE, FTRIRLZBEHIZIAUCHE, R#IC Bartlent DE45
BRELTER L. B0 O% 41T Dunnett D% E HLERE "W Tt BBEE &
BRIFGHHOBEEEZ*RE L7, Barlett DEDEIRE CREIHDOBEE
I Steel DIRE VCHBEHLZRSHBOABEZIRE L. LiLEEE
DEBEKEIXSBLIU 1D BIBRECERL 7.

B, REPEEHRTROBYWES 1002 12817 2 S, MRERRE, o
WELE, RBLUREZBREOHERN S, BEROEBICEESH DK
EHEATIE R CEE R RIZT RS AR S o7z, HMERE, iFEk
F, JUNERRE, 74T - rE, REER, JVTF=0, BE
H, TV7IY, AG, RE, RIEE, LHEE, BRE=S, EREE,

LDIBANESE, BN EES L VR EE £ HEZ 0 5B L7,

Bartlett 5 EURE

BEEZL BFEEDY

Dunnett % E L ERE Steel DIRIE

7, AFFEB L UREFNBREREROIEE L Fisher DMEXRETEEZ AW
7z,
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3. RERKER

13.1.

13.2.

13.3.

13.4.

13.5.

Az

ATFE % Figare 1 12, £FEB X USELTZFE% Table 1 1R L7z,

5B & U@ﬁ,ﬁﬂ?ﬁﬁ 2L, HEVWTNOBEICORTHIIED ok

oz,

— OB DEIER

— W IREEDEREZIPT R % Table 2 3 X U Appendix 1 {Z7R L 7.
FE5HE B L UEERE TS, BT NORICLEEEZRTEWIIER

B Nuholz.

#HE

{RE % Figure 2, Table 3 33 & U Appendix 2 IZ7R L 7.

HTE, BEHMEEL, HEFLERYERSECERRDOLNE o

7z, EEEAIZ BT 1000 mgkg 3 THE 2 AR OKERIMEIRE S

nﬂiﬁ=@@13102L CEPBOONEVEBECENPZELTH D

Tl REBEICIBEDONLZVWEATHL I EH,E, BEMHLZE/LLE

W& 7.

MTII, ZREPEB LI UEERMZELC, SR B ERSHETEID

ROONLrolz.

=

HEEE % Figure 3, Table 4 3 & UF Appendix 3 1278 L7z,

HTHE, BB LI URERE AL, WER BB ERSHETER

RO LNz,

MTIE, ZSMEZEL, BB L HBRYRRSHETEEITO N Lo

7=, EEEIREICHB VT 1000 mekg B CHEHE 1 BOEEEE L FO1E 2 8

MOMBEEEPRMEZ/R LD, B2 BICENREDONZWI &, &5

BRI EROONEWERTH LI Eh 6, BREULE(LEHITI N,

L =

FFI = % Table 5 B & UF Appendix 4 1277 L 7.

HETIE, /M EL, MBE L ERYERERTEEIFED N Lo

71. EIEZIR 28T 1000 mgkg B TRIE 1 BOSRESHER L UR1E 2
FaﬁVD?i’Jﬁw»ﬂq—%MM‘a‘ ANL7H, R 2 BICESED NI &,

BREHEICEEDONLVWELTH A s, BROLEILE MBI &SN

7-.
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MTI, IWE5BEB L UORAE 28 L, R - BRI EIRSHETER
RO NG o7,

1M WFIRAT

MiRFRERE R % Table 6 B L U Appendix 5 1277 L7z,

AR # TR © T, 100 mg/kg B CHFPERE AR 2 /R L 7275,
REICFIT 2B TR d o7z, T, 300 mgkg 3 CO/NMIBD S
EEmE R LA, BEICHIET AL TIdedh o7,

D175 EARIAE T RE M & D xS IRBF E B E IR S B TEWERED b b o
7z.

I 7458 5] REAR 2R

I % & (B BEAR A HE SR % Table 7 3 & UF Appendix 6 1278 L 72,

HEHARIAR ThE D HETIE 1000 mgkg BT T U Mo v € UBRPSIER T
L7z, T2 100mgkg BT 0 ho ¥ VEMPEHEYRLALY, B4
FHEREOLVWEALTH o7z, T/, 300mgkgBHETT74 7)) =&
PEEERLLY, BERIET A28 Tidhd o7z,

175 ERRI#E T B DM & D IRRE L BRI B S HTEERD O N h o
7z.

I A LFRR AT

MK A LRI R % Table 8 B & UF Appendix 7 IZ/R L 72,

SRR TR (T 100 mgkg BETT VA VKA T 7 8 — ¥R SHES
AL, T 100 mgkg HETMEPSEL R LS, WTilb BEIldn
TAETIZ o7,

O BRI THF | M TId 1000 mgkg BFTAH Y v LAPMR{EZ R L, ALT 2F
BEEARLA, SNHIEWTN OISR TRICIED O o7
ZhTHHI Db, HERYWERS & ORBIIRE IR o7z, HTIE
1000 mg/kg BHETHR I VAT O — )b, FHEIER, B&RA, TV7IVBLIU
ANy LHMBAEARLAA, SNHRWTN ORGSR TR
LN Do/ FALTHLE I L h, WERMEIRSG & OEBIIRE SN,
iR AN

PRI

RIBEEIERF Table 9 B X U Appendix 8 1R L7z,

SRR TR S D, WEHIERYERSETEEZEOLNL
»olz.

MIERARTAR Ty MM E &, WRECHBRYERSHTERROONE
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o7z,

wEEE

23 EE="% Table 10 B X U Appendix 9 |Z/R L 72,

S AR TR I TIE, W L BB ERSETERIRDON Do
7. WETIE, 100 mg/kg BETIRESED FEZ R LY, BEIHET S
LTI b o7z,

OIS HA R T RS - T, 1000 mgkg B CREEIREZRL, T,
FFS S L OB EESEEL R LA, SRS RWTh ISR T
WD OEN Lo B TH LI s, BEYWERS & OREEIIRLE
SNhor.

wEER/KEN

REEE FENL (BHEE) % Table 11 B X U Appendix 10 1277 L 7.
TS AR TR | T, 100 megkg RN EESBET R L, M
T3, 100 mg/kg B CTHES & UVMBEMEEFSELZR LD, b
FWFNOBEEICHELEWELTSH o7z,

[EIEEARM T B T, 1000 mg/kg BHETRBAENEERREZRL, M
T3, 1000 mg/kg B CHIBMAXEEIRELR LM, Thbidwind
WREHAMRTEICIIZEDON 2oL THE Z L0 0, HEBYEIRS
EOREIIRE I N R o7z,

TR IR
LIARPT R % Table 12 3B & US Appendix 11 |2, ##EETR % Table 13~15 B &

UF Appendix 12, 13 {Z/R L7z,

G EIRER TR BIR T A I B L THEBRY E RS H IS RBE L
BRI b b o 7208, FOBEA/ KA 1000 mgkg B O |
BICERD O N7z, 20, BTTEAOER, BROBEL, BROEKX
B L UREOWIEILIRDS, MTIPEOERIFLD 5/,

MR E T BEEL B L THEBRYERGE TS CRBE LR AR
SNhhol. BOXTREFTIE, KEES 1 MRS, TN R
HE ORI, AR, BB L UTRELR S FIIBITEEOEELR B0
1L BE S 7z, % B, SRR R T ORER & /XI55 & 17 1000
mgkg HOEBMY TIRMEAICREDEZRLER LY 707 7 —U0%
KD b2, o</ 07 7— VHEERIO 1 B, #O 1000
mgkg BT 1HB LMD 100 mgkg BT 1 BHIEED LN, BFROH
BRLHRBEDLDTH o7z, F7:, HROMILEMLAED 100, 300
B LU 1000 mg/kg BFETE 141570, #ED 300 5 X U 1000 mg/kg FETEF 1
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FN1BIUIFNERD L NA, MTEHBEICS 1 SlLIcEBE s L.
F oM, Wik b ICEEORMEFIERL, WO L, BRHEERsL
BLONAFES O TIZE ORIBIBRSEBRE s . FoMICBE SN
P fED D, BERBEOELETH o,

DIEEARTA TR HIR T BRI B L THBRYERS B IS (BE LT
TREIED LN L o722, ROBRBI S,/ XKIHA 1000 mgkg FEDOM 1
BB b7z, Fofl, H#EE L ICBROBR/ILSBHE SN,

=
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14. E8BB I UEH
—MRREOERETIL, ML SEFTEIRDONT, LT Lo/,

KEB L UEESHNEDOESR, M s bEEBEYWEIRSOEEIZED LML
oz,

MRS EEREDORER, M TREBEDERSOREIRDoNLE o7,
HED 1000 mgkg B TRHLN-70 oY VU BHOERIL, dEEE
HELTEPZELTHY), HHEROBELY RRTAREDRDLNE
Mol P oERFNERIIZ VSR 2N

M, mMiEElbFB I CRIREORER, Hf s b RBRYHERS O8I
ROLNLod.

HEEBNEDORER, ML, EEEBLUHEHEEOVT LI DHER
MERSDHEBEIRDO O NP o7,

TRIEBZREDER, WESHBRTRICBV THERDEIRS O X 2 BEIR
A NBHEE, FRETR 2O B R LD ICHE W 2o /2.
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Table 1. Survival and mortality

Exp. No. 4204 (115-122)

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 5[5 0.0
300 5/5 5/5 5/5 5/5 0.0
1000 10/10 10/10 10/10 10/10 0.0
Female 0 10/10 10/10 10/10 10/10 0.0
100 5/5 5/5 5/5 5/5 0.0
300 5/5 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 contral group; *: P=0.05
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Table 1. -continued Survival and mortality Exp. No. 4204 {(115-122)
Sex Dose level Weeks of experiment Mortality
{mg/kg 4 5 6 (%)
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 5urvivin$ / Number per group.
erence from control group;

Significant dif

¥: P=0.05

k-

P=0.0?
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Table 2. Clinical observation Exp. No. 4204 (115-122)

Sex : Male

Findings of clinical
observation

Dose level Days of experiment Total

(mg/kg) 1 2 3 4 5 6 7 8 9 10 " 12 13 14 (1—14)

normal/number per group

0 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 10/10 10
100 55 55 55 55 55 5/5 5/5 55 55 55 5/5 5/5 5/5 5/5 5
300 5/5 55 55 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 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
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Table 2 —-continued Clinical observation Exp. No. 4204 (115-122)
Sex : Male
Findings of clinical Dose level Days of experiment Total
observation fme/ke 15 16 17 18 19 20 21 22 23 24 25 26 27 28 {15—28)
normal/number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 140

100 5% &5/ &/5 5/5 §/5 5/% 85 5/5 5/% %5 55 5/5 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

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




Table 2

Sex : Female

-continued

Clinical observation

Exp. No. 4204 (115-122)

Findings of clinical

observation

Dose level Days of experiment

(mg/ke) 1 2

Total

normal/number per group

100 5/5 5/5

3 4 5 b 7 8 9 10 1 12 13 14 {1—=14]
0 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10

55 5/5 55 55 55 55 5/ 55 &5/5 5/5 5§/5 5/5 5

5/5 5/5 5/5 55 55 5/5 5/5 55 5/5 5/5 5/5 5/5 5

300 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
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Table 2. -continued

Sex : Female

Clinical observation

An-pvo Center  (OBWSZ2) 10785

Page

4

Exp. No. 4204 (115-122)

Findings of clinical Dose !evel Days of experiment Total

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

normal/number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
100 55 /5 &5 §5 &5/ &5 &5 &5/5 5/5 &/ &5/5 &/5 5/% 5/5 5
300 55 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 10710 10/10 10/10 16/10 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10
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Table 2. —continued Clinical observation Exp. No. 4204 (115-122)

Sex : Male

Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 29 30 K] 32 33 34 35 36 37 38 39 40 41 42 (29—42)
normaf/number per group 0 55 5/5 5% 55 55 55 &5/5 5/5 5/5 &5 5/ 5/5 5/5 5/5 5

1000 55 5/5 55 55 5/5 5/5 5/5 5/5 5/5 55 5/5 5/5 5/5 5/5 5
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Table 2. —-continued Clinical observation Exp. No. 4204 (115-122)

Sex : Female

Findings of clinical Dose level Days of experiment Total

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

normal/number per group 0 55 5/5 5/5 &8/ 55 55 5/5 5/ 5/ 5/5 &5/5 5/5 §/5 &/§ 5
1000 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
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Table 3. Body weight Exp. No. 4204 (115-122)
(wit : g)
Sex Dose level Weeks of experiment
{mg/kg 0 1 2 3 4
Male 0 147+ 6 200 + 14 252 + 24 298 + 31 334 + 38
100 147+ 5 201 + 14 249 + 23 294 + 36 334 £+ 45
300 147+ 5 205 + 14 254 + 22 297 + 26 331 ¢ 36
1000 47+ 5 200+ 8 252 + 16 294 + 21 333 £ 24
Female 0 M4+ 3 148 £ 7 169 + 11 193 + 13 212 + 18
100 114+ 2 143+ 4 169+ 7 183+ 9 209 + 15
300 114 £ 3 147+ 6 169 £ 12 184 + 15 215 + 19
1000 4+ 3 147+ 5 169+ 7 192+ 11 213 + 12
g?g:ﬁigégi difference from control group; ¥: P<0.05 ¥#: P=0.01
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Table 3. -continued Body weight Exp. No. 4204 (115-122)
{ unit : g )
Sex Dase level Gain
(mg/kg) 0 — 4)
Male 0 187 + 33
100 187 + 41
300 184 + 32
1000 185 ¢ 23
Female 0 97 + 17
100 95 £ 17
300 101 + 17
1000 98 + 13
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. 4204 {115-122)
(unit : g )
Sex Dose level Weeks of experiment Gain
{mg/kg) 4 5 6 (4 — 6)
Male Y 335 + 44 369 + 51 392 + 51 57 + 11
1000 337 £ 20 357 £ 25 378 + 29 41 &+ 11+#
Female )] 218 ¢ 14 233+ 18 242 + 14 25+ 4
1000 210+ 14 224 + 15 236 £ 15 26+ 4
Mean £ 5.D.
Significant difference from contrcl group; *: P<0.05 ¥*: P<0.01
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Table 4. Food consumption Exp. No. 4204 (115-122)
(unit : g/week )
Sex Dose level Weeks of experiment _ Total
(mg/kg) 1 2 3 4 (0 — 4)
Male 0 143+ 9 153 £ 15 159 + 18 151 £ 16 606 + 56
100 143 £ 12 152 + 21 154 + 28 153 + 33 602 + 92
300 150 £ 10 153 £ 19 153 + 20 137 £ 21 593 + 64
1000 147 + 12 159 £ 15 156 + 14 153 + 14 615 £ 50
Female 0 121+ 9 115+ 9 117 + 10 118 + 17 470 £+ 42
100 118+ 6 113+ 8 115+ 10 114 + 17 461 + 35
300 112+ 8 107+ 5 113+ 6 111 %18 443 + 13
1000 117+ 6 112+ 8 114 £ N 116 £+ 11 459 + 26
Mean + S.D.
Significant difference from control group; ¥: P=0.05 **: P=0.01
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Table 4.

-continued Food consumption

Exp. No. 4204 (115-122)

{ unit : g/week )
Sex Dose level Weeks of experiment Total
ng/kg 4 5 6 (5 — 6)
Male 0 150 £ 21 165 + 27 172 £ 20 337+ 41
1000 156 + 16 173 £ 23 172 + 18 345 + 40
Female 0 124 £ 12 141+ 9 135+ 5 276 + 14
1000 112 £ 10 128 + 10% 131+ 7 259 + 13%
Mean + 5.D.
Significant difference from control group; ¥: P<0.05 ¥ P<0.00
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Table 5. Food efficiency Exp. No. 4204 (115-122)
{unit @ %)
Sex Dose level Weeks of experiment Mean

(mg/kg) 1 2 3 4 (0 — 4)

Male 4] 36.7 £ 4.1 33.6 + 4.7 29.0 + 3.4 23.9 &+ 5.4N 30.7 £ 2.8

100 37.4 £ 3.4 31.8x 3.3 28.4+5.7 26.5+ 1.9 30,9+ 2.5

300 37.9+ 4.9 32.3+ 2.7 28.3 £ 2.4 24.6 + 6.8 30.8 & 2.6

1000 35.9: 3.5 32.7 £ 4.3 26.8 + 4.7 25.0+ 2.7 30.1 £ 2.5

Female o 27.5+ 4.2 18.9 4.0 20.0 £ 3.2N 16.1 £ 5.5 20.7 £ 2.6

100 29.8+ 3.4 17.7 £ 2.9 201+ 1.4 14,2+ 5.3 20.6 £ 2.1

300 29.2 + 3.1 21.1 £ 6.7 21.6 £ 4.1 20.4 + 8.1 22.9 ¢ 4.2

1000 27.4 + 4.6 19.5 + 4.7 20.2 + 8.6 17.7 £ 4.2 21,41 2.0

3?3%353& difference from control group;  *: P<0.05  ##: P=<0.0l

N: Non parametric analysis
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Table 5. -continued Food efficiency Exp. No. 4204 (115-122)

{unit 1 %)
Sex Dose level Weeks of experiment Mean
{mg/kg) 4 5 6 (5 — 86)
Male 0 24.6 + 8.0 20.9 ¢+ 5.3N 13.5¢ 2.8 17.0+£ 2.3
1000 25.9 + 3.2 11.4 £ 1.7+ 12.1 + 2.9 11.7 £ 1.7%x
Female 0 19.4 ¢ 3.2 10.6 £ 3.2 7.3 3.0 3.0+ 1.7
1000 18.3 £ 4.3 1.3+ 3.5 8.7+ 1.2 10.0 + 1.4
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. MNo. 4204 (115-122)

Veek: 4

Sex Dgse level No. of HCT HGB RBC Mcv MCH MGHG

(mg/kg) animals (%) (g/dL) (x10°/ma?) (pnd) {pg) (%)

Male 0 5 45.1 + 1.8 15.1 + 0.5 7.52 £ 0.2} 60.0+ 1.3 20.1 + 0.5 33.5+ 0.8
100 5 45.0+ 0.7 15.0 £ 0.4 7.56 £ 0.19 59.6 £ 1.4 19.8 + 0.7 33.3x 0.4
300 5 45.7 + 1.8 15.2 + 0.4 7.45 + 0.42 61.4+ 1.2 20.4 + 0.7 33.2+ 0.6
1000 5 45.2 + 1.0 15.2 + 0.4 7.57 £ 0.35 59.9+ 2.2 20.1 + 0.6 33.6 £ 0.3

Female 0 5 45.2 x 1.7 15.2 + 0.7 7.73 £ 0.43 58.6 + 1.7 19.7 £ 0.3 33.7+ 0.6
100 5 44.5 + 1.3 14.9+ 0.4 7.61 + 0.26 58.5+ 1.6 19.6 £ 0.5 33.4+ 0.6
300 5 435+ 1.2 14.6 + 0.4 7.38 £ 0.26 58.9+ 1.0 19.8 + 0.2 33.5+ 0.3
1000 5 4.1 £ 1.1 14.91 0.3 7.46 £ 0.30 59.1+ 1.6 20.0 + 0.7 33.9+ 0.5

g?ggiﬁigégi difference from contro! group; ¥: P=0.05 #%: P=0.01
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Table 6. -continued Hematology Exp. No. 4204 (115-122)
Week: 4

Sex Dose level No. of PLY WBC Differential leukocyte counts (%)
{mg/kg) animals (x10%/m) (x10°/m?) NEUT LYMPH MONO EQSN BASO LUG

Nale 0 5 1173 £ 118 9.0+ 4.4 12+ 4 85+ 4 2+ 1 1+ 0 0+ O 1+ 1
100 5 1021 + 63 10.5¢+ 3.9 8+ 2¢ 891 2 1+ 0 11 0 0+ O 1+ 1
300 5 1140 + 164 0.6+ 3.0 9+ 2 881+ 3 2 1 1+ 0 0t 0 1+ 1
1000 5 1115 £ 134 1212 1.2 10+ 3 87+ 3 1+ 1 1+ 0 0 ¢ ot 1

Female 0 5 1088 + 83 5.0+ 1.4% 141 6 83z 7 1 1 1+ 0 0+ O 0x O
100 5 1116 + 59 6.4+ 1.9 11+ 3 85 4 1+ 1 1T+ 0 0+ O 0+ O
300 5 1266 + 70%* 5.2+ 2.6 11 3 87+ 4 1+ 0 1 1 0+ O 0 O
1000 5 1138 + 113 6.0+ 0.4 10+ 2 86+ 3 2+ 1 2+ 1 0 O 0+ O

uEUT: Ngu‘érophil LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Basophil LUG: Large unstained cells
ean + S.D.

Significant difference from contral group; ¥: P=0.05 . P<0.01
N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of HGT HGB RBG MGV MCH MCHG
(mg/kg) animals (%) (g/dL) (x10°/un®) () {pg) (%)
Maile 0 5 48.5 + 2.1 16.1+£ 0.6 8.69 + 0.44 55.8+ 1.2 18.6 £+ 0.5 333+ 0.4
1000 5 48.2 + 1.3 16.2 £ 0.5 8.59 + 0.42 56.2+ 1.7 18.9 1 0.5 33.6x 0.2
Female 1} 5 44.2 £ 0.8N 15.3 % 0.3 7.91 £ 0.18 55.8+ 0.8 19.3 0.3 345+ 0.2
1000 5 45.0 £ 2.5 15.5 £ 0.7 8.08 + 0.48 55.7+ 1.6 19.3 0.6 345+ 0.4
Mean = S.D,
Significant difference from controi group; ¥: pP<0.05 W pP=(0.(1

N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 4204 (115-122)
Week: 6

Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
{mg/kg) animals (x10% /nn3) {(x103/m?) NEUT LYMPH NONO EQSN BASO LuG
Male 0 5 1206 + 142 12.3+ 1.2 91 2 87+ 3 2+ 1 1+ 0 0+ O 1T+ 0
1000 5 1083 + 96 129+ 1.4 9+ 2 86+ 3 3+ 1 1+ 1 0+ © 1+ 0
Female 0 5 1180 + 169 7.2+ 2.5 9+ 3 86+ 3 2+ 1 2+ 1 0+ O 1+ 0
1000 5 1135 £ 114 6.2+ 1.4 10+ 2 86+ 3 2+ 1 2+ 1 0+ O 1+ 0

uEUT: Ngusrophil LYMPH: Lymphocyte  MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUG: Large unstained cells
ean + S.D.
Significant difference from control group; ¥: P<0.05 *¥*: P<0.01
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Table 7. Goagulation Exp. No. 4204 (115-122)
Week: 4
Sex Dose level No. of PT APTT Fibrinogen
{mg/kg) animals {sec.) {sec.) (mg/dL?
Male 0 5 14.3 £ 0.5 26.7 £+ 1.7 218 + 17
100 5 145+ 0.6 27.4 £ 0.9 217 £ 14
300 5 14.5% 0.3 27.6 £ 1.5 208 + 20
1000 5 15.2 & 1.1% 27.6 £ 1.1 215+ 10
Female 0 5 14.5+ 0.5 22.7+ 1.5 165 + 12
100 5 13.8 £ 0.2%+ 22.8 + 0.6 174 + 18
300 5 14.7 + 0.4 23.9+ 1.4 182 + 5%
1000 5 14.3+ 0.4 23.9+ 0.9 174+ 6
g?ggiiigégi difference from control group; ¥: P=0.05 ¥: P=0.01
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Table 7.

-continued GCoagulation

Week: 6
Sex Dose level No. of PT APTT Fibrinogen
{mg/kg) animals (sec.) (sec.) (mg/dL?
Male 0 5 15.0+ 0.6 26.9+ 1.7 220 £+ 10
1000 5 15.1 £ 0.6 27.7 £ 0.7 217 £+ 18
Female 0 5 14.8 £ 0.6 21.1 £ 1.5 179+ 8
1000 5 15.1 £ 0.5 21.1 £ 1.1 180 + 14
Mean &+ S§.D.
Significant difference from control group; ¥: P<0.05 ¥*: P<0.01

Exp. No. 4204 {115-122)
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Table 8. Biood chemistry Exp. No. 4204 (115-122)

Week: 4

Sex Dose level No. of Glucose T.cholesterol Triglyceride

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

Male 0 5 133 £ 14 491+ 6 34.0 + 15.3
100 5 126 + 15 4+ 6 30.5 £ 10.0
300 5 141 £ 15 45+ 5 30,6 + 4.4
1000 5 135 £ 10 55 ¢+ 11 31.7 £ 11.2

Femaie 0 5 117 + 14 50+ 9 11.3+ 5.0
100 5 142 + 19% 53+ 7 15.0+ 6.7
300 5 119 + 15 42+ 5 9.9+ 3.3
1000 5 124+ 9 59 + 10 12.9 + 2.1

g?ggiﬁigégi difference from contro! group; ¥ P=0.05 ¥x: P=0.01



Table 8. -continued Blood chemistry Exp. No. 4204 (115-122)

£2-1

Week: 4
Sex Dose level No. of BUN Creatinjne T.bilirubin T.protejn Albumin
mg/kg) animais (mg/dL) (mg/dL) (mg/dL) (g/dL) (9/dL)
Male 0 5 12.1 £ 3.0 0.21 £ 0.03 0.03 + 0.00 5.35+ 0.17 3.30 £ 0.06
100 5 11.41+ 1.3 0.20 + 0.02 0.03 + 0.01 5.27+ 0.1 3.29 £ 0.07
300 5 11.3+ 2.0 0.20 + 0.03 0.03 £ 0.00 5.20 £ 0.12 3.21 + 0.12
1000 5 9.4+ 1.1 0.19 ¢ 0.02 0.03 £+ 0.01 5.31x 0.1 3.30+ 0.10
Female 0 5 16.5+ 2.4 0.24 £+ 0.07 0.03 £ 0.0 5.56 + 0.12 3.53 £ 0.13
100 5 17.2+ 3.8 0.27 + 0.03 0.03 + 0.01 5.63 + 0.14 3.64 & 0.12
300 5 16.6 + 2.8 0.26 + 0.01 0.03 + 0.01 5.54 + 0.39 3.56 £ 0.22
1oo0 5 i6.2+ 3.2 0.24 + 0.03 0.04 £ 0.01 5.60 + 0.19 3.63+ 0.04
Mean + §.D.
Significant difference from control group: : P=0.05 ¥ P=0.01
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Table 8. -continued Blood chemistry Exp. No. 4204 (115-122)
Week: 4
Sex Dose level No. of A/G
{mg/kg) animals
Male 0 5 1.61 + 0.08
100 5 1.67 £ 0.15
300 5 1.62 + Q.11
1000 5 1.66 £ 0.16
Female 0 5 1.75 + 0.19
100 5 1.84 £ 0.15
300 5 1.81 + 0.08
1000 5 1.84 £ 0.14
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. 4204 (115-122)

Week: 4

Sex Dose level No. of Sodium Potassium Chloride Calcium 1. phosphorus
ng/kg animals {mmo!/L) (mmol/L) (mmol/L}) {mg/dL) {mg/dL)

Male 0 5 143.4 + 0.9 4.58 + 0.34 107.1 £ 2.2 9.57 £+ 0.36 7.91 + 0.66
100 5 144.2 ¢+ 1.3 4.45 + 0.50 106.3 + 3.3 9.60 + 0.22 8§.43 £ 1.02
300 5 1440+ 1.4 4.56 £ 0.25 107.7 £ 1.9 9.49 + 0.27 8.07 + 0.39
1000 5 143.4 £+ 0.8 4.37 £ 0.12 107.2 £ 0.6 9.59 + 0.12 7.68 + 0.33
Female 0 5 142.7+ 1.0 4.30 + 0.14 109.1 £ 1.5 9.74 £ 0.30 6.52 + 0.69
100 5 142.2 £ 1.4 4.04 + 0.30 107.8 + 2.1 9.87 + 0.36 6.70 + 0.80
300 5 142.9 + 0.7 4.17 + 0.51 108.5 £ 1.3 9.75 + 0.37 65.97 £ 0.45
1000 5 142.7 t/1.1 411+ 0.27 108.5 + 2.2 9.77 + 0.28 6.91 x 0.81

Mean + §.D.

Significant difference from control group; ¥; P<0.05 ¥ P=0.01
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Table 8. -continued Blood chemistry Exp. No. 4204 (115-122)
Week: 4
Sex Dose level No. of AST ALT ALP Ganma-GTP
{mg/kg) animals (u/L) {u/L) (/L) /s
Hale 0 5 73+ 12N 26+ 6 823 + 171 0.5+ 0.4
100 5 66 1 27+ 3 991 + 79% 0.3+ 0.1
300 5 65+ 4 23+ 4 805+ 95 0.3+ 0.2
1000 5 70 ¢ 26+ 2 774 + 81 0.2+ 0.1
Female 0 5 81+ 23 31+ 19N 431 + 106N 0.6 + 0.4
100 5 68+ 7 22+ 2 479 + 60 0.5+ 0.2
300 5 69 27+ 6 543 + 187 0.5+ 0.1
1000 5 70 223 3 407 £+ 43 0.6+ 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. 4204 (115-122)
Week: 6

Sex Dose level No. of Glucose T.cholesterol Triglyceride
{mg/kg) animals (mg/dL) {mg/dL) (mg/dL)
Kale 0 5 146 £ 12 54 £ 14 26.0+ 4.5
1000 5 136+ § 49 + 14 19.1 £ 10.5
Female (] 5 134+ 14 75+ 5 26.0+ 6.6
1000 5 126 + 9 57 + 8*# 18.4 + 6.3%
Mean + 5.D.

Significant difference from control group; #: P=0.05  #+: P=0.01
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Table 8. -gontinued Blood chemistry Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of BUN Creatinine T.bilirubin T.protein Albumip
mg/kg animais (mg/dL) (mg/dL) (mg/dL) (g/dL (g/dL)
Male 0 5 13.2+ 0.9 0.21 ¢ 0.02 0.04 £ 0.01 5.61 £ 0.28 3.31 £ 0.12
1000 5 13.5¢ 2.3 0.20 + 0.03 0.04 £ 0.01 5.50 £ 0.13 3.32 + 0.16
Female 0 14.3+ 1.8 0.26 £+ 0.02 0.05 + 0.02 6.00 £ 0.29 3.74 £ 0.16
1000 14.8+ 2.0 0.27 + 0.02 0.05 + 0.02 5.63 + 0.20% 3.46 = 0.18%
Mean + S5.D.
Significant difference from control! group; ¥ P=0.05 ¥ P<0.01
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Table 8. -continued Blood chemistry

Week: 6
Sex Dose level No. of A/G
(mg/kg) animals
Male 0 5 1.45 £ 0.12
1000 5 1.53 £ 0.15
Female 0 5 1.66 £ 0.14
1000 5 1.60 £+ 0.14
Mean + S.D.

Significant difference from

control group;

. P=0.05

¥+ P=0.01-

Exp. No. 4204 (115-122)
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Table 8. -continued Blood chemistry Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of Sodium Potassium GChloride Calcium 1.phosphorus
(mg/kg) animals (mmo1/L) {mmol/L) (mmol/L) {mg/dL) (mg/dL}
Male 0 5 141.6 £ 0.6 4.92 £ 0.29 106.0 + 1.0 9.77 + 0.3 7.47 + 0.54
1000 5 142.2 £ 0.8 4.59 + 0.16* 106.9 + 1.2 9.59+ 0.1 7.41 £ 0.26
Female 0 5 142.0£ 1.0 4.80 £ 0.47 107.8 £ 0.7 9.68 + 0.19 5.84 £ 1.11N
1000 5 143.0 ¢ 1.3 4.87 + 0.21 108.9 + 1.3 9.38+ 0.19¢% 6.02 £ 0.24
Mean + §.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. 4204 {115-122)
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 71+ 6 24+ 4 561 + 132 0.4 £ 0.1
1000 5 76+ 7 30+ 4% 563 + 121 0.3+ 0.1
Female 0 5 78+ 12~ 23+ 5 292 + 65 0.5+ 0.1
1000 5 74+ 6 26+ 6 328 £+ 37 0.7+ 0.3
Mean + S.D.

Significant difference from control group; *¥; P<0.05 ¥*; P=<0.01
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Table 9. Urinalysis Exp. No. 4204 (115-122)
Week: 4
Sex Dose level No. of Volume Specific gravity
(mg/kg) animals (mL)

Male 0 4 13+ 5 1.057 + 0.013

100 5 14+ 5 1.052 + 0.010

300 5 1M+ 5 1.066 + 0.027

1600 5 13+ 4 1.064 + 0.012
Female 0 5 14+ 7 1.045 ¢ 0.018

100 5 12+ 5 1.054 + 0.016

300 5 12+ 6 1.048 + 0.014

1000 5 16 7 1.041 £ 0.013

g?gzi#igégi difference from control group; ¥: P=0.05 ¥*: P<0.07
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Table 9. -continued Urinalysis

Exp. No. 4204 (115-122)

Week: 4
Sex Dose level No. of Golor pH Occult Blood
(mg/kg) animals 23 4567 89%10MN 55566.57 7.58 8.5 =9 Y S P T
Male 0 5 3 2 1 4 3 2
100 5 3 2 5 4
300 5 4 1 1 4 3 11
1000 5 5 1 4 5
Femaie 0 5 5 1 1 3 3 2
100 5 5 4 1 5
300 5 4 1 13 1 4 1
1000 5 4 1 2 1 2 4 1
Color : 1= Colorless, 2= Sll?ht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-biack 9= Milky white, 10= Fluorescent green, 11= Blue.
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Table 9. -continued Urinalysis Exp. No. 4204 (115-122)
Week: 4
Sex Dose level No. of Ketones Glucose /dL) Proteln(m /dL)
(mg/kg) animals - +/- 1+ 2+ 3+ 4+ ? 0.25 0.5 =1.0 go 100 =300
Male 0 5 1 4 5 4 1
100 5 5 3 2 3 2
300 5 1 4 5 2 3
1000 5 4 1 5 2 3
Female 0 5 1 4 4 1 1 2 1 1
100 5 2 3 5 3 2
300 5 5 5 2 2 1
1000 5 2 2 1 4 1 1 1T 2 1
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Table 9.
Week: 4

~continued Urinalysis

Exp. No. 4204 (115-122)

Sex Dose level
(mg/kg

No. of
animals

Bitirubin
1+

24

3+

Urobilinoge
0.11.0 g.

n(E.U.
04.0

/
8

dL)
.0 =12

Male 0
' 100

300

1000

tn o1

]
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w &

Female 0
100
300
1000
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4204 (115-122)
Week: 4
Sex Dose ievel No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals -1+ 247 3+ - 1+ 2+ 3+ - T+ 2+ 3% -+ -4 - + - %
Male 0 5 5 4 1 5 5 5 5 1 4
100 5 5 5 5 5 5 4 i 5
300 5 5 5 5 5 5 5 1 4
1000 5 5 5 5 5 5 5 5
Female 0 5 5 5 5 5 5 5 1 4
100 5 5 5 5 5 5 5 5
300 5 5 5 5 5 5 4 1 1 4
1000 5 5 5 5 5 5 5 5

others : Crystals
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Table 9. -continued Urinalysis Exp. No. 4204 {115-122)
Week: 6
Sex Dose level No. of Valume Specific gravity
{mg/kg) animals {mL)

Male 0 5 19+ 5 1.050 + 0.009

1000 5 21+ 3 1.041 £ 0.021
Female 0 5 16+ 7 1.056 + 0.018

1000 5 20t 8 1.043 + 0.015

Mean + S.D.

Significant difference from control group,

¥

: P=0.05 **: P=0.01
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Table 9. -continued Urinalysis Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of Color pH Occult Blood
{mg/kg) animals 123 4567 8 9101 5556657 7.588.5 =9 - #/- 1+ 2+ 3

Male 0 5 5 1 4 3 1 1

1000 5 5 5 2 3
Female 0 5 5 5 4 1

1000 5 5 1 4 4 1

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

Cofor : 1= Golorless, 2= Slight yellow, 3=
?ky white,  10= Fluorescent green, 11= Blue.

8= Brown-black 9= Mij
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Table 9. -continued Urinalysis Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of Ketones Glucose(?/d Protem(mg/dL
{mg/kg) animals - #/- 1+ 2+ 3+ 44 0.25 0.5 =1.0 0 100 =300

Hale 0 5 1 4 1 4

1000 5 1 2 2 5 12 1 1
Female 0 5 1 4 5 1 39

1000 5 5 5 1 3 1
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Tabte 9. -continued Urinalysis Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
(mg/kg) animals - 1+ 2+ 3+ 0.11.02.04.0 8.0 =12

Male 0 5 5 5

1000 5 3 2 4 1
Female 0 5 3 1 1 2 3

1000 5 5 4 1




LY-1

Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4204 {115-122)
Week: 6 '
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
{mg/xg) animals =1+ 24 3+ - 1+ 24 3+ -1+ 2+ 3+ -+ - % - + - %

Male 0 5 5 5 5 2

1000 5 5 5 5 5
Female 0 5 5 5 5 5 5 5

1000 5 5 5 5 2 3

others : Crystals
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Table 10. Organ weight Exp. No. 4204 (115-122)
Week: 4
Sex Dose level No. of Body weight Braip Heart Liver Kidneys
{mg/kg) animals (g) (g) (g) (g) (Q¥
Male 0 5 333 + 36 2.06 + 0.07 1.05+ 0.15 9.49 + 1.51 2.52+ 0.29
100 5 334 + 45 2.04+ 0.08 1.06 + 0.13 9.40 £ 1.48 2.53+ 0.23
300 5 331 £ 36 1.98 + 0.05 1.06 + 0.06 9.61 x 1.08 2,58+ 0.32
1000 5 328 + 29 2.03¢+ 0.13 0.99 + 0.10 9.35+ 0.98 2.62+ 0.18
Female 0 5 206 + 21 1.93+ 0.08 0.68 + 0.07 5.84 + 0.81 1.61 + 0.14
100 5 209 £ 15 1,91 + 0.03 0.73 + 0.08 6.44 + 0.63 1.72 £+ 0.19
300 5 215 £ 19 1.93 + 0.08 0.70 + 0.04 6.19+ 0.72 1.69 + 0.11
1000 5 215+ 9 1.90 £+ 0.04 0.74 + 0.03 6.36 + 0.47 1.74 £+ 0.16
Mean + S.D.
Significant difference from control group; ¥: P=<0.05 **: P<0.01



Table 10. -continued Organ weight Exp. No. 4204 (115-122)
Week: 4

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
{mg/kg) animals (g) mg (g) (mg) {mg)
Male 0 5 0.65+ 0.18 59+ 13N 2.91+ 0.24 392 + 38N
100 5 0.55 ¢+ 0.09 53+ 8 2.90+ 0.26 580 + 192
300 5 0.60 £ 0.14 53+ 5 2.94 + 0.17 472 + 77
1000 5 0.63 0.09 51+ 2 3.15+ 0.14 520 + 116
Female 0 5 0.38+ 0.1 65+ 10 75+ 17 378 £+ 57
100 5 0.43+ 0.04 69+ 4 90+ 13 461 + 54+
300 5 0.42+ 0.04 67t 6 83+ N 395 + 62
1000 5 0.42+ 0.03 64t 6 77+ 9 434 + 41
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. 4204 {115-122)
Week: 4
Sex Dose level No. Epididymjdes
{mg/kg) animals (mg)
Male 0 5 698 + 65
100 5 677 + 85
300 5 656 + 59
1000 5 684 + 52
Female 0 5
100 5
300 5
1000 5
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. 4204 (115-122)
Week: 6
Sex Pose level No. of Body wejght Brain Heart Liver Kidneys
(mg/kg animals (g) (g (g) (g) (93,
Hale 0 5 392 £ 51 2.13+ 0.03 1.19 ¢+ 0.12 10.46 £ 1.72 2.83+ 0.32
1000 5 378 £ 29 2.08 + 0.04% 1.15¢ 0.07 10.10 £ 1.00 2.82+ 0.14
Female 0 5 242 + 14 1.95+ 0,07 0.80 £ 0.07 6.77 + 0.38 1.93+ 0.16
1000 5 236 £ 15 1.99+ 0.09 0.80+ 0.09 5.97 £ 0.28%% 1.76 &+ 0.11*
Hean + S.D.
Significant difference from control group; ¥: P=0.05 t¥: P=0.01
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Table 10. ~continued Organ weight Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals {g) {mg) (q) (mg) {mg)
Male 0 5 0.64 £+ 0.09 55+ 6N 3.01 £ 0.17 460 £ 102
1000 5 0.68 + 0.06 62+ 18 3.0+ 0.41 372 + 40
Female 0 5 0.43 £+ 0.10 66+ 9 82 9 409 + 79
1000 5 0.44 + 0.04 62+ 5 78+ 11 362 + 77
Mean + §.D.
Significant difference from control group; ¥: P<0.05 ¥ P=0.01

N: Non parametric analysis
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Table 10. -continued Qrgan weight
Week: 6

Exp. No. 4204 (115-122)

Sex Dose level No. of Epidi%ym;des
ng

{mg/kg) animals
Male g 5 907 £+ 42
1000 5 888 + 97
Female 0
1000 5
Mean + S.D.

Significant difference from control group;

*: P=0.05

*%; P=0.01
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Table 11. Organ weight per body weight Exp. No. 4204 (115-122)
Week: 4
Sex Dose level of Body wejght Brai Heart Liver Kidneys
(mg/kg) animals {g) (% (%) (% (%Y
Male 0 5 333 £ 36 0.622 + 0.068 0.312 + 0.015 2.835 + 0.158 0.751 £ 0.045
100 5 334 + 45 0.619 £ 0.069 0.318 + 0.007 2.805 £ 0.127 0.764 £ 0.069
300 5 331 £ 36 0.604 + 0.060 0.323 £ 0.023 2.899 + 0.139 0.780 £ 0.064
1000 5 328 £+ 29 0.623 + 0.052 0.300 + 0.00%9 2.845 + 0.079 0.801 + 0.047
Female 0 5 206 + 21 0.943 + 0.074 0.331 + 0.015 2.837 + 0.208 0.785 £ 0.031
100 S 209 £ 15 0.918 + 0.065 0.350 £ 0.025 3.073 £ 0.082¢ 0.822 + 0.065
300 5 215 + 19 0.901 + 0.095 0.325 + 0.013 2.868 £ 0.131 0.785 + 0.025
1000 5 215+ 9§ 0.886 + 0.044 0.345 + 0.013 2.952 £ 0,105 0.808 + 0.059
Mean £ 3.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. 4204 (115-122)

Week: 4
Sex Dose level No. of Spleen Adrenals Testes Gvaries Thymus
(mg/kg) animals (%) (%) (%) (%) (%)
Hale 0 5 0.190 + 0.030N 0.018 + 0.002 0.874 £ 0.040 0.119 + 0.018
100 5 0.164 + 0.010 0.016 £ 0.001 0.879 + 0.128 0.171 £ 0.042¢
300 5 0.182 + 0.036 0.016 £ 0.001 0.893 £ 0.089 0.143 £ 0.018
1000 5 0.190 + 0.011 0.016 £ 0.002 0.965 + 0.096 0.158 + 0.030
Female 0 5 0.185 + 0.037 0.032 + 0.005 0.036 + 0.006 0.185 ¢+ 0.031
100 5 0.206 + 0.029 0.033 ¢+ 0.002 0.043 + 0.007 0.220 + 0.018*
300 5 0.195 + 0.020 0.031 ¢+ 0.004 0.039 £ 0.006 0.183 + 0.020
1000 5 0.196 £ 0.018 0.030 + 0.004 0.036 + 0.005 0.202 + 0.017
Mean £ S.D.
Significant difference from control group; : P=0.05 ¥*: P=0.01

N: Non parametric analysis
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Table 1. -continued dOrgan weight per body weight Exp. No. 4204 {115-122)
Week: 4
Sex Dose level No. of Epididymides
(mg/kg) animals (%)
Male 0 5 0.210 + 0.006N
100 5 0.207 £ 0.044
300 5 0.199 + 0.016
1000 5 0.210 + 0.030
Female 0 5
100 5
300 5
1000 5
Mean + S.D.
Significant difference from contro! group; *: P=0.05 ¥¥: P<0.01

N: Non parametric analysis
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Table 11. -continued Organ weight per body weight Exp. No. 4204 {115-122)
Week: 6
Sex Dose level Body weight Brain Heart Liver Kidneys
{mg/kg) (g) (%) (%) (%) ki
Malie 392 & 51 0.550 + 0.069 0.304 + 0.009 2.659 £ 0.106 0.723 + 0.049
1000 378 + 29 0.553 + 0.046 0.304 + 0.010 2.671 + 0.132 0.743 £ 0.059
Female 242 + 14 0.805 + 0.047 0.331 + 0.028 2.796 + 0.105 0.797 £ 0.082
1000 236 £ 15 0.844 £ 0.026 0.337 £ 0.025 2.535 + 0.144%* 0.748 = 0.071
Mean £ S.D.

Significant difference from

controil group;

*

1 P=0.05 . P=0.01
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Table 11. -continued Organ weight per body weight Exp. No. 4204 (115-122)
Week: 6
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) (%) (%) (%) (%)

Male 0 5 0.163 £ 0.0 0.014 1+ 0.002 0.780 + 0.132 0.118 £ 0.024

1000 5 0.180 + 0.017% 0.016 + 0.005 0.808 + 0.110 0.099 + 0.013
Female o 5 0.179 £ 0.035 0.027 + 0.004 0.034 + 0.005 0.169 + 0.032

1000 5 0.188 £ 0.013 0.026 £ 0.002 0.034 £ 0.006 0.152 £ 0.026

Mean + S.D.

Significant difference from

control group;

¥

P=0.05 *#: P=0.01



Table 11. ~continued Organ weight per body weight

Exp. No. 4204 (115-122)

Week: 6
Sex Dose level No. of Epidid%mides
{mg/kg) animals (%)

Male 0 5 0.234 + 0.034
1000 5 0.235 + 0.020

Female 0 5
1000 5

Mean + S.D.

Significant difference from control group;

*

: P=0.05

*¥:

P=0.01
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Table 12. Summary of gross findings with statistical analysis ( 4 Weeks experiment ) Exp. No. 4204 (115-122)
Male animals Female animals

Dose level ( ma/kg ) Am Bm Cm Dm Af Bf Cf Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ______ Findings

RESPIRATORY SYSTEM

lung green patch/zone 0 0 0 1 0 0 0 0
URINARY SYSTEW

kidney entarged 1 0 0 0 0 0 0

scarred 1 1 0 0 0 0 0 0

ureter dilated lumen 1 0 0 0 0 0 0
REPRODUGTIVE SYSTEM

ovary cyst - - - - 0 1 4] v}

ENDOCRINE SYSTEM
pituitary gland

cyst 0 0 1 0 0 0 0 0
Am: 0 Bm: 100 Gm: 300 Dm: 1000
Af: 0 Bf: 100 Cf: 300 Df: 1000

Significant difference from control group; * : P = 0.05 ¥ . p = 0.01
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Tabie 12. -continued Summary of gross findings with statistical analysis ( 6 Weeks experiment ) Exp. No. 4204 (115-122)

Male animals Female animals

Dose level { mg/kg ) Am Bm Cm Dm Af Bf Df
No. of animals necropsied 5 0 0 5 5 0 5
Organ __ Findings
RESPIRATORY SYSTEM

lung green patch/zone 0 - - 0 0 - 1
URINARY SYSTEM

kidney scarred 1 - - 0 1 - 0
Am: 0 Bm: 100 Cm: 300 Dm: 1000
Af: O Bf: 100 Ccf: 300 Df: 1000
Significant difference from controf group; % : P = 0.05 * P =< 0.01
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Table 13. Summary of histological findings with statistical analysis Exp. No. 4204 (115-122)
4 Weeks experiment )

Male animals . Female animals
Dose level { mg/kg ) Am Bm Cm Dm Af Bf cf Df
No. of animais necropsied 5 5 5 5 5 5 5 5
Organ Findings
R%SPIRATORY SYSTEM
ung
accumulation of foamy cells 0 0 1 0 0 0 0 0
accumulation of macrophage 0 0 0 2 0 1 0 Y
cellular infiltration 0 0 0 0 0 ] 0 0
osseous metaplasia 0 0 0 0 0 0 1 i
DIGESTIVE SYSTEM
stomach
edema 1 - - 0 1 - - 0
dilated gland i - - 2 2 - - 2
large intestine
. hyperplasia, lymphoid tissue 0 - - 0 0 - 1
iver
fatty change 2 3 0 2 1 0 3 2
fatty change, peripheral 1 1 3 1 4 3 1 3
cellular infiltration, lymphocyte 2 0 0 0 0 0 0 0
microgranuloma 1 2 2 2 2 3 4 3
hematopoiesis, extramedullary 0 1 1 1 1 0 1 3
URINARY SYSTEM
kidney
basophilic tubules 4 - - 3 3 - - 3
cast, hyaline 0 - - 1 0 - - 0
dilatation, tubules 2 - - 0 0 - - 1
hydronephrosis 1 - - 0 0 - - 0
necrosis, tubular epithelium 1 - - 0 Q - - 0
cellular infiltration, lymphocyte 0 - - 2 0 - - o
inflammation 1 - - 0 0 - - 0
transitional cell hyperplasia 1 - - 0 0 - - ¢
REPRODUCTIVE SYSTEM
uterus
=epidermal cyst - - - - 0 - - 1
Am: O Bm: 100 Cm: 300 Dm: 1000
Af: O Bf: 100 Gf: 300 Df: 1000

Significant difference from control group; % : P = 0.05 ¥ P S 0.0!
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Table 14, Summary of histolegical findings ( 4 Weeks experiment ) Exp. No. 4204 (115-122)
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 12 3 12 3 1 2 3
RESPIRATORY SYSTEM
lung (5 (5) (%) (5
accumulation of foamy cells 0 0 0 0 0 0 1 00 0 0 0
accumulation of macrophage 0 00 0 0O 0 0 0 1T 1 0
DIGESTIVE SYSTEM
stomach , (5) (0) (0 (5)
edema 1 00 - - - - - - 0 0O
dilated gland 100 - - - - - 2 00
liver (5) (5) ( 5) (5)
fatty change 2 00 3 00 000 2 0 0
fatty change, peripheral 01 0 100 300 100
ceilular infiltration, lymphocyte 2 00 0 0O 0 0 O 0 0 0
microgranuloma 1 00 2 00 2 00 2 0 0
hematopoiests, extramedullary 0 00 100 10 0 i 00
URINARY SYSTEM
kidney . { 5) ( 0) (0) (5
basophilic tubules 310 ~ - = - - - 300
cast, hyaline 0 00 - - = - - - 1 00
dilatation, tubules 110 -~ - - - - - 0 0 0
hydronephresis 010 - - - - - - 0 00
necrosis, tubular epithelium 010 - - - - - - 0 0 0
celfular infiltration, lymphocyte 0 0O -~ - - - - - 2 00
inflammation 0 1 0 - - - - - - 0 0 ¢
transitional cell hyperplasia 1 ¢ 0 - - - - - - 0 0O
1: stight 2: moderate 3: marked

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

: Not applicable.
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Table 14. -gontinued Summary of histological findings ( 4 Weeks experiment ) Exp. No. 4204 (115-122)

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
RESPIRATORY SYSTEM
lung (5 ( 5) (5) ( 5)
accumulation af macrophage 0 00 100 0 00 0 0 O
cellular infiltration 0 00 100 0 0 O 0 00
osseous metaplasia 0 00 0 0 0 c o 1 0 0
DIGESTIVE SYSTEM
stomach (5) (0) (0) ( 5)
edema 100 - - - - - - 0 00
dilated gland 2 00 -~ - = - - - 2 00
large in’cestineh lacia. lvmohoid ti ( 5) 0 0 o (0) (0) (9 1o g
yperplasia, lymphoi ssue - - = - - -
liver ( 5) (5) (5) {8
fatty change 1 00 0 0O 300 2 00
fatty chan?e, peripheral 4 0 0 J oo 10 0 3 ¢ 0
microgranuloma 2 00 3 00 4 0 0 3 00
hematopoiesis, extramedullary 10 0 0 0O 1T 0 0 300
URINARY SYSTEM
kidney { 5) ( 0} (0) (5)
basophilic tubules 3 00 - - - - - - 300
dilatation, tubules 0 00 - 010
1. slight 2: moderate 3: marked
{): 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. 4204 (115-122)

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 animafs necropsied 5 5 5 0
No. of animals examined histologicaily 5 0 5 0
Organ Findings T 123 T 1 2 3 T 1 2 3 T 1 2 3
RESPIRATORY SYSTEM
lung ) (5 (0 ( 5)
accumulation of foamy cells - 000 - - - - 000 - -
accumulation of macrophage - 0 0 - - 0 00 - ~
DIGESTIVE SYSTEM
stomach ( 5) {0 {0
S st SR it
ate an - - - - - - - - - - - -
fiver : ( 5) (0) (s)
fatty change -2 00 - - - - -3 00 - - - -
fatty change, peripheral -0 1t o0 - - - - -1 00 - - - -
ceilular infiltration, lymphocyte -2 00 - - - - - 000 - - - -
microgranuloma -1 00 - - - - - 2 0 0 - - - -
hematopoiesis, extramedullary - 0 00 - - = - - 100 - - - -
URINARY SYSTEM
kidney _ ( 5) (0) (0
basophilic tubules - 310 - - - - - - - - - - - -
cast, hyaline -0 00 - - - = . - - - - - - -
dilatation, tubules -1 10 - - - = - - - - - - - -
hydronephrosis -0 10 - - - - - - - - - - - -
necrosis, tubular epithelium - 010 - - - - - - - - - - - -
cellular infiltration, |lymphocyte - 000 - - - - - - - - - - - -
inflammation - 010 - - - - - - - - - - - -
transitional cell hyperplasia - 100 - - - - - - - - - - -

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. 4204 (115-122)
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

No. of animals examined histologically 5 0 5 0
Organ Findings T 1 23 T 1 2 3 T 1 2 3 T 1 2 3

RESPIRATORY SYSTEM

lung (5 (5) (0)
accumuiation of foamy cells - - - - -
accumulation of macrophage -

DIGESTIVE SYSTEM
stomach
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liver
fatty change
fatty change, peripheral
cellular Infiltration, lymphocyte
microgranuloma
hematopoiesis, extramedullary
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URINARY SYSTEM
kidney
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basophilic tubules

cast, hyaline

ditatation, tubules
hydronephrosis

necrosis, tubular epithelium
cellular infiltration, lymphocyte
inflammation

transitional cell hyperplasia
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T: tumor 1: stight 2: moderate  3: marked
{): No. of animals examined microscopically at this site. ~: Not applicable.



Table 15.  -continued Summary of histological findings in dosed and recovery experiments { sacrificed ) Exp. No. 4204 (115-122)
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 1 2 3 T 1 2 3 T 12 3 T 1 2 3
RESPIRATORY SYSTEM
lung (5) (0 (5)
accunulaticn of macrophage - 000 - - - - -1 00 - - -
celtular infiltration - 000 - - - - -1 00 - - - -
osseous metaplasia - 000 - - - 000 - - -
DIGESTIVE SYSTEM
stomach (5 (0 (0)
edema =100 - - - - - - - -
ditated gland - 200 - - - - - = - - - - -
large intestineh : Ivmohold ( 5) 6 0 0 { 0) {0)
. yperplasia, lymphoid tissue - - - - - - - - - -
liver (5) {0 (5
fatty change -1 00 - - - - - 0 00O - - - -
fatty change, peripheral - 4 00 - -~ - - - 300 - - - -
microgranuloma -2 00 - - - - - 3 00 - - - -
hematopoiesis, extramedul|ary - 100 - - - - -0 0 0 - - - -
URINARY SYSTEM
kidney _ (5) (0) ( 0)
basophilic tubules - 300 - - - - - - - - - -
dilatation, tubules - 000 - - - - - = - - - =
REPRODUCTIVE SYSTEM
uterus ) (5) {0 ( 0)
=epidermal cyst 0 - - - - - - - - - - - - - - -
T: tumor 1: slight 2: moderate 3: marked

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

-: Not applicable.
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Tahle 15. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4204 (115-122)
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 2 3 T 123 T 1 2 3 T 1V 2 3
RESPIRATORY SYSTEM
lung (5 ( 5) ( 0}
accumulation of macrophage - 000 - - - - - 000 - - -
cellular infiltration - 000 - - - - - 00 0 - - - -
osseous metapiasia -1 00 - - - - - 100 - - -
DIGESTIVE SYSTEM
stomach ( 0) (9 {0)
edema - - - - - - - 000 -
dilated gland - - - - - - - -2 00 -
large intestine (0 (5) (0)
hyperplasia, lymphoid tissue .- - - - - - - - - 1.0 0 - - -
fiver ( 5) (9 (0
fatty change - 300 - - - - - 2 00 - - - -
fatty change, peripheral - 100 - - - - - 300 - - - -
microgranuloma - 4 00 - - - - -~ 3 00 - - - -
hematopoiesis, extramedullary - 100 - - - - - 300 - - - -
URINARY SYSTEM
kidney (0 (5 (0
basophilic tubules - - - - - - - 300 - -
dilatation, tubules - - - - - - - - 010 - -
REPRODUGTIVE SYSTEM
uterus (0) {5) {0
=epidermal cyst - - - - - - - - 1 - - - - - - -
T: tumor 1: slight 2: moderate 3: marked

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

-: Not applicable.
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