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C:E 0]
Hydrazine, monohydrate O R E X G HH ZH LM T D720,
Crj:CD(SD)IGS % 7 v b &R\ 28 HMREHRG5EEHBREERL 7=
T M BlERE SITT 5 B, dREBEBIUVSEESRER IS
S5ICOEEHERRT, 70 REERLZ.
WERME ZEHAKICERLT, 0, 1, 3, 10 BX U 30 mykg IKHHUT S
BZx4#0 10, 4 BRRKEROKRSL, —RKECHR, KAERE, EH
BRE, MRFRE, MREERERE, MKELERE, RERZE, REE
BHEBLIOREZREEZT -7, 28, EEBMIIZ2EMEL, BEK
THEEERRIGREZEBLZ.
FORRIIROEBDIZEHEINS.

FEWRBLUVEEMMZEL CHRESIUEREHTRCHIIERED
S5Nizinoiz.
—RREEBORER, MEEOD 30 mgkg HTHIE, MEBICRE, T
BIFOBFENNENETNERE Nz BEAR TR —ARRBICELEER S
NizMmo k.

RERAIEOHE, BHEHED 30 mpkg BTHEMEZRL, AEEMEDHEDL
TIOHETOAEEMNINFARD SN, b, BEMBTIE, EENE
H5NT.
BEERNEOKR, MHHED 30 mgkg B THE 7 HICEBEZRLLZ, LA
L, &5 14 QUBIEERA NP o7z, 35, BEBMREEENAS
nre.

BRI R O R, HD 30 mykeg B TEME, RSHMOTHERE DK
BERL, ZOBTOAEENNFHICERTZ2HOEEZ 5N, HO
30 mgkeg HTIIRE 7 BICE LU WREZ/RLZA, TORIBEELZ. /&
B, EEHRBTIIRENRD s,
MEERBEOREE, MHED 30 mghkg BTAIY Uy ME, NEF/DE
8, MCH B & UMCHC MM 3 & MR i Bk EL 28 35 i, 2 D 30 mg/kg
BT MCV WMEME, #E D 30 mg/kg B THIRMEREDMEME Z 512 10 mg/kg
BTIRATRZ) Y ME, NESFOECEBRLY MCH PMEEERL .
S #fE D 30 mg/kg BEB L UMED 10 mg/kg H T, A AT OELEMN
SEPLUOEEERZRL.
MIEECEREORER, MHHD 30 mphkg HTHREUNE S, AGBLU
M) DNEE, MERIUEHFEMEEZRL. BO 30 mykg # TR
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FEXRBLUTINTIVNEEEZRLUE. D30 mpgkg TR DA
MEEER L.

FRMEDH R, SRESEHIIPBVWTELARD SNahoTz.
WEBBREOHKR, MHED 10 BEU 30 mgkg B TRBHANEENSE
HHWITEEERZRL . D 10 B X030 mgkg B THIEESEED
BiE, 30 mgkg HCHRBHESEENSMEEZRL .

BREER MRELLORKRE, Mo 10 BX 30 mykg B THIBS X UBRE
DM EBNEED D WISEEEMZR L 2. MO 30 mgkg 3 Tl
M EENEEERL .

B R T, MEHED 30 mg/kg B THIBROKRBIENEBIRE N, HEFT
RT3, FRONEDZREDREI LD 10 B XN 30 mg/kg #, T
SHEREE, 1, 3, 10 BLU 30 meg/kg HICBRINE. 2B, BEEHEKRT
B TIdMERE & HEENRD S NAE. BIBTIRAERLENMHED 30 mgkg
BT, BEyEmMAMEM D 30 mgkg BB XD 10 mykg BHICHEIN,
BIMEEMIINTARIGEEZEZ SN/, EEHRKRTRTIE, BEOGE
LB VHEHED 30 mghkg B TEAIICEE SN, BMiCX35E MIIEEER
ICH BN, FRITKBZ KRB LEEZL 5N,

10 mgkg HTAHONEBRENEEOSEER, FEBLUBRBEMNEE
DEEDDVIEEERSD, HTIE 10 mgkg B THENTEZATRZ ) Y
M, NEFOECEBLUMCH OEfE, FRBIUVBIBOEMERD
EEEAMERDOEED D WEREHERAIED SN I I 6 KKK
&M FIZ BT 5 Hydrazine, monohydrate DT v MIXT 2 EEEEI1L, M
& D 3 mg/kgday &FIETE Nz,
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HERYME A
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CAS No.
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oy h &5

MiEE
100.15 wt%

fRftoT

RE SR

=ik, BH

REH

B —BKBRMERERE
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Hydrazine, monohydrate

~ER
HzN -NHz * Hzo

v i
N,H; - H,0
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13. AR E B X UHE

13.1.

13.2.

13.3.
13.3.1.

13.3.2.

HitE

A LT b Crj:CDESD)GS[SPFIIZ HAF ¥ — )L A - UN—HR &
EARAECF—PSER 1345 A 16 HIZ 4 Bl THERES 52T, 5 104
LA ALZ.

Bt AR LR BRIREIC 9 ARBIEE:, ¥ 1345 A 25 BIZ 5 BB T&
ExBBLE. BM3H o hUDEEICK > TEBIMLL, EEAEIREIC
SOERBHEBRITOILOCES T L. BYOBENMCHES BRI U
NESZART DL EDIEGRIEF S — JICEMEN - D H—
R) Zf4 2 &Ik DEEERZfTo 7. ‘

5 BAARF DR ELL, # T 140~164 g, T 110~131g ThHo7=. 2B,
RFEEMIIREEHT AT L D ERBIEE BT,

HERRORNER
REZERBICEASNTVWIEMEDO—DOTHSIy hEBRLE. &
MIIERT I OREE, BAMLFEYEICHT 282N, BELEEE
EZRBLUTRAR.

FAEER

FHERE _

EMIIN) T AT LD 122 BEE (W42xD8IxH25m, 93.5m’)
THEL, RERSOREMITBEE 23+3°C (EHIE : 21.4~259°C), &
BE 55+20% (EBHE : 51~75%), WK EIEK 1 Eri 20 [B1, B8BH 12 B¥f (4
A7 R AT, iR 7 RREAT) &L=

KEEEIEHE (W 674.2 x D 60.0 x H 175.5 cm, Bk SRR —E X)
EHERAL, 7IVIBEIHE - KRAT LV AREBAET S — (W200xD28.2
xH180cm, B — AR—2Z 10152 cm’) X8 % 1 LT DINAL,
Bk EKkZBRICERSEZ. HFEF—JBE 1 E, (58858130 1 |
DIz 7. 2B, BYOIEHEZED, ST, T DEREEI
BEZRILEEBDNIREBEROE I/

Cip 2

B3R L 725 w b - < A8E CRF-1 (Lot No. 010406,
UL VBB TREARH) £ 8 BICRRE B, A LA 0%k
MWDo Oy MEICHEIEABERRRSTES ¥ — Ty, HERER
PR SROFERIENTH D Z ENMRINSE. 2, FHEboRk
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MY ODHTIER%E TReferencedata2) IR L 77,

57K

B I3KEKRZ BEMGK ) VL D BEICERX B 7. KEKDKEIZ
DWT, KEERETSAERDAHE 3 5 RIC 10, frkatra7o.
DY —FIEKBELERL . TORER, BOKFOFEME BRI KE AR
(FR4FE 12 A2l HEEERNE 95 OFBFREENTH D Z LR
N7=. 728, #5FE 7% [Referencedata3) IZ;RL 7=,

REHOERBLIUOREERTEEA

RE5E8IZ0, 1, 3, 10BEU30 mgkg &L, EEUT 1 BMEER 5T,
Fiz, BMERBRA S L THRBRRBIUVBREHAEBRICH#R S SIEDE 70 T
AEHALRE.

] N , o | HERIEE TR | BRI TR |
RBR | f5Bogke) | IR Tpagwas | mamnss
) 0 # 10 1001~1005 1006~1010
it 10 2001~2005 2006~2010
5 1 H 5 1101~1105 —
i3 5 2101~2105 —
3 3 Vi3 5 1201~1205 —
ik 5 2201~2205 —
1# 5 1301~1305 —
4 10 i3 5 2301~2305 -
5 30 1# 10 1401~1405 1406~1410
i3 10 2401~2405 2406~2410

[(RE5ERTHEH]

BREEREOLD 2 AFRERSHRBRZHHES B 0, 1, 3, 10 BXU30
mg/kg D5 AR TEW LR, 30 mgkg BTl & HEEHEMINE A
RHoNn, BEEBBLIUVERMENMEEEZRLE. £, AT RI Yy b
B, "NE/OE &, MCVIIUMCHWMEKEEZRLE. £->T, 28 B
MBHRBOREREZHBMEOXENTDS5NS 30 mykg &L, LA
TEHEZ 10mgks, PHEZ 3mykg BEIOEAEZ 1 mygkg ERREL
7z,

BRERBEREBBLIOHREGHE

WEBEMEOHRSRBBRIABHEABT A R VRSN TWEEYY 7%
AWToRMZEORFE L. P’%L«ﬂﬁl;t{z@; 100g #7=0 10mL & L,
BHI1ERS L. 8, dBE#ICEESAKOAZIRG L.

-11-




13.6.

13.7.

13.8.

Exp. No. 5464 ( 115—154 )

5RO

HRMEDREN 0.1, 03, 1.0 BXU 3.0 mgmL 725 & D IZEHAK
(Lot No. 1A73N, HRAKHAFHRETIR) ITBMBLA. HEHROFEIT 1
BRI 1EEL, 1 BRSO/ L THBEICRELRE. 1B, BER
DBE (K 4°C) RET 7 BIZBIF 5 Hydrazine, monohydrate D% 5
FRMEERR [ARES 5462 (115—152 )] THEEL .

#5116
FEHRIT, M EDIC 28 AR 4AM) U, RSHBIKRTRICHE
BBV 30mgkg BHIZDOWT 14 BRIOEERBRZERL /-

BGEPOHRBRWEBES T
ETORBBEORESHEIIDOVTHETICHAMIN TS Z L2 HERT 27~
D, EIBLUOBRKABRBOZREGRO—EZ22T L, #RINEBREST
2iTo7. PIERABFIIREEED 91.8~975%B L UBARAEIFIL 93.2
~1003%TH VD, BUWITHAHINTNWA I LMRIN-. 1B, BES
HOFEBIER%E lReference data 4] 127 L 7=,
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14, H18, REBIUVRE

14.1. —HREOBRE
ST OWTIRGHRIIIR G, 5% 1 BLU5 B, BEHRMIZT
RIBXOTFRICERL, TRzl .

14.2. #&E
SEMIIOWTHREGHBA, £57, 14, 21 BXU27H, BE0, 78X
13 BIZEFRIF PM3000 (A RS—+ FLF#) ZEAWTHEEL, i
L7z

14.3. BfEE
2EMNIIDONTEE 7, 14, 21 BXU27 8, EE7BXLUN13 SICEEE
FETFRFEPM3I000 ZHWTHRIEL, BEEE (g/day) BLUFERZIE (%)
EEHLE.

14.4. [ERBRE
MEFERE, MERERBRE, MRELCFREDIVRREILR SRR
TEBLUEEHEE THICHBERIIOSEBMTOVTERL 2. M7
BT, BEOEDRBOF% 5 RICHRERZIORWE. BE
IT—FITHEEREL, BB, ML /-,

14.4.1. M#EZEHRE
FEEEE| (EDTA-2K) AV RME T > /8y 7 -E kL2 T EMA L)
WETEMEFERL, HEMKFRERE ADVIAI20 N1 T)Lst) 2HW
TFERDEBZAEL .

EHB % JEA B RI7E 3

NI hZUw ME HCT % RBC, MCV KD EH
ANE/OE B HGB g/dL T A RMEST OV ik
% I BREK RBC x 10%mm’ | R EFIRIE
TR MR TE MCV pm’ | BEIRETAR L
SR mEk i 7 & MCH pg HGB, RBC L OEH
Wik AR EE | MCHC % HGB, HCT L D&
/v PLT x 10%/mm’ | BERBFAR%:
M Bk WBC x 10%mm” | 70—+ F A k) —ik
St Epaes - % JO—HA FA R —i%
B M BR 2R Reticulocyte % RNA R iE

HfmERE /2 ZIZ LR OB TRIEL 70, BEROED omiEE R\
EMIERFEEZERL, A - Va2V R - FLTRELTREL
. Fi, EROMERZEZBWTAMMESOE D ZEZBEL =,
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HE% A B{L BlE %
ARANEZBOE | Methemoglobin | % R

14.4.2. MEERERERE

ViEEEA (3.13% 7 TOBF MU D AKEK) ADFEMEICmEEHFRL
721, 3000 rpm. T 13 7 ELCHBEL THZMFZMREICH W, MKE
BHIEEE KC40 (F AN T#) TFEOEEZRELE.

IH B 4 WEREL | B4 B w® &
Jobolt iR PT sec. | Quickl B
EECE D FE R TS AF R | APTT sec. | 7O MiE
T4 TV /- E Fibrinogen | mg/dL | b O 2 ¥ KL

14.4.3. MEE{LFERE

TME /8y 7 SQ (FEAKEFTEMKXESH) ICMikZHFIRL 218,
3000 rp.m. T 7 #FIEODEE L THEZOFEZREICH W, ZIRBE &S
BEISHEBAIL 7170 kRt B RER) BIUVERERIEEE
EAO6R (BRRAEHI AT RF4—) ZBRBWTTROEBZAEL .

EHEH% REEL L4 BIE R
HREH T. protein g/dL | Biuret i%
TINTZ Albumin g/dL | BCG %
A/G A/G - BEABIUNNT VX DEH
¥ Glucose mg/dl. | HK-G-6-PDH %
HERERS Triglyceride | mg/dl. | GK-GPO WEBE)" to-iE 35k
el L AFO—)b T. cholesterol | mg/dL | IVA7I-W4$4" -t HDAOS %
REEFR BUN mg/dL | » L 7—+ GLDH %
JLVPF Creatinine mg/dL | BRI
FBEVUILES T. bilirubin mg/dL | NF T ERER{EIE
)Z;U/\i;;%?Ia—J@ AST UL |BEEUV I (SCC )
7o ; ,
P3R5V TS ALT UL | BRUV ik (SCC #E8L)

s P ho7zo MR B %
TIWHIKRRAT 75—t | ALP UL | (sce #m
T-ONZINKT AN L-v -7 )& I )NV-3-F1 )R F
TF L —t Camma-GTP | UL |- 4NA 3 (SCC #40)
VAP Calcium mg/dL | MXB &
SEHEY) > I phosphorus | mg/dL | PNP-XDH %
FhUDA Sodium mmol/L | T 7 R BIRE
J1 7 L Potassium mmol/L | 1 7 2 EIRBAEE
it Chloride mmol/L | -1 7 > BIREMRIE
*ENDIREIL EAO6R T, i3 B3z 7170 TRIEL 7.

- = —
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14.5.
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RERE

BEEMKDERETTERy 2B WT 3 BRER (P57 10 Bh5F# 1
BF) B 24 BEER (GFE0 10 B S T HFRT 10 B) 2Lz,
3R E AW TROEHEZRELL. NINVT A AT A VI A SG N
ATV AT 4 HIVBEREE) ZBY, RHOWTEE CLINITEK 500 (/N1
I)b#t) THRELL.

HE4A HEEH BIEE

PH pH

B Occult blood
Tk MR Ketone bodies

o2 Glucose st ERHLIE

= Protein

EUIE S Bilirubin

k) ) —4 > | Urobilinogen

24 BRIRZHWVWTROEERZRELE. REBEXLR, BBESERTE
& OM-6030 (MR 77— L4777 ) —) ZRAVWTHERELL. R
2 FZAZEE M LCO6-SP (RR2H X —HBT) £H\WT, EiR, 1500
rpm. T 5 MELOL, BREZSHLL. BEZATIN N T —FEAE
FiEDREL, RIEICODWTERKRLZ.

EB%& g L==1j7a BIE 1%

RE Volume mL B E

(e Color - B8

FRit&E Sediment - o

REFEE | Osmotic Pressure mOsm/kg | KEBET*E

WEERE

FEPRERXIREEERRE, NBERBIVREHBEREZ 5 MK
TRBIUVEEARFKR TIROHBEREISHMII OV TIT 2. BhE T —F
JURFEREL, S U RIS L =,

HEEEBAE

SEYON, R B, BIE BRI, BE, IR, WiRBIUH
BREKOEBFEFAREPEIO(A T —- ML FH) ZAWTRIEL .
BEEE /KRENL MMER) 3RE5 27 BICAELEAEBLIUVREE
ENGCEHULE GEMEER BEAEE = 100).

IR
BETREBYOhE, KEBIUEREIDWTEHEL, 2 TOWERFE
ZECEk L7z,
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[EI%E

D NE (BRI, TR, B (RIEE), MR, KE, I (REXEE
), (D, RRIR, ER/NME, B, +2EB, =B, BB ON1 TVR
220, BB, &5, BB R OEE KR CEE BE, B 8
B, ROSLAR, MR, BRL& R, TE, B IRX M TEE T8
(BRER, MO, MEER), B#H (KIEER) BIUBEMHEZE 10%FEEEH S
W) RTEE LK. 728, BRBIHBRELERFIN T CEERR
(FAR) TEELZRK, 10%FERERIL<Y VB TEATEL .

fREIR, REZEIRBVREARERILECHITEAL .

SRR

MEHBIUVREAEHO LERERIUVHBIIDWTERL . £k,
EEARROFBIIUVEB THEBDEOEEE BRDNSELIEDS
N0, AEMPIMEOREBRICOWTDHERL -, HERDOMER
3, BERE TR 74 a8, BY®, ATREIY 2 - ZF PR
BZELE. REOBEPIUVEEZEUERICDWTEHEL .
F— & &b L OFHEHENT

KRRDOET—FIIIEa—F - AT LERAWTESRL, MEHEFTL
7. ERBRBEOKE, BER, FEE, MRFREME, DREEERE
&, mKEMFZREE, RREE (REBIURESE), BREEESB X
UREBEE MELIS, TRRITRLZZBEHBIARKITH, &I Bartlett
DENBREEERL 2. SHBOBE A3 Dunnett DL B ILBRE 9 Tx
BHEBREEMOEREZEREL . Batlett OSSR BIRE TTRESH
DEFEIE Steel DRE VTHBHEERSREOFEEZEZRE L. it
EBEOFEEXKEISZBIR1%OMBAIRE TEEL /.

Bartlett &5 B E

HRERBL HEEDD

Dunnett % & LR E Steel DIRIE

Frz, EFEBLVREFRER R OMRE Fisher DR EiRZ AW,
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15. iBEEfE R

15.1.

15.2.

15.3.

15.4.

15.5.

15.6.

T

ETFER% Figure 1 17, £EEB I UIETEZ Table 1 IZR L7,
HEMBZEL T, BEOWTNORIZBVWTHIRTFAILED SNEM-
7.

EE IR I, MM & O BB LU 30 mgkg B TIHREHIIRD 51
Tain-o 7z,

— AR DB

— IR RE DERERFT R % Table 2 3L ) Appendix 1 IZ5R L 7=

BREHBTIT, 30 mykg HOMTHRENRS 13 HUREEEI N7 HICR
DoN. £z, BIEBIUNEN 2 HICBEI NS, 30mgkg BOMT
TMENIRE 19 HEARR 1 flICBgR I Nk, £/, HIEBIUNLEN 4§,
SIROBENN 3 FICENTNEREINSL. 2B, TINS5 OFFRIZEE R
THHEKLZ.

k&

{KE % Figure 2, Table 3 BL N Appendix 2 IZ/RL 7=.

I EREEICLLBR U CHEBE D 30 mg/kg B TRIEZRL, 5B OEKEEM
EbKEZRLUZ. b, EESEICEEERS SN,

32304
BHE % Figure 3, Table 4 3K T Appendix 3 IZ/R L 7=.

SHERBEIC LR U THERE D 30 mg/kg BETIRE 7 BICIKEZRL 7=. LML,

5 14 HUABIBZENRA SN o7z. 128, EEHBICIZEENA S 1

7.

ik 2 B B

£R B 5028 % Table 5 35 L UX Appendix 4 IZ7R L 7=,

FEEBFICLE U THD 30 mgkg B THRE 7THL V27 BIKEZRL, &%

SR OELEREIE B EEE R L. O30 mgkg B TIE/E 78I

BHEREEERLZNPERS 14 ATEEEZ R 28, BEEHARICE

BIE A A 57z,

MEFERE

MR E R R % Table 6 33 L U Appendix 5 IZ7R L 7z,

R HRTR TR HETIE, MEREICHEL T30 mgkgBHTAT NI U Y

M, NEJOYE, MCV, MCH 3L X MCHC »ME, m/hREk,
AMNESTOE CHESIVRRMEK L ENTEEZRLUEZ. HTII108

S 30 mgkg HETAT MYy M, NESOY 8, MCH AK{E, 30
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mg/kg B THRIMIKMB LU MCHC WMEEERLE. T2, 30 mgkg#T
HIRHER, A MMES/OERBICHERNIKILBNEEEZRLZ.
1R HARTHE T RF . I RREE & EhER L THEME O 30 mg/kg B T MCHC DME{E %
RUENEMAE{LTHho .

15.7. MKEEGERE
Ifn 7% ek B BEAR & SR % Table 7 3B X UF Appendix 6 IZ-R L7z,
%5 BARIRE T RF e BREFICLL B U THED 30 mg/kg BT PT BL U APTT A8
EiEERLUZ.
[E118 HARIHE TRF M BRBH I U THED 30 mg/kg B TPTAMEMEZ R L 7=,

15.8. MKEFERE
MR R TEAE R % Table 8 3K TX Appendix 7 IZ/R L 7Z.
RE MR TR - BB L THERE D 30 mgkg BETRYE VI E .,
A/G BIUOER) ONEME, MERIVHEENMEEEZRLE. #HD 30
mgkg B TREZZBIVTINT I ONEME, AST BLU ALT MK EE
RL7z. D 30 mgkg BTHNIULNEEERLE. TOM, #HD 1
mgkg HETHRILVATO—I)LEE, BED 10 mg/kg 8 T AST BLU ALT
MEMEERLEDNBARBICEELZVWELLTH- .
EIE AR T - T HRERICHEB L THED 30 mgkg B TEBY > BLUR
aVAFO—)REEERLE.

15.9. RERE
FRIRZEHE R % Table 9 B XX Appendix 8 127Kk L 7=,
R TR BB IR L THEOSRSBIIBVLWTREL VWY
NOEBIZBWTHEMNRD SNaho Tz,
B8 AR TR SERERICHER L THEBED 30 mgkg BHICBWNWTREL
WTNOEBIZBWTHEENRED s nadh o7z,

15.10. REZERE

15.10.1. ZREEE
FREES % Table 10 B X U Appendix 9 IZ/RL /2.
e 5 AR TR - K BEEBHIC HLER U THERE D 10 B L TN 30 mg/kg ¥ THRMEHE
MERDVEED DWIEEEHEMZRLZ. O 10 BLU 30 mgkg # T
FRigfEX B EAS, 30 mg/kg B CIIMIBAEC ERNFEZRL . T Of,
D 30 mgkg HTHBLIOHBRE LEAOEMEERNREZEZRL .
[E] R HARTAE THF ¢ Xt BREEICELER U T 30 mg/kg B O THE X UWDIE O
MEBEMKMEEZRLZ.
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15.10.3.

15.104.
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BEE/MFEL

BHEE AEL GEMER) % Table 11 3L T Appendix 10 IR L 7.
B AR T I o BRI HLE U TR O 10 B & TF 30 mg/kg B THEIES
VBROEMEENEED DWITEEEMEZTRL . HED 30 mgkg
HCHBAMEENSBEER L. £k, 30mg/kg HO# TRHAENERS
FUOMET A ERNEEEZ L.

[E1E HARTAE 70 « HBREFICELER U THED 30 my/kg B CRIRRAEN B &, 1M
D 30 mg/kg B THBB L UVBBOBHEENEEERLZ.

AR R

Bt 7 8% Table 12 3 X X Appendix 11 IZ/R L7z,

%5 JARHE T30 mg/kg B ICER® SN R & U THIB OB E1L (Photo.
D DEHEOE 3 FICERI N, Zof/M, Mol X, FEos
B3,/ K, BEOER, FEOBRBIUOABEIGE, HRBIUHER L
EONEUERSZE N T NERE, BFEED L EARBITHEL RN EEER
L7z.

EEHRE TR BORGH X, BROBZILEILVUFE ORI
BENTNENEREICREEL.

REABERE

fH#EFT R.Z Table 13, 14, 15 BX N Appendix 12, 13 IZRL 7=,
BREMRE T R S IRB IR L TIREBIIBLWTREIIEBMULZF R &
LT, FFiEDRSREE (Photo. 2) #SE# @ 10 B XU 30 mgkg B TEFNEN 3
BEU4NIEDONZ. HTIIMER, 1, 3, 10BEV30mgkeg HT
TNEN4, 4, 3, 4 BLOSHFHIEE I N, 728, 30 mgkg HOUED
1 I TIIPEETH o=, NS OEMEIIFIT/NETRMEICRD SN,
gD BFILE (Photo. 4) MMfEHED 30 mg/kg B TEFNTNS BLU 4 4
CEEINSE. A5, BAER (Photo. 4) ASHED 10 BLU 30 mgkg
HT1BIU36, D30 mykg #H T4 HIICHKREINL. TOM, D
VATKFRBR R, FFIR O /NAZENE, BIEO RMAE FE RS K RMEILR,
BREOPESEBMEERBIVER LEOERE T, FEORBIES LU
BEIRIR O BB AEE D EREML S 5 WIS BEICDRED SN,
EEHMRTE  BRIBORELENYMOMERED 1| ABICHED 30
mg/kg HOEPICEREN, M- D FEELRREBOENNRD SN
F7z, FIBROFEH LA OX BB XN 30 mgkg BHETENTNIBIU2
PHCEIR N7z, 2O, FFIEO/NPZEIENER & B3 BB & RERIZER
57z,

%g

i
Eid
&
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16. ZEBI VKR
Hydrazine, monohydrate % 1, 3, 10 3 X T* 30 mg/kg D H & T Crj:CD(SD)IGS
%S w MO 28 HEICH> THRFREOKREL, £0%, 14 HED
BIE AR 2 5% T .
REHEBIOEESARZEL THREBIUVERSH TR
P WA Lo
—ARIREEDEREE TIE, 30 mg/kg B DO THIE, MERIUREE, TS
WMOBEBNNENTFNRD SN, 28, INSOFFRIZEERE Tkl
7z,
EETIIMHED 30 mgkg BTREZRL, AKEEBNELEIL, OB
TOEEEMMEINRD SN, 2B, EEHBTIREERED S,
BEEEIIMHED 30 mg/kg B THRE 7 BITEEERR L2514 B LRRIS
ERBENREMAS . FERSRIZED 30 mgkg B TRMEEZRL, #5511
FIOFEFAESRHEBEERLZ. 728, HD 30 mgkg B TIRHESE 78
WELWEEEZRLE WTFNH IO TOAEEMNNMFEICERTZH O
EEZOSN. 2B, BEMARTIIHEED 30 mgkg B THENRD SN
7=,
MEFRITIS, HEHED 30 mgkg HETAT )y ME, NEFDOE >
B, MCH B X N MCHC 2ME/E, MR IMER BN EEZ R L, HD 30 mgkg
B TIIMCV WEME, O 30 mgkg 3 TIIRMEREVEEEZRLE. 25
W2, BED 10 mgkg B TIEIANT 2 Uy ME, NESFDEEBIXUMCH
MMEEZRLUE. UL, BEYUIIECOEE, BBOBASHTEBX
VIRBOBRILELEE TS E, FOEENTHS EHEcNE. B,
EEHRR TRICEMIIEIERERIZRL 2. HHED 30 mykg H#B L UM
D 10 mykg H T, AMESOECHENBEISIVEEERZRL
7=. Hydrazine 2% &L 725y MZBWTA MMESOE CMAEORKERT
BT EPREINTNS Y.
MR EREMRE T, HD 30 mgkg HTPT BIUAPTT BNEMEETRL,
EEHIR TR TIZMD 30 mgkg BT PT NEMZRLE. WITNbHER
HENOEILTHOFBREFNEZEDORNWELLEEZ SN,
MEECFRETIE, WHEO 30 mykg B THREUINE Y, A/GBLUE
MY UNEE, MEBIUEENMEE, #0330 mgkg B TREZRB L
D7 NTIUNEEERL, WINBERVEOEELEZ SN, F£7=,
MED 30 mgkg BTHIN P OLNEEEZRLZ. ZOHM, #HO 30 mgkg #
TASTBEIWNALT WEMZER LW T BB HRMOELTH D HMY:
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ZNEBEZEDORWELEZEZONL. EEME TR TI3MED 30 mg/kg #
THER) CNBEZRLUZY, BYRELTH k. £, B3V AT 00—
WISEEEZRLUED, RERTRIZBWLWTHRD SNEM > B TH -
7z,

RIFRE TIIEREHITBNTEENRD SNho /-,
HEERRIETIE, HHED 10 BX U 30 mgks B TBRBOMEEER LU
MMEENEERLUVBEEREZRLUE. £77, MO 10 B30 mgkg
B THIBENEENSE, Mo 10 BLU 30 mgkg # THIBEHMEEN
SEZRU 7z, R RICB T 2/NETHREORELOR LK S HHEML
TBOERYEOFELEZ SNz, MO 30 mgkg B THRBETEEN
=18, HEHED 30 mgke B TIIEBRAMEE B RL, BEBFAIRICE
TAMBOMAEMOREREHBL TROIRBMEOEZELEZ SN
7=. ZTOM, B30 mgkg BTHRBIUBER KON ERBNKMEZR
L, HEHE®D 30 me/kg B THRBIODBOHMEENRMEH 2 WITEEME
MERLED, WTNH I OBOEERMMBEN LS RNELEEZS
N7z, EEMARMKR TR, O 30 mgkg B THERIVOBBOBETEEN
BEEFRLUE.KEBLZHEH L TS ULER, FFE I8 327.54%,
30 mg/kg B 1 362.86%) PRUENE (B8 : 90.29%, 30 mg/kg # 1 96.90%)
EHRERZBEDSNRMNo7Z. BOD 30 mykg # THB X NDBOMHESE
BOVEE, BRANEENEEERLEN, Wi ZOBOEEDKE
WKERT S EEZSNL.

SRR R OFFIE DR BALICHE X SR RO B OB LIZ# D 10 B
S U 30mgkeg HTEML, HBYERS L OBENRR I N LrL,
EEMEAR TR TIIRDONTEEREE T2 LB 0Nk HTIIRS
RTBBIUVEEREETHONTNICBSVNTOHRBRHEZEUSHITE
ERRIZED SN, B, 30mgkg HO 1 fITIIEEDOERVBD SN
T ENS, ICBWTIIEAREROBENERYERGICLVBRS
Ne&EZOoNE. £, BHEBEKR TR THEARB IVEEICEEH
EEMBDHSIEh-7m ENS, BEEEFETRZEEZ S50,

I i o0 BN I BAR S N BN E Y, MIRFMRE TR S NBE M "l
T AR EE A SN, HSER OFRAESIIRIE IR TR T
WHI1HOATHYMBREREOEENSHDEMMAEE L L EBZA 65N,
2B, BEOGELAIEEHBMETHIIBWTBRED2MICERIN,
HlitERICE 2R EEZ SN,

FOM, BREINFFFRIZEREMES 2 WIEHREED LITAEICHETT
WRHHNTWBEZ M, WINDEARENREELZ A SN,
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UEDHERDD B, HTIX 10 mgkg HBTHOLN-BRENEED S EH
M, FiEB L OFRAASTEROSED D WISEMEERD, 1T 10 mgkg
BHTHLNIZAY N Uy ME, NEJTOEBBLUMCH OEE, §F
BB L OEROEMEZEOSELEATEROEED 2 WITEEERAANEE
oW EMS, FRBEGTICHIT2 Hydrazine, monohydrate 0
Ty M AELERIT, S D 3 myke/day &EFIBF X 7.
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Figure 1. Survival ratio
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Figure 2. Body weight
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Tabie 1.

Survival and mortality

Exp. No. 5464 (115-154)

Sex Dose level Days of experiment
{mg/kg) 1 g 3 4 5 6 7 8 9 10 1 12 13
Kale 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 16/10 10/10 10/10 10/10 10/10 106/10
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
3 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
10 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
30 16/1¢ 10/10 10/10 10/10 10/10 10/10 10/10 10/10 16/10 10/10 10/10 10/10 10/10
Female 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
1 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
3 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
10 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
30 10/10 10/t0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
Number surviving / Number per group.
Significant difference from control group; *: P=<0.05 *+: P=0.01
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Table 1. -continued Survival and mortality Exp. No. 5464 (115-154)
Sex Dose level Da¥s of exgeriment
(mg/kg) 4 1 16 17 18 18 20 21 22 23 24 25 26
Male 0 10/10 1o/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
1 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
3 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
10 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
30 10/10 10/10 10/10 to/10 10/10 10/10 10/10 10/10 10/10 10/10 10/t0 10/10 10/10
Female 0 10/10 1¢/10 10/t0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
1 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
3 5/8 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
10 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
30 i0/10 10/10 10/10 10/10 18/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
Number 3urviving / Number per group.
Significant difference from control group; ¥: P=0.05 ¥, P=0.01



Table 1. -continued Survival and mortality Exp. No. 5464 (115-154)

Sex D?;SILS¥EI Da¥§ of eggeriment Mor%g;ity
Mate 0 10/10 10/10 0.0
1 5/5 5/5 0.0
3 5/5 5/5 0.0
10 5/5 5/5 0.0
30 10/10 10/10 0.0
Female 0 10/10 10/10 0.0
i 5/5 5/5 0.0
3 5/5 5/5 0.0
10 5/5 5/5 0.0
30 10/10 10/10 0.0

Number surviving / Number per group.
Significant difference from control group; ¥ P=0.05 ¥: p=(.01



Table 1. -continued Survival and mortality Exp. No. 5464 (115-154)

Sex Dose level Days of experiment
{mg/kg) 58 ZB 30 3 32 33 34 35 36 37 38 39 40
Male 0 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
30 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
Female 0 5/5 5/5 5/5 5/5 5/8 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
30 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5

Number survivin$ / Number per group.
Significant difference from control group; ¥: P<0.05 ¥%; 'P<0.01
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TJable 1. -~continued Survival and mortality

Exp. No. 5464 (115-154)

Sex Dose level Days of experiment Mortality
(mg/kg) 1 15 (%)
Male ] 5/5 5/5 0.0
30 5/5 5/5 0.0
Female 0 5/S 5/5 6.0
30 5/5 5/5 0.0

Number survivin
Significant dif

%

/ Number per group.
rence from control group;

*¥:

P=0.05

*%:

P=0.01
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Table 2 Clinical observation Exp. No. 5464 (115-154)
Sex : Male

Findings of clinical Dose level Days of experiment

observation [me/ke) 1 2 3 4 5 6 7 8 g 10 1 12 13 14

normal/number per group 10/10 10/10 10/10 10710 10/10 10/106 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10

5/5 5/5 5/5 5/5 5/5 5/5 5/5% 5/5 5/5 5/5 5/5 5/5 5/5 5/5
55 55 5% 55 65/5 5/5 55 55 55 5/5 55 5/5 5/5 5/5

0

i

3

10 55 55 55 55 55 55 5/5 55 5/5 5/5 5/5 5/5 5/5 5/5
30 10/10 10/10 10/10 10/10 10/10 8/10 8/10 8/10 8/10 8/10 8/10 8/10 7/10 7/10
0

wasting

1
3
piloerection

1
3
salivation

OO DO OOOEE OOoOo o
OOOOoD OO0 ODoOOoOee @
OO0 OO Oo oo loo
o000 OO ODOoOO0O oo OOo
OO0 OO0 ODooOooo
COoOOoOO0 NOOOSO RMNOoOoOO©
COOoOOO NOOOoODOoO NOooO O
COOOOD RNRNOOOD RNMODOEE
ODOMMOOOD MO Moo
OOODOE@ NOOCD PRPOOoOLOD
DM OOE Mo O NOoOO O
DO MNMOOOOo NMOOoODOoO o
A DO NOOOO MO OOoO
M OO0 VNOOOOD Mo OO

1
3
0
i
0
1
3
0
0
]
1
3
i
Q

]
3
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Tabie 2. -continued Clinica! observation Exp. No. 5464 {115-154)

Sex : Male
Findings of clinical Dose level Days of experiment Total
observation {me/ke 15 16 17 18 19 20 21 22 23 24 25 26 27 28 {1—28)
normal/number per group 0 10710 10/10 10/16 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/16 10/10 10/10 10
i 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
3 55 &/5 &5/ &5/5 5/5 5/5 5/5 5/5 5/5 &/5 5/5 5/% 5/5% §5/5 5
10 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 5/5 5
30 /10 714 7/10 7/10 6710 8/10 9/10 5/10 9/10 5/10 6/10 4/10 6/10 6/10 )
wasting 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 ] 0 0 0 ] 0 0 ] 0
10 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
30 2 2 2 2 0 0 0 0 0 0 0 0 0 0 2
piloerection 1] 0 0 i} 0 0 0 0 0 0 0 0 0 il 0 ]
i 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
3 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
10 ] 0 0 0 0 0 0 0 0 0 0 ] 0 0 0
30 ? 2 2 2 0 0 0 1} 0 0 0 0 0 0 2
salivation {t 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
] il 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 ] 0 0 0 ] 0 0 D
10 0 0 0 0 0 0 0 1} 0 0 0 0 0 0 0
30 1 i 1 1 4 2 1 5 1 5 4 6 4 4 7
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Table 2. -continued Clinical observation Exp. No. 5464 [115-154)

Sex : Femaie

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

10/10 10/10 10/16 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
55 55 55 55 5/5 8/5 55 5/5 5/5 5/5 5/5 5/5 545 5/5

normal/number per group 0
1
3 5/5 &/ &5 5/5 &§/5 5/5 5/5 85 &%/5 5/5 5/5 5/% 5/5 5/5
0
]

1 55 5/5 5/5 55 5/5 85 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5

3 10/10 10/10 10/10 9/10 7/10 6/10 6710 6/10 6/10 6/10 6/10 6/10 6/10 6/10

wasting 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1 0 0 0 0 0 0 0 0 0 0 0 0 Q a

3 0 0 0 0 0 0 0 0 0 0 0 0 0 0

10 0 0 0 0 0 0 0 0 0 0 0 0 0 0

30 0 0 0 1 3 4 4 4 4 4 4 4 4 4

piloerection 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3 0 0 0 0 0 0 0 0 0 0 0 0 0 0

10 0 0 0 0 0 0 0 0 0 0 0 0 0 0

30 0 0 0 1 3 4 4 4 4 4 4 4 4 4

salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1 0 0 ] 0 0 0 0 0 0 0 0 0 a 0

3 0 0 0 0 0 0 0 0 0 0 0 0 0 0

10 0 0 0 0 0 0 0 ] 0 0 0 0 a g

30 0 0 0 0 0 0 0 0 0 0 0 0 0 0

dirty nose 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3 0 0 0 a a a 0 0 0 0 0 0 0 ]

10 0 0 0 0 0 0 0 0 0 0 0 i 0 0

3¢ 0 0 0 1 3 3 3 3 3 3 3 3 3 3
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Table 2. ~continued Clinical observation Exp. No. 5464 (115-154)

Sex : Female

Findings of clinical Dose level Days of experiment Total
observation {mg/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1—28)
normal/number per group 0 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
1 55 5/ 5/5 5/5 5/5 5/5 5&5/5 5/5 &5 5&5/5 5/5 5/5 5/65 5/5 5
3 /% 5/5 &% 5/% &5/ &5/% 5/5 &% &5 5§85 5/5 &/5% &/5 5/5 5
10 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
30 6/10 6/10 6710 6/10 8/10 8/10 8/10 8&/10 9/10 8/10 8&/14 9/10 10/10 10/10 5
wasting i 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0
3 0 0 0 il 0 0 0 0 0 0 0 0 0 0 0
10 0 0 0 0 i 0 0 0 0 0 0 0 0 0 0
30 4 4 4 4 1 ] 1 1 1 1 ) 1 0 0 4
piioerection 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 )
1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0 0 0 0 0 0 il 0
10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 4 4 4 4 1 1 1 1 1 1 1 1 0 0 4
salivation 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
1 0 Q ] 0 0 0 0 0 0 0 0 0 a ] 0
3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 0 ] ] 0 0 0 0 0 0 0 0 G 0 0 0
30 0 0 0 0 1 1 1 1 0 1 1 0 0 0 1
dirty nose 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1 0 0 0 0 0 0 0 0 ] 0 0 0 0 ] 0
3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 (] 0 0 3
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Table 2. -continued Clinical observation Exp. No. 5464 (115-154)
Sex : Male
Findings of clinical Dose leve! Days of experiment Total
observation {mg/keg) 29 30 31 32 33 34 35 36 37 38 39 40 41 42 {29—42)
normal/number per group 0 5/5 5/5 5/ 5/5 5/5 55 &5/5 &5/ 5/5 &5 &/5 5/5 &/5 5/5 5

30 5/ %5 55 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 2. —continued Clinical observation Exp. No. 5464 (115-154)

Sex : Female

Findings of clinical Dose level Days of experiment Total
observation {mg/kg} 29 30 K} 32 33 34 35 36 37 38 39 40 1 42 (29—42)
normal/number per group 0 5/5 &5/ 5/5 &/5 5/5% &5/% &5/5 5/5 5/5 &8/5 5/5 5/% 5/5 5/5 5

30 545 5/5 5/5 5/5 5/5 55 545 5/5 55 §5/5 5/5 5/5 /5 5/5 5
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Table 3. Body weight Exp. No. 5464 (115-154)

(unit : g )
Sex Dose level Days of experiment
(mg/kg) 0 7 14 21 27
Male 0 185+ 7 213 ¢ 16N 265 + 26 311 ¢ 36 342 + M
1 155+ 8 212+ 9 267 + 15 313+ 19 344 + 23
3 156 + 8 215 £+ 11 271 £ 14 320+ 16 351 + 20
10 155+ 9 214 £ 16 272 £ 16 325 + 13 359 + 14
30 156 + 7 177 & 37% 219 £ 38%¢ 258 + 28%%* 278 + 25%#
Female 0 120+ 5 150 + 9N 170 £+ 12N 189 + 18 207 + 18N
1 120+ 8 152+ 7 172+ 7 192+ 6 206+ 4
3 120+ 7 152 £ 15 176 £ 19 196 + 21 218 + 22
10 119+ 3 156 + 4 185 + 12 209 £+ N 221 + 9
30 120+ 5 119 + 28¢ 146 + 26 169 £ 19+ 189 + 18
g?gﬂiﬁigégi difference from control group; ¥: p<0.05 ¥*: P<0.01

N: Non parametric analysis
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Table 3.

-continued Body weight

Exp. No. 5464 (115-154)

(unit : g)
Sex Dose level Gain

(mg/kg) (0 — 27)
Hale 0 187 + 35
1 189 + 22
-3 194 ¢+ 22
10 204 + B

30 122 £ 19%%
Female 0 87 + 14
1 85+ 6
3 98 + 17
10 102+ 9

30 69 + 14#

Mean + §.D.

Significant difference from control group;

%

: P=0.05

¥ P<0.01



Yi-1

AU-IYyU uwblitcl

VLU S

HiJdad Payc

Table 3. -continued Body weight Exp. No. 5464 (115-154)
{unit : g )
Sex Dose level Days of experiment Gain
(mg/kg) 28 35 4 (28 — 41)
Male 0 341 ¢ 48 373 £ 53 398 + 53 .57+ 10
30 283 + 24% 318 ¢+ 19 344 £ 18 61+ 9
Female 0 204 + 8N 225+ 1 230 + 11 26+ 6
30 189 + 25 214 + 26 224 + 29 35+ 8
Mean + §.D.
Significant difference from control group; ¥: P<0.05 ¥+ P<0.01

N: Non parametric analysis



Table 4. Food consumption

Exp. No. 5464 (115-154)

(unit : gfday )
Sex Dose level Days of experiment Total
(ng/kg) ys ot ep 14 21 27 (0 — 27)
Male 0 23+ 2N 26 £ 3N 28+ 4 27+ 4 696 + 80
1 22 + 1 26+ 1 27 & 2 27 + 2 685 + 28
3 23+ 1 27+ 2 29+ 2 28 3 728 1+ A4
10 22+ 2 28+ 2 29 ¢ 2 30« 2 730 &+ 50
30 17 &+ 5% 22+ 6 27 + 4 27 + 4 618 = 102
Female 0 17+ 2 18+ 2 20+ 2 20 2 500 + 48
1 17+ 2 19 2 20+ 2 21+ 3 518 + 49
3 16 2 19+ 2 21+ 2 21+ 2 516 + 54
= 10 17+ 2 20+ 3 224 3 20 1 534 + 50
. 30 11 & 4%+ 16+ 4 20: 2 21 3 448 + 51
ur
Mean + S.D.
Significant difference from control group; : P=0.05 #1: P<0.01

N: Non parametric analysis
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Table 4. -continued Food consumption Exp. No. 5464 (115-154)
{ unit : g/day )
Sex Dose level Days of experiment Total
(mg/xg) 35 1 (29 — 41)
Hale 0 27 + 5N 23 + 4N 364 + 55N
30 28+ 1 28 O 366 + 7
Female 0 21+ 2 20+ 2 265 + 23
30 22+ 2 20+ 2 277 + 20
Mean + S.D.
Significant difference from control group; : P=<0.05 *%: P<0.0}

N: Non parametric analysis
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Table 5.

Food efficiency

Exp. No. 5464 (115-154)

{unit : %)
Sex Dose level Days of experiment Mean
{mg/kg 7 14 21 27 (0 — 27)
Male 0 36.4 + 3.3N 27.8+ 3.6N 23.5+ 3.3N 19.2+ 2.3W 26.6 + 2.2
1 37.9+ 2.2 30.0+ 3.9 24.0+ 2.5 19.2+ 2.1 27.6+ 2.3
3 36.6 + 1.9 29.0+ 2.3 23.5+ 1.9 18.0 + 3.9 26.7+ 1.8
10 38.0+ 2.7 30.0+ 2.5 26.1+ 3.6 1.0+ 1. 28.0¢ 1.3
30 6.8 + 41, 8%+ 23.4 £ 10.8 21.3+ 8.6 12.7 £+ 5.7% 19.9 £ 1.6%¢
Female 0 25,5+ 3.IN 15.1 + 3.5N 4.1+ 3.8N 15.3+ 3.5 17.4+ 1.6
1 26.1+ 2.1 15.5+ 2.8 4.3+ 4.3 1.0+ 3.2 16,5+ 1.7
3 27.7t 5.4 18.5¢+ 2.9 4.2+ 1.7 16.7 ¢+ 2.6 18.9+ 1.7
10 31.5+ 3.7 19.7 £ 6.0 15.7+ 3.4 10,4+ 7.0 19.2+ 1.5
30 -18.0 £ 53.7%% 24.1 &£ 11.7% 16.8 £ 10.7 15.71+ 5.4 1541+ 2.3
Mean £ S.D.
Significant difference from control group; ¥ P<0.05 *#: P=0.01

N: Non parametric analysis
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Table 5. -continued Food efficiency Exp. No. 5464 (115-154)
{unit @ %)
Sex Dose level Days of experiment Mean
{mg/kg) 35 41 (29 — 41)
Male 0 16.1 £ 8.8 14.3 ¢ 4.8 15.6 £+ 1.9
30 17.9+ 3.6 15.3+ 1.6 16.7 ¢+ 2.5
Female 0 14.3 £ 2.9 3.9+ 2.0N 9.5+ 1.5
30 15.6 + 3.3 8.5+ 8.3 12.7 £ 3.1
Mean & S.D.

Significant difference from control group; ¥: P<0.05 ¥*: P=<0.01
N: Non parameiric analysis
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Table 6. Hematology Exp. No. 5464 {115-154)
Day: 28
Sex Dase level No. of HCT HGB RBG (10} MCH MCHG
{mg/kg} animals (%) (g/dL) (x10°/mn?) () (pg} (%)
Male 0 5 4.3+ 1.7 15.1+ 0.6 7.73 £ 0.34 57.3+ 1.0 19.6 + 0.2 3.2+ 0.4N
1 5 44,8 + 0.9 15.2 £ 0.3 8.01 + 0.28 55.9+ 1.8 19.0 £ 0.7 33.9¢ 0.3
3 5 43.8+ 1.3 14.9+ 0.4 7.89 + 0.34 55.6 + 2.0 18.9 £ 0.7 340+ 0.3
10 5 43.1 £ 1.9 14.5 % 0.5 7.74 £ 0.25 55.7+ 1.6 18.7 + 0.5 33.7+ 0.4
30 5 38.0 £ 1.4%% 11.9 = 0.4%* 7.33+0.25 51.8+ 1,3+ 16.2 + 0.8%¢# 31.3 & 1.1%
Female 0 5 43.6 + 1.0 15.3 ¢ 0.5 7.77 £ 0.36 56.2+ 1.5 19.7 + 0.4N 35.1+ 0.6
1 5 42.8+ 1.0 15.1+ 0.4 7.66 £ 0.18 55.9+ 1.3 19.6 + 0.3 35.2+ 0.5
3 5 416+ 1.2 14.7 + 0.4 7.61 £ 0.38 54.7+ 1.8 19.3 + 0.6 35.3 1+ 0.4
10 5 40.5 1 1.2%¢ 14.0 £ 0.6%+ 7.50 £ 0.37 54,0+ 1.3 18.7 £ 0.2% 346 0.6
30 5 34.7 + 2.2%+ 10.6 + 0,74 6.43 £ 0.371#¢ 53.9+ 3.1 16.6 £ 1.1# 30,7 £ 0.7%#
Mean + §.0.
Significant difference from control group; ¥: P=0.05 ¥%: P=0.01

N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 5464 (115-154)
Day: 28

Sex Daose level No. of PLT WBG Differential leukocyte counts (%)
(mg/kg) animals {x10?/an3) (x10%/wa?) NEUT LYMPH MONO EOSN BASO LUG
Male 0 5 1304 £+ 113 8.5+ 2.7 132 4 84+ 4 2+ 0 1+ 0 0+ O 1T+ 0
1 5 1349 + 144 8.4+ 2. i1+ 3 86 + 3 2+ O 1+ 0 6 0 1+ 0
3 5 1281 ¢+ 122 9.3+ 2.2 15+ 4 81+ 4 2+ 1 1+ 0 0+ @ i+ 0O
10 S 1326 + 78 3.0+ 1.7 15+ 4 81+ 5 2 1 1+ 1 0+ 0 1+ 0
30 5 1786 + 216%+ 7.9+ 1.8 17+ 9 80+ 10 2+ 1 1+ 0 0+ 0 1+ 0
Female 0 5 1229 + 124N 6.8+ 2.7 13+ 40 841 3 2+ 1 1+ 1 0+ O 1+ 0
1 5 1341 + 165 6.9+ 1.6 1M+ 4 851+ 5 1¢ 1 1+ 1 0+ O 1+ 0O
3 5 1340 £ 41 5.8+ 2.1 41 3 83z 2 2+ 1 1+ 0 0+ O 1+ 0
10 5 1322 + 196 7.8+ 1.9 12+ 1 84+ 1 21 1 1+ 0 0+ O T+ 0
30 5 1814 + 353 6.0+ 2.0 15+ 4 80+ 4 3+ 1% 1+ O 0t O 1+ 0

uEUT: Ngusrophll LYMPH: Lymphocyte MONO: Wonocyte  EOSN: Eosinophil  BASO: Basophil LUG: Large unstained cells
ean + S.D.

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

N: Non parametric analysis
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Table 6. ~continued Hematology

Exp. No. 5464 (115-154)

Day: 28
Sex Dose level No. of Methemoglobin Reticulocyte
ng/kg) animals (%? (%)
Male 0 5 0.75+ 0.1 2.8+ 0.6
1 5 0.74 =+ 0.03 2.8+ 0.4
3 5 0.76 £+ 0.13 3.1 0.6
10 5 0.85+ 0.08 3.7+ 0.4
30 5 0.99 + Q.11 6.2+ 1.3%t
Female i} 5 0.52 + O0.09N 2.2+ 0.5N
i 5 0.49+ 0.33 2.3+ 0.4
3 5 0.62 0.10 2.9+ 0.4
10 5 1.28+ 1.37 3.0+ 1.0
30 5 1.00+ 0.23% 9.2+ 1.6%
g?g:iﬁlﬁégi difference from control group; *: P=0.05 ¥+ P=0.01

N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 5464 (115-154)
Day: 42
Sex Dose level No. of HCT HGB RBG NGV MGH MGHG
{mg/kg) animais %) (g/dL) {x10¢ /m?) {pn?) (pg) (%)
Male 0 5 44.2 £ 1.2 153+ 0.5 8.30 + 0.23 53.3+ O0.5N 18.5 £ 0.2N 347+ 0.5
30 5 440+ 1.9 14.9 £ 0.7 7.87 £ 0.50 56.0x 2.1 18.9+ 0.8 33.8 £ 0.5%
Female 0 5 436+ 1.4 15.6 £ 0.6 8.13 + 0.31 53.7x 0.7M 19.1 £ 0.3 357+ 0.4
30 5 43.4 £ 1.3 14.8+ 0.4 7.75 £ 0.25 56.0+ 2.5 19.1 0.9 34.2 £ 0.2%%
Mean £ S.D.
Significant difference from control group; ¥ P<0.05 ¥+ P=<0.01

N: Non parametric analysis
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Tabie 6. -continued Hematology

Exp. No. 5464 {115-154)

Day: 42
Sex Dase level No. of PLT Wwal Differential leukocyte counts (%)
ng/kg animals {x10/m?) {(x103/m3) N LYMPH MONO EOSN BASD LUG
Maie 0 5 1144 £ 170 9.8+ 1.9 MM+ 3 86+ 3 2+ 1 1+ 0 0+ © 1 0
30 5 1253 + 170 1.1+ 1.8 12+ 1 84+ 2 2+ 1 1+ 0 0x ¢ 1+ 0
Female 0 1289 £ 172 7.0+ 0.5 1T+ 3 85+ 3 2 1 12 1 0+ O i+ 0
30 5 1232 + 63 7.0x 1.0 10+ 3 86+ 3 2% 1 1+ 0 0+ ¢ 1+ 0

NEUT: Neutrophii

LYNPH: Lymphocyte
Mean + S.D. phoey

Significant difference from control group;

WONQ: Monocyte
¥: P<0.05

EOSN: Eosinophil

: P=0.01

BASO: Basophi!

LUG: Large unstained cells
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Table 6. -continued Hematology Exp. No. 5464 (115-154)
Day: 42
Sex Dose level No. of Methemoglobin Reticulocyte
mg/kg animals (%? (%)
Male 0 5 0.80+ 0.31 2.6+ 0.4N
30 5 0.60+ 0.14 3.4+ 1.7
Female o 0.60 + 0.08N 2.3+ 0.4
30 5 0.68 + 0.47 2.0+ 0.3
Mean + S.D.
Significant difference from contro! group; ¥: P=<0.05 ¥: P<0.01

N: Non parametric analysis



Table 7. Coagulation Exp. No. 5464 (115-154)
Day: 28
Sex Dose level No. of PT APTT Fibrinogen
{mg/kq) animals {sec.) {sec.) (mg/dL
Male 6 5 17.5 ¢ 1.2 24.2 + 2.3 231 + 20
1 5 16.7 £ 0.6 23.0+ 1.2 252 £+ 15
3 5 17.2 £ 1.7 24.6 £+ 1.4 235 + 18
10 5 16.5+ 1.4 24.7 £ 3.1 246 + 15
30 5 14.4 £ 0.8%% 19.6 + 2.8% 200 £ 38
Female 0 5 16.1 + 1.0 19.2+ 1.6 199+ 11
1 5 16.2 + 0.8 19.7+ 1.0 197 + 17
3 5 16.4 + 0.7 18.8+ 1.2 199 + 17
— 10 5 15.5 ¢+ 1.0 17.8 + 2.2 194 + 16
~ 30 5 14.8¢ 0.7 18.0 £ 0.4 173+ 20
v
Mean £ S.D.
Significant difference from control group; ¥: P=0.05 +: P<0.01
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Table 7. -continued Goagulation Exp. No. 5464 (115-154)
Day: 42
Sex Dose level No. of PT APTT Fibrinogen
{mg/kg) animals (sec.) (sec.) (mg/dL?
Male o 5 17.7 £ 1.0 23.4+ 1.1 240 £ 19
30 5 17.3+ 1.0 21.8+ 1.0 239+ 1
Female 0 5 16.1 £+ 0.3 18.2+ 0.6 182 + 8N
30 5 15.6 £+ 0.3* 19.1 ¢ 0.7 187 + 25
Mean + §.D.
Significant difference from control group; ¥: P<0.05 ¥ P<0.01

N: Non parametric analysis
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Table 8. Blood chemistry Exp. No. 5464 (115-154)
Day: 28
Sex Dose level No. of Glucose T.cholesterol Triglyceride
(mg/kg animals (mg/dL) mg/dL (mg/dL)
Male 0 5 140 + 13 51+ 5 29.8 + 7.5M
1 5 143 + 21 63+ 9% 51.3 + 17.7
3 5 149 + 25 56+ 8 41.7 + 26.3
10 5 129 + 22 52+ 4 24.7 + 8.1
30 5 100 + 7% 55+ 7 247 + 4.8
Female 0 5 114 + 8N 56+ 8 11.9+ 7.5
i 5 120 + 22 63+ 7 13.5+ 8.2
3 5 118 £ 16 55+ 10 1.6+ 4.4
10 5 115+ 8 64+ 13 25.5 + 19.4
30 5 83+ 3¢ 65+ 11 23.1 ¢+ 9.3
g?ggiiigégi 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. 5464 (115-154)
Day: 28
Sex Dose level No. of BUN Creatinjne T.bilirubin T.protejn Albumin A/G
(mg/kg) animals {mg/dL) (mg/dL) (mg/dL) (g/dL) {g/dL)
Hale 0 5 13.7+ 2.8 0.23 + 0.03 0.04 + 0.01 5.60 + 0.27 3.60 £ 0.20 1.80 £ 0.14
1 5 13.5+ 2.6 0.25 £ 0.05 0.04 + 0.02 5.48 + 0.07 3.62 ¢ 0.10 1.95 £ 0.11
3 5 13.5+ 1.5 0.23 £ 0.02 0.05 ¢+ 0.01 5.52 ¢ 0.19 3.59+ 0.10 1.88 + 0.21
10 5 13.7+ 2.4 0.23 + 0.03 0.04 + 0.01 5.52 + 0.16 3.55 ¢ 0.12 1.80 £ 0.07
30 5 22.9 & 4.5%¢ 0.23 £ 0.02 0.12 £ 0.03*x 5.51 ¢+ 0.1% 3.86 + 0.12% 2.37 £ 0.23%%
Female 0 5 17.5+ 5.0N 0.27 £ 0.02 0.03 + 0.01 5.47 + 0.20 3.49 £ 0.1 1.77 £ 0.16
1 5 15.6 £+ 2.9 0.25 £ 0.02 0.04 + 0.01 5.73 ¢+ 0.21 3.73 £ 0.21 1.88 + 0.18
3 5 14.8+ 0.8 0.26 £+ 0.03 0.04 + 0.02 5.68+ 0.15 3.77 £ 0.18 1.98 + 0.14
10 5 16.3+ 2.4 0.27 + 0.04 0.06 £ 0.01 5.75 £ 0.13 3.82x 0.12 1.99 + 0.18
30 5 20.2+ 4.0 0.23 + 0.05 0.11 £ 0.04%# 5.42 £ 0.39 3.83+ 0.33 2.42 & 0.25%%
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. 5464 (115-154)

Day: 28
Sex Dose level No. of Sodium Potassium Chloride Calcium I.phosphorus
{mg/kg) animals {mmo1/L) (mmo!/L) (mmo1/L) {mg/dL) {mg/dL)
Male ] 5 143.9 £ 0.9 4,50 £ 0.27 108.0 £ 1.2 10.04 + 0.42N 8.05 + 0.53
1 5 143.6 £+ 1.0 4.61 + 0.25 107.8 £ 1.3 9.91 + 0.04 8.19+ 0.27
3 5 142.9+ 1.5 4.39 £ 0.41 106.6 + 2.9 9.94 + 0.24 8.44 £+ 0.62
10 5 144.3 + 1.4 4.31 £ 0.40 106.8 + 1.0 9.81 £ 0.3 8§.75 1+ 0.43
30 5 142.8+ 1.4 4.94 + 0.48 104.6 + 1.0% 10.30 £ 0.11 9.54 + (.84*¢
Female 0 5 142.6 £+ 1.7 4.49 £ 0.36 108.5 + 1.4 9.74 + 0.24 7.55+ 0.71
1 5 143.2 £+ 0.9 4.37 + 0.42 110.0 £ 1.8 9.79 + 0.25 6.81 + 0.68
3 5 143.5 ¢ 0.7 4.24 + 0.39 107.9 £ 1.3 9.91 £ 0.16 7.37 £+ 1.06
10 5 142.4 £ 1.2 4,28 £ 0.59 106.8 £+ 1.7 10.03 £ 0.32 7.89 + 0.52
30 5 Mi1+1.4 4.68 £ 0.18 102.3 £ 1.5%¢ 10.49 + 0.24%% 9.81 + 0.82%¢
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. 5464 (115-154)
bay: 28
Sex Dose level No. of AST ALT ALP Gamma-GTP
{mg/kg) animals (u/L) (u/1) (u/L) (u/L)
Male 0 5 77 ¢ 6 32+ 3 765 + 54 0.4+ 0.2
} 5 67 8 27 ¢ 3 776 £ 153 0.4+ 0.3
3 5 66+ 10 28 + 6 746 + 194 0.4+ 0.0
10 5 66 + 4 26 + 4 737 £ 174 0.5+ 0.2
30 5 51 %% 17 & 2%% 732 + 147 0.5+ 0.2
Female 0 5 73 % 6N 25 + 5N 482 + 141 0.9+ 0.3N
1 5 63 1 6 22 & 3 419 + 79 0.6 0.2
3 5 72 6 23 & 3 442 + 135 0.9+ 0.3
-~ 10 5 62 & 6% 17 & 2% 412 + 112 0.8z 0.5
Sy 30 5 73: 19 2+ 11 513 + 151 1.5+ 1.0
o
g?SRﬁsiaﬁi difference from control group;  *: Ps<0.05  +*: P=0.0]

N: Nop parametric analysis



!

L ¢

Table 8. -continued Blood chemistry

Exp. No. 5464 (115-154)

Day: 42

Sex Dose level No. of Glucose T.cholesterol Triglyceride
{mg/kg) animals (mg/dL) {mg/dL) (mg/dL)

Male 0 5 155 + 20 53+ 11 44.8 £ 28.3
30 5 148 + 24 63+ 15 46.6 £ 11.6
Female 0 5 124 + 5N 62+ 6 15.8+ 8.6
30 5 131 + 18 75 + b¥# 23.7 + 4.8

Wean + §.D.

Significant difference from control group;
N: Non parametric amalysis

¥: P<0.05 *+: P<0.01
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Table 8. ~continued Blood chemistry Exp. No. 5464 (115-154)
Day: 42
Sex Dogse level No. of BUN Creatinine T.billrubin T.protein Albumi Al
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (g/dL) (g/dL
Male 0 5 4.3+ 2.2 0.27 + 0.03 0.05 £ 0.01 5.87 £ 0.18 3.62+ 0.23 1.61 + 0.16
30 5 14.1¢+ 1.8 0.26 £ 0.03 0.05 + 0.01 5.66 + 0.26 3.64 + 0.23 1.81 £ 0.14
Female 0 5 15,9+ 1.6 0.32+ 0.02 0.05 + 0.01 5.97 + 0.28 3.91 + 0.17 1.91 + 0.06
30 5 14.9+ 0.6 0.30 £ 0.03 0.04 + 0.01 5.68 + 0.11 3.70 + 0.12 1.88 £+ 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. 5464 (115-154)

Day: 42
Sex Dose level No. of Sodium Potassiu Chloride Galcium [.phosphorus
{ma/kag) animals {mmo1/L) {mmo /L (mmo /L) {mg/dL) (mg/dL)
Male 0 5 143.3 £ 0.9 4.33 + 0.39 106.1 £ 1.4 9.93 + 0.42 7.75 £ 0.45
30 142.9 £ 1.1 4.63 £ 0.31 106.8 + 1.1 9.83 + 0.38 8.10 + 0.60
Female 0 5 142.4 + 0.5N 4,43 £ 0.14 1105+ 1.8 9.75 + 0.13 5.56 £+ 0.81
30 s 142.8 £+ 1.7 4.17 + 0.27 109.6 £ 1.7 9.68 £ 0.23 6.48 + 0.31%
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. 5484 (115-154)

Day: 42
Sex Dose level No. of AST ALT ALP Gamma-GTP
mg/kg) animals (u/L) (u/L) (u/L) (u/v)
Male 0 5 74 £ 6 33 ¢ 696 + 91 0.8+ 0.2
30 5 76 6 32 ¢ 656 + 153 0.7+ 0.2
Female 0 5 71 ¢ 6 25 + 315+ 79 1.0+ 0.2
30 5 72+ 16 24 + 364 £+ 99 0.9+ 0.2
Mean + S.D.
Significant difference from control group; ¥ P=<0.05 ¥#: P<0.01
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Table 9. Urinalysis Exp. No. 5464 (115-154)
Day: 28
Sex Dose level No. of Volume Osmotic pressure
(mg/kg animals (mL) m0sm/kg
Male 0 5 4.6+ 3.6 1504 + 270
1 5 15.7+ 5.4 1504 + 407
3 5 18.4+ 8.5 1_298 + 635
10 5 18.8+ 7.8 1503 + 547
30 5 14.7+ 4.2 1484 + 557
Female 0 5 17.7+ 6.9 1085 + 311
1 5 12.5+ 7.2 1434 + 531
3 5 9.9+ 3.7 1774 + 501
10 5 10.1 £ 6.0 1733 ¢ 565
30 5 18.2+ 9.1 1088 + 411
g?ggiﬁigégi difference from control group; ¥ P<0.05 ¥ P<0.01
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Table 9. -continued Urinalysis Exp. No. 5464 (115-154)
Day: 28
Sex Dose level No. of Color pH Occoult blood
(mg/kg) animals 123 4567 8 910N 55566.577.588.5=9 - /-1 2+ 3+
Male 0 5 5 5 5
1 5 5 1 4 5
3 5 5 5 5
10 5 4 1 1 1 3 4 1
30 5 3 2 1 4 4 i
Female 0 5 5 5 3 2
1 5 4 1 11 3 301 1
3 5 4 1 5 5
10 5 5 2 1 11 4 1
30 5 5 21 11 5
Color 5= Red-brown, 6= Dark red, 7= Dark brown,

: 1= Golorless, 2= Sll?ht yelfow, 3= Yellow-brown, 4= Red

8= Brown-black 9= Milky white, 10= Fiuorescent green, 1= Blue.
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Table 9.

-continued Urinalysis

Exp. No. 5464 (115-154)

Day: 28
sex D%;S/LSYE| ggimgTs Kezonilgo?iesz+ 3+ 4+ Gigcasgf?/d%?zs 0.5 =1.0 Prgte:?fmgéd%%o =300
Male 0 5 2 3 5 4 1
i 5 1 2 1 1 5 3 2
3 5 3 2 5 1 3 1
10 5 2 1 1 5 1T 2 1 i
30 5 2 3 4 1 1T 1 2
Female 0 5 5 5 2 i
1 5 5 5 1 T 1
5 2 2 1 5 1 2
10 5 13 1 § T 1 2 1
30 5 3 2 5 3 2
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Table 9. -continued Urinalysis Exp. No. 5464 (115-154)
Day: 28
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
mg/kg) animals - 1+ 2+ 34 0.11.02.04.0 8.0 =12

Wale 0 5 4 1 5

1 5 3 2 4 1

3 5 4 1 4 1

10 5 4 1 3 2

30 5 2 2 1 2 3
Female 0 5 5 5

1 5 4 1 5

3 5 3 2 2 3

10 5 2 3 2 3

30 5 3 2 4 1
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 5464 (115-154)
Day: 28

Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
{ma/ka) animais =14 2473+ - 1+ 2¢ 3+ - 1+ 2+ 3+ -+ -4 - + - 4

Male 0 5 5 5 5 5 5 5 5
1 5 5 5 5 5 5 5 5

3 5 5 5 5 5 5 5 1 4

10 5 5 5 5 5 5 5 5

30 5 5 5 5 5 5 5 5

Female 0 5 5 5 5 5 5 5 5
1 5 8 5 5 5 5 5 5

3 5 5 5 5 5 5 5 5

10 5 5 5 5 5 5 5 1 4

30 5 5 5 5 5 5 5 5

others : Crystals
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Table 9. -continued Urinalysis

Exp. No. 5464 (115-154)

Day: 42
Sex Dose level No. of Volume Osmatic pressure
(mg/kq) animals mL) (mOsm/kg)
Male 0 5 16.0+ 4.7 1527 1+ 320
30 5 13.6 ¢ 5.7 1706 &+ 471
Female 0 5 12.9+ 3.2 1599 1+ 284
30 5 4.8+ 3.6 1425 + 280
Mean + S.D.

Significant difference from control group;

¥

P=0.05 ¥t P=0.01
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Table 9. -continued Urinalysis

Exp. No. 5464 (115-154)

Day: 42
Sex Dose level No. of Golor pH Occult blood
{mg/kg) animals 12 3 456 7 8 910M 55566.577.588.5=9 - /- 1+ 2+ 3+
Male 0 5 4 1 4 1 3 2
30 5 4 1 1 4 31 1
Female 0 5 5 5 5
30 5 5 1 4 5

Color : 1= Colorless, 2= Sli?ht yellow, 3= Yel low-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluorescent green, 11= Blue.
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Table 9. -continued Urinalysis Exp. No. 5464 {115-154)
Day: 42
Sex Dose level No. of Ketone bodies Glucose ?/d Protern(mg/dL
{mg/kg) animals - #/- 1% 2+ 3+ 4+ 0.25 0.5 =1.0 0 100 =300

Male 0 5 1 4 5 1 1 1 1 1

30 5 2 3 5 1 2 2
Female 0 5 3 2 5 2 2 1

30 5 2 2 1 5 1 2 2
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Table 9. -continued Urinalysis

Exp. No. 5464 {115-154)

Day: 42
Sex Dose level No. of Bilirubin Urobil inogen (E.U./dL)
(mg/kg) animals - T+ 2+ 3 0.11.02.04.08.0 =12
Male 0 5 5 5
30 5 3 2 4 1
Female 0 5 4 1 3 2
30 5 2 3 3 2
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 5464 (115-154)
Day: 42

Sex Dose level No. of Erythrocytes Leukoc&tes Epith. Cells Casts Fat glob. M. threads others
{mg/kg) animals =14 2473+ - 1+ 2+ 34 -1+ 2+ 3+ - % -+ - + - 4
Male 0 5 5 5 5 5 5 4 1 5
36 5 5 5 5 5 5 2 3
Female 0 5 5 5 5 5 5 5 5
30 5 5 5 5 5 5 4 1 5

others : Grystals
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Tablie 10. Organ weight Exp. No. 5464 (115-154)
Day: 28

Sex Dose level Ne. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (g) (9) (g) (g
Male 0 5 344 + 40 2,10+ 0.09 1.16 £ 0.24 .38+ 1.27 2.61x 0.4
1 5 344 + 23 2.03+ 0.10 1.15+ 0.15 9.63+ 0.96 2.481+ 0.10
3 5 351 £ 20 2.04 + 0.08 1.18 + 0.07 10,19+ 1.12 2.74 ¢+ 0.17
10 5 359 + 14 2.06 + 0.09 1.22+ 0.10 10.80 + 0.71 3.03¢ 0.3
30 5 276 + 26%% '1.93 & 0.05% 1.11 £+ 0.22 9.70 £ 1.00 2.8+ 0.33
Female -0 5 209 + 24N 1.86 + 0.N 0.72+ 0.08 5.75 + 0.88 1.63+ 0.10
1 5 206+ 4 1.85+ 0.09 0.78+ 0.07 6.10 + 0.47 1.71 £ 0.12
3 5 218 + 22 1.94+ 0.05 0.79+ 0.06 6.26 + 1.03 1.69+ 0.16
10 5 221+ 9 1.95+ 0.06 0.80 + 0.07 7.05+ 0.70% 1.82 + 0.16%
30 5 188 ¢+ 11 1.82+ 0.08 0.86+ 0.14 7.52 £+ 0.50%¢ 1.84+ 0.17
Mean + §.D.

Significant difference from contro! group; *: P=0.05 ¥, P=0.01
N: Non parametric analysis
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Table 10. -continued Organ weight Exp. No. 5464 (115-154)
Day: 28
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals {g) (mg) (g) {mg) (mg)
Male 0] 5 0.63+ 0.14 51+ 5 2.89+ 0.20 565 + 163
1 5 0.61 + 0.11 a7+ 9 2.99+ 0.28 510 + 69
3 5 0.61 + 0.09 51+ 5§ 2.90+ 0.18 499 + 78
10 5 0.77 + 0.07 60+ 7 3.10 ¢+ 0.17 599 + 87
30 5 0.70 + 0.08 46+ 9 2.55+ 0.49 412 + 85
Female 0 5 0.43 + 0.04 61+ N 85+ 17 430 + 212
1 5 0.43+ 0.04 66+ 4 80+ 4 521 + 105
3 5 0.42+ 0.06 64+ 8 73+ 18 523 + 105
10 5 0.47 + 0.07 63+ 9 83+ 17 477 + 89
30 5 0.57 £ 0.08%¢ 54 + 10 72+ 13 424 + 51
Mean + S5.D.

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



Table 10,

-continued Organ weight

Exp. No. 5464 (115-154)

Day: 28
Sex Dose level No. of Epididymides
{mg/kg) animals (ing)
Male 0 5 686 + 49
1 5 664 + 27
3 5 674+ 60
10 5 684 + 37
30 5 563 £+ 409%+#
Femaie 0 5
1 5
3 5
10 5
.—4
! 30 5
o~
~
Mean £ S.D.

Significant difference from control group;

#

: P=0.05

¥k

P=0.01
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Table 10. -continued Organ weight Exp. No. 5464 (115-154)
Day: 42
Sex Dose |eve! No. of Body wejght Braip Heart Liver Kidne\{s
(mg/kg) animals {g) () (9) (0) (g
Male 0 5 398 + 53 2.21 ¢ 0.12 1.31+ 0.09 10.99 £+ 2.15N 2.88 + 0.25
30 5 344 £ 18 2.01 &+ 0.05% 1.17 + 0.09% 10.00 + 0.48 2.64 £+ 0.25
Female 0 5 230 £ 11 1.91+ 0.10 0.80 + 0.06 6.25 + 0.22N 1.72 £+ 0.07
30 5 224 + 2% 1.95¢+ 0.13 0.86 + 0.06 7.08+ 0.97 1.89 ¢+ 0.20
Mean + S.D.
Significant difference from contro! group; ¥: P=0.05 ¥¥: P=0.01

N: Non parametric analysis



+

X

6h-1

Table 10. -continued Organ weight Exp. No. 5464 (115-154)
Day: 42
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg} animals (g) (mg) (g) (mg) {mg)
Male 0 5 0.73+ 0.04 58+ 8 3.09+ 0.27 451 + 17
30 5 0.67 + 0.05 5+ 5§ 2.77 £ 0.17 490 £+ 40
Female 0 ' 5 0.51+ 0.02N 63+ 7 87+ 14 479 + 138
30 5 0.45 + 0.09 64 7 83+ 9 442 £ 49
Mean + §.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

g mme e —-

Exp. No. 5464 (115-154)

Day: 42
Sex Daose level No. of Epididymides
(mg/kg) animals (mg)
Male 0 5 942 + 98
30 5 778 £ 161
Female 0 5
30 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. 5464 (115-154)
Day: 28
Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (%) (%) (%) (%Y
Mate 0 5 344 + 40 0.617 + 0.059 0.336 + 0.048N 2.723 + 0.128 0.757 + 0.076
i 5 344 + 23 0.591 + 0.044 0.333 + 0.028 2.797 £ 0.153 0.722 + 0.044
3 5 351 + 20 0.584 + 0.038 0.338 £ 0.019 2.907 + 0.277 0.783 + 0.051
10 5 359 + 14 0.576 + 0.033 0.339 + 0.019 3.013 £ 0.182 0.844 + 0.084
30 5 276 + 26%¢* 0.705 + 0.068% 0.401 + 0.075 3.509 £ 0.126%+ 1.045 + 0.065%%
Femaie 0 5 209 + 24N 0.901 + 0.119N 0.348 + 0.013 2.749 + 0.116 0.786 + 0.081
i 5 206 + 4 0.902 + 0.034 0.377 + 0.031 2.966 + 0.214 0.829 + 0.043
3 5 218 + 22 0.897 + 0.101 0.362 + 0.015 2.861 £ 0.237 0.781 + 0.066
i0 5 221+ 9 0.882 £ 0.031 0.360 + 0.023 3.184 + 0.210%x 0.868 + 0.062
30 5 188 + 11 0.966 + 0,020 0.455 + 0.051*¢ 3.993 £ 0.182%¢ 0.975 £ 0.061%*
Hean + S.D.
Significant difference from control group; ¥: P=0.05 ¥*: P=0.01

N: Non parametric analysis
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Table 11. -continued Organ weight per body weight Exp. No. 5464 (115-154)

Day: 28
Sex D?;S/&gyel g:img{s Sp%g?n Adr?a?ls Te?;§s 0vaE;?s Th¥&§s
Male 0 5 0.181 + 0.028 0.015 ¢+ 0.001 0.847 + 0.108N 0.163 = 0.037
1 5 0.177 + 0.035 0.014 £ 0.002 0.875 + 0.119 0.148 + 0.017
3 5 0.174 + 0.030 0.015 £ 0.001 0.829 + 0.076 0.143 + 0.024
10 5 0.214 £ 0.018 0.017 ¢ 0.001 0.865 + 0.017 0.167 + 0.024
30 5 0.253 + 0.030%+ 0.017 + 0.002 0.937 + 0.235 0.149 + 0.028
Female 0 5 0.207 + 0.019 0.029 + 0.003 0.040 + 0.004 0.201 & 0.074
1 5 0.211 + 0.016 0.032 + 0.002 0.039 £ 0.003 0.253 + 0.047
3 5 0.194 + 0.026 0.030 + 0.004 0.033 £ 0.006 0.243 + 0.058
i0 5 0.214 + 0.023 0.028 + 0.004 0.037 + 0.008 0.215 + 0.036
-? 30 5 0.302 + 0.048%¢ 0.029 + 0.004 0.038 + 0.007 0.225 + 0.027
o
Mean £ §.D.

Significant difference from control group; ¥: P=0.05 +; P=0.01
N: Non parametric analysis
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Table 11. -continued Organ weight per body weight

Exp. No. 5464 (115-154)

Day: 28
Sex Dose level No. of Epididymides
mg/kg) animals (;)
Kale 0 5 0.202 + 0.033
1 5 0.194 + 0.017
5 0.193 £ 0.023
10 5 0.191 £ 0.010
30 5 0.208 £ 0.030
Female 0 5
1 5
3 5
10 5
30 5
Mean + S.D.

Significant difference from control group;

¥: P=0.05

LM

P=0.01
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Table 11.

-continued Organ weight per body weight

Exp. No. 5464 (115-154)

Day: 42
Sex Dose level No. of Body weight Brain Heart Liver Kidneys
mg/kg) animals (g) (%) (%) (%) (%

Male 0 5 398 £ 53 0.561 + 0.070 0.331 + 0.027 2.746 £ 0.163 0.728 + 0.047
30 5 344 + 18 0.587 + 0.040 0.339 + 0.017 2.914 + 0.127 0.767 + 0.050

Female 0 5 230 £ 11 0.833 £ 0.051 0.347 + 0.02% 2.721 + 0.090 0.750 + 0.031
30 5 224 + 29 0.874 £ 0.063 0.387 £ 0.037 3.156 + 0.134% 0.846 + 0.060%

Mean + S.D.

Significant difference from

control group;

*

: P=0.05 ¥¥: P<0.01



Table 11, -continued Organ weight per body weight Exp. No. 5464 (115-154)

Day: 42
Sex Dose level Ho. of Spleen Adrenals Testes Ovaries Thymus
(ma/kg) . aninals P& (%) %) (%) %
Male 0 5 0.187 + 0.025 0.015 + 0.003N 0.791 + 0.145 ' 0.115 ¢ 0.013
30 5 0.194 + 0.015 0.015 £ 0.001 0.808 £+ 0.053 0.143 £ 0.010%%
Female 0 5 0.221 + 0.0 0.027 + 0.002 0.038 + 0.006 0.208 £+ 0.055H
30 5 0.219 + 0.024 0.029 + 0.003 0.037 £ 0.003 0.198 + 0.014
Mean £ S.D. '
Significant difference from contro! group; . P<0.05 *: p<0.01

N: Non parametric analysis



LI

Table 11. -continued Organ weight per body weight

Exp. No. 5464 (115-154)

Day: 42
Sex Dose level No. of Epidldgmides
(mg/kg) animals (%)
Maie 0 5 0.241 + 0.045
30 5 0.225 ¢t 0.040
Female 0 5
3o 5
Mean £ S.D.
Significant difference from control group; ¥: P<0.05 ¥ p<0.01



TJablie 12. Summary of gross findings with statistical analysis ( 28 Days experiment ) Exp. No. 5464 (115-154)

Male animals

Female animals
Bf

Dose level { mg/kg ) Am Bm tm Dm Em Af Gf Df Ef
No. of animals necropsied 5 5 5 5 5 5 5 8 5 5
Organ Findings
RESPIRATORY SYSTEM
fung brown patch/zone 0 0 1 0 ] 0 0 0 0 0
DIGESTIVE SYSTEM
liver pale 0 0 0 0 3 0 0 0 0 3
white patch/zone 0 0 0 0 1 0 0 0 0 0
URINARY SYSTEM
kidney cyst 1 0 0 0 1 0 0 0 Q
dilated pelvis 1 0 0 0 0 0 0 0 0
REPRODUCTIVE SYSTEM
testis smalf 0 0 0 0 1 - - - - -
epididymis smafl 0 0 0 0 1 - - - - -
uterus cyst - - - - - 0 i 0 0 0
dilated lumen - - - - - ] 1 2 0 1
NERVOUS SYSTEM
brain perforation 0 0 0 0 0 1 0 0 0 Q
Am: O Bm: 1 Cm: Dm: 10 Em; 30
Af: 0 Bf: 1 Gf: 3 Df: 10 Ef: 30
Significant difference from control group; ¥ : P = 0.05 % P 5 0.01
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Table 12.

-continued Summary of gross findings with statistical analysis ( 42 Days experiment )

Exp. No.

5464 (115-154)

Dose leve

Male animals

Female animals

( mg/kg ) Am Bm Af
No. of animals necropsied 5 5 5 5
Organ Findings
DIGESTIVE SYSTEM
stomach black patch/zone 0 1 0 0
liver cyst 1 0 0 0
URINARY SYSTEM
kidney dilated pelvis 0 0 0 1
REPRODUGTIVE SYSTEM
uterus diflated lumen - = 0 1
Am: 0 Bm: 30
AT: O Bf: 30
Significant difference from control group; * : P = 0.05 # . P 5 0.01
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Table 13. Summarg of histological findings with statistical analysis
a

(28 bays experiment )

Exp. No

. 5464 (115-154)

KHale animals

Female animals

Dose level { mg/kg ) Am B Cm Dm Em At ot Df Ef
No. of animals negropsied 5 5 5 5 5 5 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
spleen
deposit, pigment 0 0 0 0 5%+ 0 0 0 0 4%
hematopoiesis, extrameduliary 0 0 0 1 3 0 0 0 0 4%
RESPIRATORY SYSTEM
fung
accumulation of foamy cells 0 - - - 1 0 - - - 0
DIGESTIVE SYSTEM
liver
fatty change 0 0 0 3 4% 4 4 3 4 5
cellufar inffltration, lymphocyte 1 0 0 0 0 0 0 0 0 0
microgranuloma 2 5 1 2 2 3 q 2 1 1
URINARY SYSTEM
kidney
basophilic tubules 3 - - - 3 0 - - - 1
cast, hyaline 1 - - - 0 0 - - - 0
dilatation, tubules 1 - - - 3 0 - - - 0
mineralization 0 - - - 0 1 - - - 0
cellular infiltration, lymphocyte 1 - - - 0 0 - - - 0
dilatation, renal pelvis 1 - - - 0 0 - - - 0
REPRODUGTIVE SYSTEM
testis
atrophy, seminiferous tubule - - - 1 -~ - - - -
epididymis
no sperm 0 - - - 1 - - - - -
prostate
cellular infiltration, lymphocyte 1 - - - 0 - - - - -
uterus
diiatation, lumen - - - - - 0 - - ~ 1
ENDOGRINE SYSTEM
thyroid gland
ultimobranchial remnant 0 - - - 0 0 - - - 1
Am: 0 Bm: 1 Cm: 3 Dm: 10 Em: 30
Af: 0 Bf: 1 Gf: Df: 10 Ef: 30
Significant difference from control group; * : P = 0.05 P S 0.01
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Table 13. -continued Summarg of histologica] findings with statistical analysis Exp. No. 5464 (115-154)
28 Days experiment
Male animals Female animals
Dose level ( mg/kg ) Am Bm Dm Em Af Bf cf Df Ef
No. of animals necropsied 5 5 5 5 5 5 5 5 5
Organ Findings
ENDOGRINE SYSTEM
adrenal gland
degeneration, vacuoiar 1 - - 0 0 - - - 0
NERVOUS SYSTEM
brain
malformation 0 - - 0 1 - - - 0
Am: O Bm: 1 Cm: 3 Dm: 10 Em: 30
Af: 0 Bf: 1 Gf: 3 Df: 10 Ef: 30
Significant difference from control group; * : * P s 0.01
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Table 13. -continued Sumggrg of histologica] findings with statistical analysis
a

ys experiment

Exp. No. 5464 (115-154)

Male animals

Female animals
Dose level ( mg/kg ) Am Bm Af Bf
No. of animals necropsied 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
spleen
deposit, pigment 0 S5*% 1 5%
hematopoiesis, extramedullary 0 1 0 0
DIGESTIVE SYSTEM
liver .
fatty change 0 0 3 2
microgranuloma 4 5 3 3
Am: O Bm: 30
Af: O Bf: 30
Significant difference from control group; * : P = 0.05 ¥ P35 0.0]
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Table 14. Summary of histological findings ( 28 Days experiment ) Exp. No. 5464 (115-154)

Sex: Wale
Dose level ( mg/kg ) 0 1 3 10
No. of animals inttiatly in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animal!s examined histologically 5 5 5 5
Organ Findings 1.2 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIG SYSTEM
spleen (5) ( 5) ( 5) ( 5)
deposit, pigment 0 00 0 00 0 0 0 0 0 0
hematopoiesis, extramedullary 0 00 0 00 0 0 0 1 00
RESPIRATORY SYSTEM
lung {5 {0 {0) (0
accumulation of foamy cells ¢ 00 - - - - - - - - -
DIGESTIVE SYSTEM
liver {5) (5) ( 85) (5)
fatty change 0 00 0 0 0 0 0 0 3 00
cellular infiltration, lymphocyte 100 0 00 0 00 0 00
microgranuloma 2 00 5 00 1 00 2 00

URINARY SYSTEM
kidney ( 5) {0 ( 0) ( 0)
basophilic tubules
cast, hyaline
dilatation, tubules
cellular infiltration, |lymphocyte
dilatation, repal pelvis

REPRODUGTIVE SYSTEM

—— ks 3
00000
OO0OOOO

testis {5) (0) ( 0) (0)

atrophy, seminiferous tubule 0 00 - - - - - - - - -
epididymis ) (0) )] (0

no sperm 0 0O - - - -~ - = - - -
prostate )] (0) (0) {0)

cellular infiltration, lymphocyte 100 - - - - - - - - =
ENDOCRINE SYSTEM
adrenal gland (5) (0) (0 (0

degeneration, vacuolar 1 0 0 - - - - - - - - -
1: slight 2: moderate 3: marked

{): No. of animals examined microscopically at this site. -: Not applicable.
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Table 14. -continued Summary of histological findings (

28 Days experiment )

Sex: Male
Dose level ( mg/kg ) 0
Ne. of animals inttially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 1 2 3
HEMATOPOIETIC SYSTEM
spleen {5)
deposit, pigment 5 00
hematopoiesis, extramedul!lary 300
RESPIRATORY SYSTEM
Tung (5)
accumulation of foamy cells 1 00
DIGESTIVE SYSTEM
liver (5
fatty change 4 00
cellular infiltration, lymphocyte 0 00
microgranuloma 110
URINARY SYSTEM
kidney ( 5)
basophilic tubuies 3 o0
cast, hyaline 000
dilatation, tubules 3 0O
cellular infiltration, |lymphocyte g0 00
dilatation, renal pelvis 0 0O
REPRODUCTIVE SYSTEM
testis (5)
. atrophy, seminiferous tubule 010
epididymis (5)
no sperm 1 00
prostate { 5)
‘ cellular infiltration, lymphocyte 000
ENDOCRINE SYSTEM
adrenal gland { 5)
degeneration, vacuolar 0 0 0

}: slight 2: moderate 3: marked

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

-: Not applicable.

Exp. No. 5464 (115-154)
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Table 14.

Sex: Female

-continued Summary of histological findings (

28 Days experiment )

AN-FYyo wvenior

wnoae) 11ovn

rdye

Exp. No. 5464 (115-154)

7

Dose level { mg/kg ) 0 ] 3 0
No. of animals inttially in study 5 5 5 5
No. of animals necrapsied 5 5 5 S
No. of animals examined histologlcally 5 5 5 5
Organ Findings 2 3 1 2 2 3 2 3
HEMATOPOIETIC SYSTEM
spleen (s (5) (5) (s)
deposit, pigment 00 00 0 0 0 0
hematopoiesis, extramedullary 00 o ¢ 0 0 00
DIGESTIVE SYSTEM
liver { 5) { 5) (5) (5)
fatty change 00 4 0 00 00
microgranuloma 00 3 0 0 0 0
URINARY SYSTEM
kidney ( 5) (0) (0 (0)
basophilic tubules 00 - - - -
mineral ization 00 - - - -
REPRODUGTIVE SYSTEM
uterus ( 8) {0 (0 (0)
dilatation, lumen 00 - - - - - -
ENDOCRINE SYSTEM
thyroid gland (5) (0 (0) (0
ultimobranchial remnant 00 - - - - - -
NERVOUS SYSTEM
brain (5) (0) (0 (0
malformation 0 0 - - - - - -
1: slight 2. moderate 3: marked

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

-: Not applicable.



Table 14. -continued Summary of histological findings ( 28 Days experiment )

Sex: Female

Dose level { mg/kg ) 30
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 1 2 3
HEMATOPOIETIG SYSTEM
spleen { 5)
deposit, pigment 4 00
hematopoiesis, extramedullary 4 00
DIGESTIVE SYSTEM
liver (5)
fatty change 4 1 0
microgranuloma 100
URINARY SYSTEM
kidney { 5)
basophilic tubules 1 00
mineralization 0 00
REPRODUCTIVE SYSTEM
uterus (5)
dilatation, lumen 100
ENDOCRENE SYSTEM
thyroid gland (5
ultimobranchial remnant 100
NERVOUS SYSTEM
brain (5)
malformation 0 00
1:; slight .2: moderate 3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.

Exp. No. 5464 (115-154)
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Tabie 14. -continued Summary of histofogical findings (

42 Days experiment )

ATV Wi s [ bt~ Rl

Exp. No. 5464 (115-154)

Sex: Male
Dose level ( mg/kg ) 0 1 3 10
No. of animals inttially in study 5 0 0 0
No. of animals necropsied 5 0 0 0
No. of animals examined histologically 5 0 0 0
Organ Findings 2 3 1 2 2 3 1 2 3
HEMATOPOIETIC SYSTEM
spleen (5)
deposit, pigment 0 0 -
hematopoiesis, extramedullary 00 - - - - -
DIGESTIVE SYSTEM
liver { 5)
microgranuloma 00 - - - - - - -
1: slight 2: moderate 3. marked
{): No. of animals examined microscopically at this site. -: Not applicable.
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Table 14. -continued Summary of histological findings (

42 Days experiment )

Sex: Male
Dose level ( mg/kq } 0
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 2 3
HEMATOPQIETIG SYSTEM
spleen (5
deposit, pigment 00
hematopoiesis, extramedullary 00
DIGESTIVE SYSTEM
liver (5)
microgranuloma 00

}: slight 2: moderate 3. marked

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

-
.

Not applicable.

Exp. No. 5464 (115-154)
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Table 14.

Sex: Female

-continued Summary of histological findings ( 42 Days experiment )

Lenpter

U826 ; 11BVD Fdaye

Exp. No. 5464 (115-154)

Dose level ( mg/kg )

0 1 3 10
No. of animals initially in study 5 0 0 0
No. of animals necropsied 5 0 0 0
No. of animals examined histologically 5 0 0 0
Organ Findings 1 2 3 1 2 2 3 1 2 3
HEMATOPOIETIC SYSTEM
spleen _ (5)
deposit, pigment 1 0 0 - - - - - - -
DIGESTIVE SYSTEM
tiver (5)
fatty change 300 -
microgranuloma 3 00 - -
1: slight 2: moderate 3: marked

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

: Not applicable.



Table 14, -continued Summary of histological findings ( 42 Days experiment ) Exp. No. 5464 (115-154)

Sex: Female
Dose leve! ( mg/kg ) 30
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 1 2 3
HEMATOPOIETIC SYSTEM
spleen (5)
deposit, pigment 5 0 0
DIGESTIVE SYSTEM
liver (5)
fatty change 2 00
microgranuloma 3 00
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. 5464 (115-154)

Sex: Male
Dose level ( mg/kg ) 0 30
Day 28 day 42 day 28 day 42 day
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen {5) {5 { 5) (5)
deposit, pigment - 000 - 000 - 500 - 500
hematopoiesis, extramedullary - 000 - 00 0 -3 00 - 100
RESPIRATORY SYSTEMW
lung { 5) (0) { 5) {0
accumulation of foamy cells - 0 00 - - - - - 1.0 0 - - - -
DIGESTIVE SYSTEM
liver (5 (5) (5) ( 5)
fatty change - 00 - 000 -4 00 - 0 0 O
cellular infiltration, lymphocyte -1 0 0 -0 00 - 000 -0 00
microgranuloma - 00 -4 00 -1 10 -5 00
URINARY SYSTEM
kidney ] (5) (0 (5) (0)
basophili¢ tubules -3 00 - - - = -3 00 - - - -
cast, hyaline - 100 - - - - -0 0 0 - - - -
dilatation, tubules -1 00 - - - - - 300 - - - -
cellutar infiltration,lymphocyte -1 00 - - - - - 0 0 0 - - - -
dilatation, renal pelvis -1 00 - - - - - 000 - - - -
REPRODUGTIVE SYSTEM
testis (5) (0 ( 5) (0
o ) atrophy, seminiferous tubule - 000 - - - - - 010 - - - -
epididymis { 5) (o) ( 5) (0
no sperm - 00 0 - - - - - 100 - - - -
prostate { 5) (0) (5) (0
cellular infiltration, lymphocyte - 100 - - - - - 000 - - - -
ENDOGRINE SYSTEM
adrenal gland ( 5) (0) (5) (0)
degeneration, vacuolar - 100 - - - - - 000 - - - -

T: tumor 1: slight 2: moderate 3. marked
(): No, of animals examined microscopically at this site. -: Not applicable.



Ld-1

Table 15. -continued Summary of histological

Sex: Female

findings in dosed

and recovery experiments { sacrificed )

Exp. No. 5464 (115-154)

Dose level ( mg/kg )

Day 28 day 42 day 28 day 42 day
No. of animals initially in study 5 5 5 S
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings T 1 2 T 1 2 T 1 2 3 T 2
HEMATOPOIETIC SYSTEM
spleen (5) (5) (5) (5
Heposit, pigment - 00 - 10 - 400 ~ 0
hematopoiesis, extramedullary 00 00 -4 00 - 0
DIGESTIVE SYSTEM
liver { 5) { 5) { 5) { 5)
fatty change 4 0 - 30 - 4190 - 0
microgranuloma - 30 30 -1 00 - 0
URINARY SYSTEM
kidney ( 5) (0) (5) {0
basophilic tubules - 00 - -1 0 0 -
mineralization - 10 - -0 00
REPRODUCTIVE SYSTEM
uterus _ (8) (0 (5) ( 0)
dilatation, fumen - 00 - - - - 100 - -
ENDOCRINE SYSTEM
thyroid gland (5) (0) ( 5) (o
ultimobranchial remnant - 00 - - - -1 00 - -
NERVOUS SYSTEM
brain , (5 (0 (5) (0
mal formation - 10 - - - - 000 - -

T: tumor 1: slight

2: moderate  3: marked
(): No. of animals examined microscopically at this sits.

~: Not applicable.
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