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Figures, Tables and Reference data
Figure 1 Survial ratio

Table 1 Survial and mortality
Table 2 Clinical observation
Figure 2 Body weight

Table 3 Body weight

Figure 3 Food consumption

Table 4 Food consumption

Table 5 Food efficiency

Table 6 Hematology

Table 7 Coagulation

Table 8 Blood chemistry

Table 9 Urinalysis

Table 10 Organ weight

Table 11 Organ weight per body weight
Table 12 Summary of gross findings
Table 13 Summary of gross findings
Table 14

Table 15 Summary of histological findings

(sacrificed at 4,
(dead or moribund)
Summary of histological findings (sacrificed at 4 Week)
(dead or moribund)
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¥

RYDIFYAFATEZOLAIOY FOREREEREZHOM T DD, SDE
Sy RERVWERHEORSCL S BENRERSBERREERL -,

Sy RRIBHEESSETARAY, NENBLUEABRCABBESSTORBR
£ @, SE0mEEALL,

RYDIVFYAFNTOEZOAIOY KIZ, BMACERL, 0, 30, 60 BLO
120 ng/kg 2B H 1E, 4EMESGEOZE5L, —RREOBR, AEAE, SHEE
Ale, MEYOHBRE, DREEERE, OERELCERE, RRT, SEERAESX
URBSMRESF-k. B, BEMMIZ2EMEL, BERTHEERBRES
EHL .

TORER, KOWSELENS.

D 120 ng/kg BTIHFANRE4BIRTCLE. FEFREORRICEAERICRET
DL EELEFERD SN L.

—BRREOBRETIE, 8D 60 ng/keg B THEL, MHED 120 ng/keg B THE, HER
BLUOHEEOBENN, TS5ICHD 120 ng/ke HFTUESRDSN. HED 120 g
/kg BTHERIhAEERBEEXBRTRBEER N TEREZRL .

EIRED 120 ng/kg BTHEMINMH T, REIBAUEFETH- . BHEED,
o 120 ng/kg B THREHMEZBL THLFRZD SN/, FAEHRIIH#ED 120
ng/kg BTRE4BOAXBETH - .

EIEHETIL, FELZLEZREEENEZDS L.

MEFHREOEER, #D 120 ng/kg BHT, "EJ/DEE, MV BXUY NCH 0 F
BEAEHONE. BEMABMKTRICE, HRVDEORSLEETITIOSNZIELITR
SNholz.

MBELEFREORBR, BELOVERVERELHEEDTSNZIZRLEZD SN
Mol

RREDOHR, HELILHEBRMERSLEEIS TN ELERDoNAL o k.

LEERATORE, HBE:LERYERSEHMEIT T ONDIEZLIEIBRD S NN
=.

FEY2URETOER, HEBREAIMICBLTHRAFABIUVHARITRTRERDED
EENREINIFARRO S, BREHMAPIZ, 120 ng/ke HOWET 1 F
YN BEREHh, HEFHORBTOZR, FHRER - TFEENEOHENED S
Nnrk.

LR, EEEEIEI#T 30 ng/ke , T 60 mg/kg ZHIBT i,



. B

(w1

RFDPMUAFNTZEZOLIZDOY RIZ, FRBERREOMBELTEAZNT
WBILEMTHS. ZEEMOBHRICOVTIE, BEAEREN L WAD, S, B
BIE¥PWEOR2ARCHEOL> BN EESI X0 -BEL T, BOMRERSELERR
EERBL K.



3. A B B H.:

4. R B B ™.

5. R B B 8.

RPNV IAFNTCEZDLIOY ROy FZ2HWSL8H
MloRERSBEER

NXZPNVPIAFAT O EZDLZO)ROREHEZFMT 35—
BELT, RRE¥ES 1005, EHREI039%, 61XBHEI0148 (88
FOIEIZASH) © THBLEEYELEIRBROFEITI DNV T
KE->T, v b 2A0n2RBMoREESESLRAREZT - .
2B, RBOEMMIRLUSE 2335, HAEEIES, IER/E 823
5 (EMEIFEIIAIRA) O HAECEWHRIIEIRBRRUEEL
FHELRI2IAEFHOREOEEBEZFEED 2N BALKERET
SHBRERIIOWT) OoEEEZHE-ITHDOEL .

2512 ( 115—-046 )
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D

2)

3)

4)

5)

6)

1)

8)

9)

10)

D

12)

13)

14)

15)

16)

HBEME %

CAS No.

oy h&ES

&
e

ft ¥ 4

£ ® f&

BRMEGREBLIUT
BARBKRYMBOLE

RPNV PYUAFINT 2EZULIDY R

56-93-9

2R, BHE

3

RALI—HBRYAREE

RIPWPIYAFIIT7>EZYLZOYE

CH,
|
@-CHz—Tﬁ—CH,-cr
CH,
Ci.oHisNC ]
185. 72
B, Bsa%
B&
239C

RERTHR, WBEBRXTRHLL.

BERTHR, H 2egeRPFE S/ -—KXREL,

L.

b, ERALZERIT TReference data 13 ix- L&,

‘DRSS



1. BBRMEBEIVHHE :

D #EHY
g LSy bCD (SD) REEHEF Yy — IR - UN—H%RH (BMENBERH) H»
SERTHELIABISHIC4BEH THAESIRT, FIOCZMEAL L.
P E2RNUEARRHEICOBMHIMER, YTR7E1R[ITACOBHETRSZHBL L.
BYEIHoPUDKEBEICK > THEIIEL, EEMMEERIVEHERRZHERTIL
SIHATLE. REBGYRIREBAIAACIDEREET .
PYOBENCBEESBIVHENESZABRT S LA NBELARIAT S —DCHWERE
% (Animal ID-No.) Z2M 9T LRI DBEERIL L.
BEMBROGEIHET 137~156 g, T 117~13]1 gTH > .

) DMBSIVERKRERESR
BRERBINTI2ERYE, BEENETEREZZRLTRAL.

3 BEEH

a. FIERHE
BMEAINITIRAFLD 12458HEF= (F 9.8%XD 8.2xH 2.5 n, 200.9 n®) TEHHE
L, BEAHOBZEEITEE2ILIC, AXMNEENE10%, REAEHK 1 KM0E, B
BA 150~300 lux 1285F8 (@7 W4T, FHRTHMELO) &Lk
e EEEHT—-EX (EXEEMFPH) OKBEXEEFH (F 674.2%XD 80. 0xH
175.5 ¢cm) 2AL, 7HIMHE - KAFVAHEEHEETES— (¥ 20.0XxD 28.2
XH 18.0 cm, HESY —T - AXR—Z 10152 ¢cn®) KEHEIETORELHAB &K
FEHICERST 8.
FES—JIRIBE1H, REREEIERDOBRZ L.
B, BPORLHEEESYD, 5BV EHELRM S, F—y0EELECEEERE
LEEBONIREBEROEMLE AN - k.

b. £ £
BHICEALFARRAIIICINEBETIERRXNRH (FEBPRR) HEOKRHHR
BEXENIHARSy b, v OXEE (Modified NIH Open Formula Rat and Mouse
Ration) #@#ALE. EALEZAHOXREDOHHE, TV CINEBEBIELASR
HBHHAEAN BEREDH LI/ — (ARPERER) KEBRLEBLE. TORR
% [Reference data 2) I RU .

c. ¥ 7K
EBMICIiZAKEAZEHBAK ) ANELDBRICERTE/-.
KBEICEDIKABAOLHZHAEZEA BRR4LENZREL ¥ — (HBERER
) IKHKBELEBLE. TOSWER%E TReference data 3) IR LU 7=,

o - - - - T —_~ = = T



4)

5)

6)

7)

AREF O W

HBERBEOHMRZEZTRICRL L.

F&IZ 0, 30, 60 BX 120 me/kg &L, BRI I FMBEXZSE, A, BER
BRALLT, NEHBIXUETHEBRICHHELSKC, SORZHEAL L.

® OB OB 1 2 3 4
A 5
0* 30 60 120
(mg/kg)
# o oM o] ® | M | B | M | B |

B % #1010 5 ) 5 5 10 | 10
5 #T7TE|1001)2001)1101({2101)1201/2201 (13012301
st B OE k| ! ! { { { { { {

g 4 F S |1005/2005)1105{2105|120512205(1305)2305

4 # 7 ¥ [1006]2006 1306]2306
grEEBR| | - |- - -] |
By & 5 [1010[2010 1310/2310

t BHikoAZEKREL .

(AEZREES]

BREBREOLDOZEAMBSHREZ 0, 10, 30, 90 BKX 180 ng/kg DS HAET
ERLE. TORKE, MEEd 180 ng/kg BTRUEMED SN, ETRITHTH%,
MT80% TH-o7=. 90 ng/kg BT, HELHLEEERIIERTZELINZD SN
DHTHo. ->T, BHHRERSBHEABROEHHAEIIX 120 ng/kg &L, L
TAk2 THRULZTHAEZR 60 ng/kg, EARZ 30 ng/keg ITHREL 7.

"5 5%

BREREEIGEDHT RS1 2 IRERSHME] THERENTWIERMEORKSEL &,
RERRBIZEE 100 gt 0.5 m) &L, EHEICAELAGECEITVWTRER
BBHL, 1H1EH, ¢BYEBYVCFE2AVTEARCRFARORS L. ABRECR
BaAkorERRICEEL .

BEROHAR

HEYEISHBI LN EBZETFALMRETREL, &K (NANOpure> 2 7
2n, SYBRON#:, XE) KEMREL L.

ABRIC1ETY, AURESEAREITHABAICREL &.

£ 5 H R
H5HMI8EMEL, BERTH, 0 BXT 120 ng/ke BEDWTRI4BHOE
ERREERL L.



8) BWERMPOHERBRYEOE K/ RELST
BHEBOE M/ BEEROLDEHRBREKLOVT, E1BIVE4ERSARYK
ODBREDIZ2Tok. BB, REBORERRDOVWTIE, FHEAR (KRB 5 2493)
KBWTHUEKRERF CLIARMRETHS I LNRBSIN TN S.
B/ BESNOFEBLUERIT MReference data 4 TR .

______ - - -



12.

D

2)

3

4)

BR, JEBIUVRE:

—RREBEOEER
UM EH2EREL, PHEROFE, THEY, RAOB- L&Y, BCHY
E-HEABEMRER — MIIEEL .

7S g

AERESHABPORERBRKRTEITERAIEHEL &

AERZEETHERE PM 3000 (AMS—%, A4 R) ZHNWTHTY, ZJOovlFE— - 542
JIWCEEsL =,

®#HE

RERCEGERIEGHELLRBEZEHRE PM 3000 (A bS5—%, A1) Z2BWT
flEel, 709y E— - FARZIKEBREL. HER (g/veek) BRUBAHHE (%)
BaEa—S%2RVWTEHL L.

B RRE

BARECSRSRTRBBIVEAEARRTROG 2EEHL .

RmiCHY, BPIHNIKERESEE. BYWET—-FIITHREBRE, BELESRXSE
frroRlmL L. b, HEBARBEIA-KBLXU I I BY —FEZRWE.
FRRCBVWTE, HOMRBED 15 (BHES2000 KBERRENTFRE, TR
JFURRBORFENZDOON, RRREBICHEENEADON, HBHOFT—SHELT
ARNDZXETRWVWEHEL, HALEBEONRLSBRAL 2.

miEFEHRE

MEFEHREICZMZAWE.

REZEAOMEZERESRE TINS B-1E (RA VA, XE) Z2RWVWTITWL, TELDA
BZ&®E L7 (EDTA-3K&ENME) .

H i} B ® (WBC) BREFRE

7R i R 5 (RBC) R H IR

NTE S BE CE (HGB) VT UVAMNESOE VE
ANTRZ Uy bE (HCT) EROROERIOVBE
¥ o5 K Mm% FH (MCV) RBC, HCTL D E M
FHFEMRMNDERE (MCH) HGB, RBCK DB

Y #7% i 2R 1 €8 5% 4R BE (MCHC) HGB, HCT& W E

i 7\ & - (PLT) BEREFIRE

B o R 7\ o B Jo—YA4 bFrIAMY -



HORELSBRLAOHBTAEL &2, HRAOBEBREFEFZZHERL, A1 -V
PONE - FLATRBLTREL 2.

MAmR (RO BREECDHEER (EDTA-KHEM) mMEZE=_a—AFL TNV —T
Rk, DEZREARFZHERLEARLL.

TROHEEROEEBENEER KC-40 (T AN JH, HE) 2AVWTHELAE. @
EERAWE (VI BY-FRNMK) .

Joborv R (PT) guick 1 Bk
EHEAEE2 PO RIS AFBM (APTD oy hg
A NASL AV (Fibrinogen) hOo ¥ EME

b. MKELEHRE
MEECFREISHBELAFEHIHER CentrifiChem ENCORET (R—H—3%f,
H¥E) BL EKTACHEM 700N (a¥F v, XEH) 2AWTTROEEZHEL .
MEZ27U—22— ) (BERX2EYhor, RERFRABR) KERL, 0o0MKE
#% 3000 rrpm T7THMRBLOBMLTE-OABEZAVE.

“ E A (TP) Fa—LlLvbh&E
FIWVTX (Alb) B. C. G. ¥
A/ G (A/G) HEME
il W (Glu) INVaA—AFFIF—FE
g (TG) BE
BavxyFo—J)b (T-Chol) BER &
R #E B2 E (BUN) DLV —EHREE
JVFF=T (Crea) TINVAVEES ) CELREE
BEUN (T.Bili) CTVReERE
AN T L (Ca) ThEFVIBERE
mE oy (IP) BUTTFOBTCEZYLE
FrRUTA (Na) B
AT A (K) ER
B E (cl) ER%
FIWVE I BT FTOEE

NS A72F—E? (GOT) Karmengdk B %
TV EBEEIE &

NS ARATIF—ET (GPT) Karmentk R &
ry—=UNIENFFT R

RTFHF—-E* {r -GTP) Szasz W&
FWAVEFEAZ77 5 —E" (ALP) Bessey-Lowry-Brock B &

"ENOIE B ENCORE I T, i3 EKTACHEM THIZL %&.



9)

K & &
KBy —T2AVTURRE (FAIBELSBEHFMIIRET) RERRLE. 4B,
RRFDBEESLOHBKRBTo . TEOHERBEEZREL L.

R B
& |
# 5:4
Rk =2
it ®

REBRREFEBHSUR-S (KX 74T, RERHEEX) ZHEWTHELAZ. &
BIXR%Z 1500 r.p.n. TSOMELSHLEE, B (XAFNVINAT—RELTK)
L, &LXx.

TROEEHOHMEBICRAN-INT 4 AT 4 v ASC (INA TN - ZHHA R, RER
PRE) 2RV, HMERERSEE CLINITEK 200 (1WA, XE) AWk
BREKCREIE#IBHMUAOHFERZRA VL.

i}
| VS

RO Y @S

=
vy
vo¥y =%

REFHORE
FREREINIRESRTRBIVEEABRETHICHMEL - T IHFRL, ROXFESE
ERLE. ABNET2RERNFRIKS -PCRBLAE. ECHHIEREE, B
BITHEIL .

REEBRSEEBRMEHAEHRT PE 160 (A RS—3, A1 X) ZHWVT, M,
Fig, TR, B, 3T, BR BEPRIURREIIODWTHREL, BEEE - &A&ERL
FEWLE.

LtRERAEHBE - FTEMEK, RX, EHER, PREB (LRMNEEIT) , LB, M,
B, B, Bf (KRBRE®) BLUABRARTELSRDSNLHE - H8BIX10% F &
BEFAILTY CBTEHEL £.

REARKFURERERLZ-RE - #8055, RERTHUIENLARBREIEA
BREOEKR, OR, FE, BE SR TBIUEH (KBE) KODWTREL
7.

WHEBNYHER (AEREFHET) TEBEXRX>s THREBAGELE2ERHLE. BEEOD
REFATRFIUZ I FDCRBELE. BRIIZF LI —TEREL, RED
BEEPIUCBEICDODWTREGLE.



6) T—FORBEBLUHKEHRIT
ARBOEF—FIZaE2—% - VAFAEZHAWTERL, S3#EFLE.

BERBBROGE, BHEE, FHYE, EKFMHREE, MBRELCEREHE, RRAMHA
(REBLUVRREEDH) , BEERBIUBEER - BRI, TRIZRLEZEH
HHMBRITHEY, BRI Bartlett OFLHREEZERLE. F4HOBER—TE
BODHAIHETY, PHBFETCESHOEZTESAZOHE AT Dunnett OB EH 8
BRE, EBHOEXBMNRELRSIBEEE Duncan ODEZEREBRT THERLERERMO
BEEEEZRELE. BartlettOF S HRETAEIBROF AL Kruskal-Fallis DN
MREZERBL, FEDPBEBR /NS AMN IO DunneltOZEHEHRETHR
REBENREZRICOWVWTI Fisher @

BREIBEREBMOAEEEZREL L.
EEERREEERL .
FEABRBSBIVIUOFMRETERL .

A

FRE
2L
— &
palh- &t
5EE FERE
»HH A

Dunnett £ #&
BB E

—— EE MO L [
= +*

Duncan % &
mERE

#

JONTARY D
Dumnett Z2ELBRE

Bartlett
EoHREIERE
HY
Kruskal-Wallis
JE o & E

BEE FEE

HY 2L
T #*®




13.

1

2)

3)

4)

BB &

U R

AFR%E Figure 1 I, £FEBIURTCRIT Table | ITRL .
#hH548ic, D 120 ng/ke BT1H (BPWES2309) BECLE. ThEBRER
ST, M2 CHABRD S Mo k.

EEMMPICIE, HELOHEBEEBIY 120 ng/ke BTRETHEBRBD SN k.

— ke

—BREOBEMAZ Table 2 BX U Appendix | ITRL .

BT, 120 mg/kg B THRE2HEMNOHREMNBRINGED, 52368, S
SEUBERIOMIKBREINAL. HEIRSRINEMORBEL, SKHEEBE#GLE
BEHEITIBVDERLTHD, EERTHULARVENZ2BETH . £k, FAHRIZ
60 mg/kg HTHHRE4HADOS~T7THIZ2HICRTEL =4, 120 ng/kg BICHELE
ROBERIBETTEMNRBNLIEBETH-oL. TOMOEALELLT, 120 ng/kg BT
3, BE4ABIZSHIIKHTEN, L 2AREZEOBENNRD S, ZhsiRnTh
bEEHBICAZ LB OBk, £, BEOFNWKDVWTIR, BEINL 2
FANRNTNLHREA4BOHFEERIY Tho/o/icd, BIEHERIBS M TR k.
e TiX, 120 mg/kge B THRE2E M OHENLHIC, £k, BEBICHEEOENH
S8HIIC, MEMNIFAKBEZN, REA4BRIRERFARBLIOCHEZOBENNI0FIIC, L E
MAFTHEML, TOSB1FARBEABICETLAEYN, RTHATEIRE, REBL
VHEZEOHENBFE G 2EAIPSBEINLLUA, BRI RELCRBBDSNLN .
WTHOERDEEMBICAZ ERD o NN, 2B, HHROBESCREEMIZ
BEr3EIRUTHoE. RHEKDODVWTHLRERBEBKEEIRAKRTH >0, BEERE
ETBREBENZ2EBETH -,

& 2}

kE#% Figure 2, Table 3 BX U Appendix 2 KKxRL .

BT, 120 mg/kg BTHRE 1 AI»SHEMMBBRENRBOON, BEIBLUV4BT
SMHEBCHEZLTEEERLE., BESRTHOMNER & 120 vg/ke BOLEEE,
EEHME TR TOREN RN /2.

T, HEHMFIE 120 ng/kg BTE M ICAERNMMBHHERCH b0 T
NOBBRYERSHEOLNBERLCEFERERRD o d-o~. BH 1B TIE, HEEE
WWHSL T 120 ng/kg B THELACEB THo M, 2BERBEERZRADONR
Mmool

B/ HE

EfER % Figure 3, Table 4 B XX Appendix 3 IZRL =.

BTIE, MEBEICHERLT 120 ng/kg BETREMMEBELU TR MAZED SN, B
BHMICAD S HEBE 120 ng/ke B THRELZERZED SN Mo L.

- ] 3 -



5)

6)

7)

8)

T, RSB BLICREHNMEACT, NBHEIEBRMWERERETENIREDS
nixgho 7=,

EREh R

FEgh® %= Table 5 BX T Appendix 4 WTRL .

BT, MEBICH&ELUT 120 ng/ks B THREH4BICEENRBD SN, 0~
4 BMOEEEEHRBICERIRZD SN Ao, EEMBESRIR, SBEEE 120 ng/ke
BTERRDS BRI 2.

BT, R5HMBLIVEENRZECT, WRBECEBRYEBRSH ETHRERER
mOoNahoiz.

MR FEHBRE
MikFERREZE L Table 6 33 Appendix 5 KRLE.

HERTHROBER

BT, MEBICHEELT 120 ng/ke BETAESOER, NV BXU MCH o0& E
MBHSNE. i, MCV BXT MCH 1d, 30B K 60 mg/kg B THHMEHNED S
e, A\IYrJUy b, N\EJOEVEBIUFRORBEEIHBELEZNRLS, B
BOHBIELTRBEE» L.

TR, WINORERELDNBELHEBRVERSELTESBOD SN Ao k.

EEERRTHOER

TR, IRBICE®LT 120 ng/kge B THFOBRBEOEE, MCH oFENZEDON
7.

BT, HREICHE&RLU T 120 ne/ke BT /PMREVEEERLEN, TRECHE
BHAOE{TH->= (FEME 1103£124 X 10° /uwrn®, n=50) .

mKBEEERE
mMiKBFEEERERLE % Table 7 BL Y Appendix 6 WRL /=,

BREXRTRHRBIUVEHEERERTROLWTNIZBWTD, HBELBDIIHBHIKERDE
REBELTREZTDALIHARERED SN RAM o .

MEELERE
mikE{LERELERE L Table 8 BLY Appendix 7 IxkL &=,

RERTEHORER

BT, NERICHELT 30 3L 120 ng/ke BT (0T AEMERLEDN, R
BEOEFHWBANDOETH - .

T, T XRTOBREFEKRDOVT, ¥RBRBELERPERSBRETENRBDOONR
Mol




9

10)

1)

BEHARKTROER

BTHE, IXTOREHRBIZOWT, NEHBEL 120 ng/ke L TEXBDONR
ok,

HTR, HEBICEBRLUT 120 ng/ke B TEEAOEENBO SN, MHEBEMN
EriCHERMICH D, 120 ng/kg BOBIIEF@WE (FRE : 5 660,20 g/dI,
n=50) NOBTH- .

R B =&
REBRE#E%E Table 9 LY Appendix 8 IR L 7=,

BRERTHBIVEERBRTRHROVWTNIZIBNWTY, HMHBELDICHRBEIERDY
REBLTIRTOREHERBIRDODWTHLARERRBD SN o=,

REEER
HEEHEE% Table 10 KL Appendix 9 IR L 72

BRERTHOBER

BT, EBICEELT 30 BXT 60 ng/keBETHI, BRBIUMBEERNSE,
517 60 me/ke B THREBNLEMELZFRL .

MTE, ERAUBET ORI RTOBERLCONT, MEHLIERMERSHEETER
BHohahro7z.

HERBRERTROBR
HFEIHSERBATETOLITRTOHELOVLT, HERELERDEREHETER
BOohaho7.

HEER-FER
FEEERE-FEE HEXMER) % Table 11 3K Appendix 10 Z/RL /.

BERTHOBE

BT, MEBEICERLT 60 ng/ke B THREANEREOTEMNRD SNk,

TR, ERAEEERLETINTORBEIZDONT, ?‘]‘ﬁﬁﬁ%&:#ﬂiﬁ%ﬁ&%ﬁ&f%
MBDH SN A, K. '

EIERBRETHOMER

BT, SREICHE®RLT 120 ng/ke HTRHEMEROBENED SNk,

T, ERBIEXFERLULEIXRTOBERECDOVLT, WBRECHKRMERSHETE
MBEDSNRBRMo .




12) MEXHRE
BT R % Table 12, 13B KT Appendix 11, 12ic, MBFHF R Table 14, 15
B &LV Appendix 13, 14 IKRLZ.

SEERBYOLBRAABI UHMANR

ABORRLTERERLZEYE, MEE, 30, 60, 120 ng/ke HoThThits# S
HEDOTHo .

6BOMK THEERLZSMIE, SRESHELTNETNS H, 120 ng/kg HHHES
Fl, 4HTH /.

a) BIBRFr &
ABORBEERENCHVOHBRIMETHRYEAILLIZEELEASNDIAARAYD
shizhoi.
HBEEZSOBERINEFRELTR, WOFREK,/ BREEABHE/ XKEMN, Th
ThHMETORBEDONZ. BROFBE " ERBIHTLOHED SN, TOMBER
ENEFRBII<SEND. BERBEORETILEE- L.
BETHEERINLHIYTEEINLEARRE, LBWINLEREORERLELED, #
BYBEICLIZEEBLEZAONSFARED o Ao k.

b) HREFT R
HEBEHNREOKER, #HRYEACIIEEESASNIAMRRBOD S haho k. X
REZEOBEESINEZAALLT, FROFIHEBLSDI WIZERL, BAFR, B
BORMEOHFEREL, MELCPCERLRLIEOEREMNED LN,

RUHBYOLHBRIRB L CHMTR

o 120 ng/kg BTRRCTCHHN LHBERI N/,

a) HBRFh R
ABRMICRFEITREFTREBBRIN AL /2.

b) RBFT R '
HEFHIREOKER, HRICBWT, FEANMMOHALFHARERNED SN
Tk, BBRREAOHBENRYDONL., TOM, FEROAWFR, RHOOLETELELEC
MENRBERINTZ.



4. ERBILUHEH :

D 120 mg/ke BTHRTALIFIZD N, COBYTR, BAUCHOMOBEMTE
BRINLHE, RERBLUVHKEOFNIRCOIBEMANSBRINE. FEEY
BREOKR, FRICHHMREEZFEENMMOHBASFINBD SN, BERARETLD
oNDELTRAD . LALLBYS, PHERTORCHORHELS, T0
BYRERYERECIVRECTLEDDESI SN,

—BRREBEOBERTIE, HHED 120 pg/ke B THE, REBIVKEOHIS, T 5
WCHED 120 ng/kg BTAUENROSH, INOLOERDI L, FBIXDODVWTRED
60 mg/ks DO 1 MOFTHLHREEI N, |REPLICIDHEENED SR LT N BH
BYUERELIBELLEBAONL.

hE, BEERPIUVEESDRIT, #D 120 ng/ke HFOZBEBEZZREBELNEBD LN,
FHEBIUVAHNRIKEOFECIVEIFELE. AEKDODVWTRESRTHOE
NEEST, BIEREDNLZI o L.

MEFHREOKER, O 120 neg/ke BTROHSNEANESOEE, IV BLT
MH OBEOANHERVEARELBEEITONDIEZNLTH oM, BLOBERED
THhY, HRPEOMBIIXMNTIEREIHFTVDIOLEEASNAL. BEARABRKRTHICH
#a 120 ng/keg BTROOoNLELD, ERFILRBEERTHIREDN N> LE
LTHY, HBRPERXKSEOMEFRIREI N, OEKBEEEREICEL TR, HH#
EHREBBOHOENBD D L.

MBRECFREBIUVRREOKER, HBYVARFCIDEFEIX SN DL, M
WINOEICHRBDSN Ao k.

REERAEOLEE, IRCHERYEREOEBZ M T IR TRED SN
.

O 30 BXW 60 ng/ke BTRDHOoNAEM, BRBIUVBROEEROZLLIZ,
NERBICEEZRENZDOLNT, COHMBOSENEERRACHI NS, HFE
EHEEEEAONE. £k, BHD 60 ng/keg BTEDOOSNTEHWIRORER B LU
HEBOHBROVTD, REABRLOBEHSNLRL, HBRMERELEU DT LR
ok, BERRETHRICEDSNTLED 120 ng/kg ORMEAMEROSED,
OBROEKERENILIZELZ2bDEHERBINE.



REFMREOBE, FIRFATRIEERDY, ELHVEIDIIHETNEFRLER
Bgxhiadrolk.

HMEFATE, STEBERIBICI VTR, KBEVEOEEEZR AU I IMRAEEHESh
B0, BTCLAZ1FAOCOHYTRIFMBER SFEENMOHBENBRERI N,
LHL, WTHOEBEOELTHD, BIRESLOZ2FIEOFABER, FEME /N ME
ODHBEEFADNELSERBIAHETH - &.

28, THEARICBWT, FHERIYD 180 ng/kg B CRFRBOBRIIBERIN
amo7-hS, HESHMMPITET LKL 180 ng/ke BOMBEOKRELOHATIFBOIEX
NHBHRBRIN TS, FHROETCHWOFBTIIEBANED Shah oM,
HBFHKRARSIN EFAREREAFEE M OEAIERYARSCL2ZELNE
AbNi.

Ut &b, B TREETED SN —KREOELBLOH#HO 120 ne/kg
HTROONTOEFENREEOE LN ERYER S LBEE ST o N2b0THD,
EEERII—MRBIELABDSNLMLo, BT 30 ng/kg , HT 60 ng/keg&
HEmEhix. '

e .- — - - o -~ 4 — = [
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Table 1.

Survival and mortality

Exp. No. 2512 (115-046)

Sex Dose level Weeks of experiment Mortality
(ng/kg) 1 2 3 4 (%)
Male 0 10710 10/10 10/10 10/10 0.0
30 55 5/5 5/5 5/5 0.0
60 55 5/5 5/5 5/5 0.0
120 10/10 10/10 10/10 10/10 0.0
Female 0 10710 10/10 10/10 10/10 ' 0.0
30 55 5/5 55 5/5 0.0
60 55 5/5 5/5 5/5 0.0
120 10710 10/10 10/10 9/10 10.0

Number surviving / Number per group.
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Table 2. Clinical observation Exp. No. 2512 (115-046)
Sex: Male

Signs Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 1—4)
normal/Number per group 0 10710 10/10 10/10 10/10 10
30 55 &/5 5/5 5/5 5
60 55 5/5 5/5 3/5 3
120 10710 4/10 1/10 1/10 1
sacrificed 0 0 0 0 5 5
30 0 0 0 5 5
60 0 0 0 5 5
120 0 0 0 5 5
dirty hair 0 0 0 0 0 0
30 0 0 0 0 0
60 0 0 0 0 0
120 0 0 0 2 2
lacrimation 0 0 0 0 0 0
30 0 0 0 0 0
60 0 0 0 0 0
120 0 0 0 5 5
salivation 0 0 0 0 0 0
30 0 0 0 0 0
60 0 0 0 2 2
120 0 6 9 9 9
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Table 2. Exp. No. 2512 (115-046)

Sex: Female

~continued Clinical observation

Weeks of experiment Total
1 2 e 3 4

Signs Dose level
(mg/kg) 1— 4

p—t
o

SRS S

e = — e e =

9c¢

normal /Number per group 8

dead

sacrificed

piloerection

dirty hair

lacrimation

salivation

10/10 10/10 10/10 10/10
55 5/5 55 5/5

55 5/5 5/5 5/5
10710 0/10 0710 0/10
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Table 3. Body weight Exp. No. 2512 (115-046)
{(unit : g)
Sex Dose level Weeks of experiment
(ng/kg) 0 1 2 3 4
Male 0 144 + 4 204 £ 7 25 £ 10 303 £ 16 338 + 17
30. 144+ 5 201 + 10 253 + 18 307 + 17 342 +19
“60 144 + 6 204 + 9 259 + 9 309 + 11 340 t 16
120 144 + 6 195 + 10 245 + 15 286 + 18+ 311 £ 19+
Female 0 123 + 4 151 + 9 172 + 10 189 £ 12 208 + 13
30 122+ 5 152 + 3 174 + 10 190 £ 10 206 + 12
60 123 + 4 153 ¢+ 5 172 + 7 192 112 206 £ 9
120 123 + 3 148 + 8 166 + 12 184 £ 15 201 + 21
o Mean # S.D.
~O Significant difference from control group; x; P=0.05 #»; PZ0.01
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Table 3. -continued Body weight

Exp. No. 2512 (115-046)

(unit : g)
Sex Dose level Gain
(mg/kg) 0 — 4)
Male 0 193 + 16
30 197 + 16
60 196 + 13
120 167 + 18+
Female 0 85 + 12
30 83 + 10
60 81+ 9
120 78 & 18

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

sx: P<0.01
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Table 3. -continued Body weight

Exp. No. 2512 (115-046)

(unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 383 + 13 403 + 17 52 +12
120 335 t+ 29%x 360 1 33« 5 + 11
Female 0 221 £ 11 231 + 21 2+ 9
120 197 + 14« 205 t 19 20 + 11
Mean + S.D.
Significant difference from control group; *; P<0.05 xx: P<(.01
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Table 4. Food consumption Exp. No. 2512 (115-046)

(unit : g/week )
Sex Dose level  Weeks of experiment Total
(mg/ke) 1 2 3 4 (0 — 4)
Male 0 166 + 9 17T + 8 180 £ 10 184 £ 14 707 £ 36
30 169 + 9 181 + 6 188 + 16 190 + 10 728 + 36
60 171+ 5 181 + 6 186 + 12 177 + 8 715 ¢+ 21
120 155 + 11=* 166 1 11%= 164 1 14« 167 + 14« 651 + 44%=
Female 0 133 + 10 126 + 10 124 + 8 131 + 6 514 + 29
30 132 + 8 130 £ 6 124 + 2 131 £ 17 517 + 25
60 129 £ 7 122 + 14 127 £ 11 132 + 9 510 + 37
120 125 + 13 122 + 11 124 £ 10 130 + 12 502 + 36

Mean + S.D.
Significant difference from control group; *: P<0.05 =x; P=0.01
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Table 4. -continued Food consumption

Exp. No. 2512 (115-046)

( unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 5 — 6)
Male 0 189 + 7 172 + 13 3l £ 17
120 176 + 18 165 + 14 341 + 30
Female 0 136 + 6 125 + 12 262 + 14
120 126 + 13 121 + 14 247 + 27
Mean + S.D.
Significant difference from control group; *: P<0.05 *»*: P<0.01



Table 5. Food efficiency Exp. No. 2512 (115-046)
(unit : %)
Sex Dose level Weeks of experiment Mean
(mg/ke) 1 2 3 4 (0 — 4)
Male 0 35.9 +3.2 29.6 £ 2. 1N 26.1 £2.9 18.6 + 1.9 21.3 £1.3
30 33.4 +4.8 28.9 t5.6 28.9 +4.5 182 + 1.0 27.2 £ 2.3
60 34.8 £+2.0 30.5 + 1.5 27.0 £ 2.4 17.1 £ 2.7 27.3+12
120 32.5+3.1 30.3 £2.3 24.4 £ 2.8 15.5 £ 2.6+ 25.6 +2.0
Female 0 21.4 +6.3 16.4 + 1.4N 13.8 + 4.4 14.1 + 4.2 16.5 + 2. 1IN
30 21.4 + 2.4 17.5 £ 4.3 124 £ 7.6 12.2 £ 6.1 16.0 £+ 2.0
60 23.6 + 4.0 15.7 + 2.8 15.3 £ 2.5 10.5 + 4.2 16.2 £+ 0.7
120 20.7 £5.3 14.3 + 3.9 15.1 +5.8 11.6 + 4.3 15.6 + 3.3
g?ﬁﬂifigéﬁt difference from control group;  *: P<0.05  ==: P<(.01

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

Exp. No. 2512 (115-046)

( unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 5 — 6)
Male 0 16.8 + 2.8 11.7 + 3.1 14.3 £ 2.7
120 16.0 £ 3.7 15.2 £+ 2.8 15.7 +2.2
Female 0 9.2 +£3.2 7.2 +8.8 8.51+3.1
120 9.4 +5.1 6.0 6.0 7.7 £3.6

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

*: P<0.05  #=: P<0.01



Table 6. Hematology Exp. No. 2512 (115-046)
Week: 4
Sex Dose level No. of HCT HGB RBC ) MCH MCHC
(mg/kg) animals (%) (g/dl) (x10°/mn”) (par’) (pg) &)
Male 0 5 43.4 + 1.7 14.9 £ 0.3 7.52 +0.22 57.7 + 1.1 19.8 £ 0.3 34.2 &+ 0.7
30 5 43.2 £ 2.0 15.1 £+ 0.5 7.28 + 0.38 59.4 + 1.1+  20.7 £ 0.8+ 34.8+ 1.5
60 5 43.5 + 1.4 15.0 £+ 0.5 7.27 £ 0.30 59.8 + 0.8+«  20.7 0.3+ 3.5+ 0.5
120 5 45.8 + 1.4 16.1 £ 0.3%+  7.66 + 0.23 59.8 + 0.9%+  21.0 £ 0.6%* 5.1+ 0.8
Female 0 4 43.0 + 1.3 15.3 £ 0.5 7.49 £ 0.33 57.4 + 1.1 20.4 £ 0.2 35.6 + 0.5
30 5 42.2 + 1.5 15.2 + 0.4 7.46 + 0.36 56.7 + 1.0 20.4 £ 0.7 3.0+ 0.7
60 5 42.6 +1.3 15.1 +0.3 7.36 +0.17 57.9 + 1.0 20.5 + 0.5 3.4+ 0.7
120 5 42.9 +1.3 15.3 £ 0.3 7.44 £ 0.19 57.7 + 0.9 20.6 + 0.4 5.7+ 0.9
w Mean + S.D.
—I Significant difference from control group;  *: P<0.05  s+: P<0.0l
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Table 6. -continued Hematology Exp. No. 2512 (115-046)
Week : 4

Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals  (x10°/u’) (x10°/ma’) NEUT LYMPH MONO BASO Luc

Male 0 5 1074 + 66 9.9+ 1.8 12+ 3 8+ 3 1+ 1 1+ 0 0+ 0 1+ 0
30 5 1161 + 132 13.9 + 2.2 9+ 3 87+ 4 2+ 1 1+ 1 0+ 1 1+ 0
60 5 1082 + 98 12.6 + 1.7 9+ 3 81z 3 1+ 1 1+ 0 0+ 0 1+ 0
120 5 1101 x 156 10.5 + 3.6 11+ 3 8+ 2 2+ 0 1+ 0 0 0 1+ 0

Female 0 4 1114 + 43 6.5+ 2.8 12 2 841 2 1+ 1 2+ 1 0+ 0 1+ 1
30 5 1139 + 57 59+ 2.2 13+ 4 81+ 4 2+ 1 2+ 0 0t 0 1+ 0
60 5 1069 + 90 6.3+ 2.8 11+ 2 84 t 4 211 2+ 2 0+ 0 1+ 0
120 5 1065 + 112 7.3 ¢ 2.5 13+5 84+ 6 2+ 1 2+ 1 0+ 0 1+ 0

%:iNgugrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Significant difference from control group; *: P<0.05  xx: P<0.01



Table 6. —-continued Hematology Exp. No. 2512 (115-046)
Week: 4

Sex Dose level  No. of Reticulocyte
(mg/kg) animals (%)

Male 0 5 30t 2
30 5 29+ 8
60 5 31+ 5
120 5 30t 6

Female 0 4 21t 7
30 5 18+ 6
60 5 20 £ 3
120 5 19t 6

Mean + S.D.
Significant difference from control group; *: P<0.05 «x: P<0.01
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Table 6. -continued Hematology Bxp. No. 2512 (115-046)
Week: 6
Sex Dose level  No. of HCT HGB RBC MCY MCH MCHC
(ng/kg animals (%) (g/dl) (x10°/m) (a’) {pg) (%)
Male 0 44.2 £+ 0.4 156.2 £ 0.3 7.85 +0.10 56.2 + 0.7 19.4 + 0.4 344+ 0.4
120 5 43.1 £ 1.0 15.1 £ 0.4 T.47 £ 0.07%x 57.7 + 1.6 20.2 £ 0.5% 3.0+ 1.0
Female 0 40.7 £ 1.1 14.6 £ 0. IN 7.32 +0.18 55.6 + 0.9 19.9 £ 0.5 35.8+ 0.9
120 4 41.3 + 1.9 14.9 + 0.8 7.49 +0.22 55.2 + 1.6 19.9 £+ 0.8 3.0+ 0.8
Mean + S.D.
Significant difference from control group; *; P<0.05 **: P<0.01

N: Non parametric analysis
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Table 6. —-continued Hematology Exp. No. 2512 (115-046)

Week: 6
Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals {(x10°/ur’) (x10°/ux’) NEUT LYMPH MONO BOSN BASQ LUC
Male 0 5 1014 + 96 11.5 ¢+ 1.5 10+ IN 8 + IN 2+ 1 1+ 0 0t 0 121
120 5 1000 + 121 15.0 + 4.4 91 4 88+ 4 1+ 1 1+ 0 0+ 1 1+ 0
Female 0 5 994 + 719 55+ 1.9 18+ 5 79+ 5 2+ 0 11+ 1 0+ 0O 1+ 0
120 4 1187 + 107« 6.4+ 1.1 13+ 2 8+ 3 2+ 1 21+ 1 0+ 0 1+ 0

ﬂ: Ngugrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
1

Significénf difference from control group; *: P<0.05 **: P<(.01
: Non parametric analysis
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Table 7. Coagulation Exp. No. 2512 (115-046)

Week: 4

Sex D(.Ese level  No. of PT Fibrino§en

mg/kg) animals (sec.) (sec.) (mg/dl

Male 0 5 13.8 £ 0.4 25.1 + 1.5 255 + 20
30 5 13.5 £ 0.3 25.4 £ 1.1 258 + 5
60 5 13.6 + 0.2 25.1 +1.5 266 + 21
120 5 13.7 £+ 0.3 95.9 +1.9 244 + 10

Female 0 4 13.9 £ 0.5 21.0 £ 0.4 223 + 26
30 5 13.9 £ 0.6 21.2 £ 1.2 214 + 27
60 5 13.8 £ 0.2 21.8 + 1.4 207 + 23
120 5 14.0 £ 0.4 21.1 £ 1.6 213 + 18

g%ifiigiagi: difference from control group;  »: P=0.05 =*x: P<0.01
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Table 7.

—continued Coagulation

Exp. No. 2512 (115-046)

Week : 6
Sex Dose level  No. of APIT Fibrinogen
(mg/kg) animals (sec.) {sec.) (mg/d(l)f
Male 0 5 13.6 + 0.4 25.9 +1.3 217 + 21
120 5 13.4 £ 0.3 23.8 + 2.1 254 t 15
Female 0 5 13.8 + 0.5 19.8 + 0.6 195+ 9
120 4 14.1 £ 0.5 19.7 £+ 0.8 204 119
Mean +S.D.
Significant difference from control group; =: P<0.05 «x: P<(0.01
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Table 8.
Week: 4

Blood chemistry

Exp. No. 2512 (115-046)

Sex Dose level  No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)
Male 0 5 11.8 £+ 3.2 0.57 £ 0.09 47 + 10 5.29 % 0.26N 3.04 £+0.15 1.35 + 0.03¥
30 5 11.1 £ 0.7 0.56 + 0.07 38 £ 11 532 +0.16 3.04 £0.13 1.33 £ 0.08
60 5 1IL7T+ 1.9 0.57 + 0.09 46 t 13 5.20 +0.04 2.96 £ 0.07 1.32 £ 0.09
120 5 14.4 + 2.4 0.63 £ 0.02 33 +12 5.36 +0.18 3.15 £+ 0.11 1.43 £+ 0.02
Female 0 4 13.7 ¢+ 3.2 0.67 + 0.06 45+t 6 5.46 + 0.06 3.26 +0.10 1.48 1 0.08
30 5 14.3 + 2.5 0.58 + 0.06 41 + 6 5.34 £0.18 3.23 +0.16 1.54 £ 0.10
60 5 149 ¢+ 2.3 0.59 £ 0.06 46 + 8 5.40 +0.33 3.27 £0.27 1.53 £ 0.08
120 5 13.8 + 1.3 0.55 + 0.07 46 + 12 5.29 +0.22 3.19 +0.18 1.52 + 0.08
Mean + S.D.
Significant difference from control group; *: P<0.05 = P<0.01

N: Non parametric analysis



Table 8. ~continued Blood chemistry Exp. No. 2512 (115-046)

Week: 4
Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Gamma-GTP
(mg/kg animals (mg/dl) (mg/dl) (u/1) U/1) U1 (U/1)
Male 0 5 128+ 9 42.1 + 9.6 48 + 1IN 13+ 2 163 + 29 0.3 +£0.2
30 5 132 £ 15 55.9 £ 21.4 55 t 4= 14+ 2 166 + 48 0.5 +0.4
60 5 125 + 10 44.4 £+ 11.2 52+ 8 12+ 2 138 £ 21 0.5 £0.4
120 5 115 + 10 40.7 + 8.8 56 + 3+ 14+ 2 166 + 19 0.6 + 0.5
Female 0 4 105 + 6 3.3+ 58 57+ 8 15+ 2 132 + 38 0.9 £+0.2
30 5 106 + 12 30.5 + 4.9 59 + 11 16+ 2 105 + 34 1.1 £ 04
60 5 105 + 13 3.7+ 82 53+ 8 15+ 2 109 + 23 0.8 £0.4
120 5 103 + 15 28.2 + 2.7 5% + 10 16 + 4 83 + 22 0.9 £0.2
f> Mean + S.D. |
1 Significant difference from control group;  »: P<0.05  =+: P<(.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 2512 (115-046)
Week: 4
Sex Dose level  No. of T.bilirubin Sodium Potassium Chloride Calcium 1. phosphate
(mg/ke) animals (mg/dl) (mmo1/1) (mmol/1) (mmol/1) (mg/d1) (mg/dl)
Male 0 5 0.11 + 0.02 144.1 £+ 1.0 4.50 £0.31 107.2 £ 0.7 9.79 +0.35 7.81 £ 0.28
30 5 0.10 £ 0.01 143.5 £ 0.7 4.61 £0.25 107.0 + 1.6 9.82 +0.27 7.80 % 0.65
60 5 0.11 £ 0.02 1447 £+ 1.4 4.48 +0.24 107.9 + 1.5 9.64 +0.28 7.61 +0.25
120 5 0.11 £ 0.03 143.1 £ 1.4 4.74 £ 0.21 106.3 + 0.7 9.63 +0.15 812 £ 0.58
Female 0 4 0.14 +0.02 143.6 + 0.7 4.32 +0.25N 111.2 + 1.4 9.74 + 0.12N 6.75 £ 0.55
30 5 0.15 £ 0.02 142.2 £+ 1.6 4.50 £ 0.28 109.0 + 0.7 9.64 +0.34 6.28 + 0.48
60 5 0.16 +0.05 142.5 + 1.4 4.91 +1.22 109.2 + 1.9 10.02 + 0.49 7.34 +0.83
120 5 0.14 £ 0.03 141.4 + 1.1 4.57 +0.37 108.9 + 1.8 9.77 £ 0.13 6.96 £ 0.59
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. 2512 (115-046)
Week: 6
Sex Dose level  No. of BUN Creatinine T. cholesterol T.protein Albumin A/G
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)
Male 0 10.8 + 1.6 0.65 + 0.10 33 £ 11 5.43 +0.21 3.05 £0.12 1.29 : 0.04
120 5 12.7 + 2.5 0.63 + 0.08 35 +13 5.44 £ 0.27 3.12 +0.13 1.35 + 0.07
Female 0 13.6 £+ 2.9 0.65 ¢ 0.03 42 + 18 5.83 +0.28 3.40 :0.24 1.39 + 0.08
120 4 15,1 + 2.4 .63 £+ 0.10 45 + 17 5.44 1 0.15% 3.16 +0.18 1.39 £ 0.12
Mean +S.D. |
Significant difference from control group; *: P0.05 *x; P<O0.01
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Table 8. ~continued Blood chemistry

Week: 6

Exp. No. 2512 (115-046)

Sex Dose level No. of Glucose Triglyceride GOT GPT ALP Gamaa-GTP
(mg/kg) animals {mg/dl) (mg/dl) u/1) (U/1) /1) U/1)
Male 0 146 + 22 62.5 + 19.2N 40 + 4 14+ 3 136 + 30 0.8 +0.4
120 139 + 25 2.1 + 4.3 45 + 7 14+ 2 138 + 17 0.91£02
Female 0 114 £ 15 49.8 +20.2 46 + 10 13+ 1 73 + 27 1.1 £+ 0.6
120 103 t 16 38.3+ 8.8 47+ b5 13+ 3 8 + 24 1.0 £+ 0.4
Mean + S.D.
S@gnificant difference from control group; *: P<0.05 *+: P<0.01

Non parametric analysis
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Table 8. —-continued Blood chemistry . No. 2512 (115-046)
Week: 6
Sex Dose level  No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate
(mg/kg) animals (mg/dl) (mmol/1) {(mmol/1) {mmol/1) {ng/d1) (mg/dl)
Male 0 5 0.11 + 0.01 142.5 £ 0.7 4.01 £0.13 108.2 + 1.3 9.70 £+ 0.26 7.36 + 0.51
120 5 0.11 £ 0.02 141.5 + 1.1 4.22 £ 0.27 107.1 £ 1.6 9.77 £+ 0.31 7.80 + 0.50
Female 0 5 0.16 £ 0.05 141.3 £+ 1.3 4.00 +0.53 107.9 + 2.7 9.94 +0.40 6.15 + 0.80
120 4 0.15 £+ 0.05 140.9 £ 1.1 429 £0.25 110.4 + 1.7 9.60 £ 0.31 594 +0.91
Mean & S.D.
Significant difference from control group: *: P<0.05 «x: P<0.01
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Table 9. Urinalysis

Week: 4
Sex Dose level No. of Volume Specific Gravity
(mg/kg) animals {ml)
Male 0 5 21 £ 10N 1.042 £ 0.016
30 5 16 + 1.055 £ 0.011
50 5 19 + 1.040 + 0.017
120 5 18 + 1.043 + 0.006
Female 0 4 15+ 9N 1.056 + 0.022
30 5 9+ 2 1.063 & 0.007
60 5 11t 6 1.070 + 0.019
120 5 20 + 12 1.044 1 0.027
Mean t S.D.
Significant difference from control group; *; P<0.05 *x: P<0.01

N: Non parametric analysis

Exp. No. 2512 (115-046)



Table 9. —continued Urinalysis Exp. No. 2512 (115-046)
Week: 4

Sex Dose level  No. of Color Turbidity pH
(mg/kg) animals 1 23456178391011 Clear Muddy 55566.577588.5 29
Male 0 5 5 5 2 21
30 5 5 5 2 1 11
60 5 5 5 1 1 3
120 5 5 5 2 3
Female 0 4 4 4 11 2
30 5 5 5 1 1 1 2
60 5 5 5 11 2 1
120 5 5 5 1211

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluoresent green, 11= Blue.
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Table 9. -continued Urinalysis Exp. No. 2512 (115-046)
Week: 4
Sex D?se level No. of Occult Blood Ketones Glucose (%/dl)
ng/kg) animals +/— 1+ 2+ 3+ +/~ 1+ 2+ 3+ 4+ 0.1 0.2505 =21.0

Male 0 5 5 2 1 5

30 5 5 1 1 5

60 5 5 2 1 5

120 5 5 5 5
Female 0 4 4 1 4

30 5 5 2 5

60 5 5 1 5

120 5 4 1 5 5




Table 9. -continued Urinalysis Exp. No. 2512 (115-046)
Week: 4
Sex Dose level  No. of /d1) Bilirubin Urobilinogen (E. U. /dl
(ng/kg) animals 0 100 =300 - 1+ 2+ 3+ 0.11.02.04.080 =212

Male 0 5 2 1 2 5 2 3

30 5 1 3 1 5 1

60 5 4 1 5 2 3

120 5 4 5 5
Female 0 4 3 4 1 3

30 5 4 1 5 5

60 5 1 3 1 4 1 5

120 5 3 1 5 3 2
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Table 9. —continued UBrinalysis : Microscopic examination of sediment Exp. No. 2512 (115-046)

Week: 4

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

(mg/kg animals -1+ 2+ 3+ -1+ 2+ 3+ - 1+ 2+ 3+ -+ -+ -+ -+

Male 0 5 5 5 5 5 5 5 14
30 5 5 5 5 4 1 5 5 5
60 5 5 5 5 5 5 5 1 4
120 5 5 5 5 5 5 5 5

Female 0 4 4 4 4 4 4 4 1 3
30 5 3 2 5 41 4 1 5 5 5
60 5 5 5 5 5 5 5 5
120 5 5 5 41 5 5 5 5

others : Crystals
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Table 9. -continued Urinalysis Exp. No. 2512 (115-046)
Week : 6
Sex Dose level  No. of Volume Specific Gravity
(mg/kg) animals (ml)

Male 0 16+ 4 1.037 + 0.011

120 5 18+ 6 1.037 £ 0.021
Female 0 5 16 + 3 1.049 £ 0.014

120 17 + 10 1.041 £ 0.016

Mean + S.D

Significant difference from control group;

*: P<0.05 *x; P<0.01



Table 9. —continued Urinalysis Exp. No. 2512 (115-046)
Week: 6

Sex Dose level  No. of Color _ Turbidity pH
(mg/kg animals 123456178 91011 Clear Muddy 5556657175885 29

A e e o B e — - e - e

_ e — e

9¢

Male 0 5 5 11
120 5 5 2 2

Female 0 5 1121
120 4 2

Color : 1= Colorless, 2= Sli

t yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

8= Brown-black 9= Milky white, 10= Fluoresent green, 11= Blue.
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Table 9.

—continued Urinalysis

Exp. No. 2512 (115-046)

Week: 6
Sex Dose level No. of Protein (mg/dl) Bilirubin Urobilinogen (E.U. /dl
(mg/kg animals - +/- 30 100 =300 - 1+ 2+ 3+ 0.11.02.04.08.0 =12
Male 0 5 3 2 5 4 1
120 5 4 1 5 4 1
Female 0 5 3 2
120 4 2 2 4 2




Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 2512 (115-046)
Week: 6
Sex Dose level  No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
{ng/kg) animals - 1+ 2+ 3+ -1+ 2+ 3+ - 1+ 2+ 3+ -+ -+ - + ~ +
Male 0 5 5 5 5
120 5 5 5 5 5 4 1 2 3
Female 0 5 5 5 5 5
120 4 4 4 4 4
others : Crystals
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Table 10. Organ weight

. No. 2512 (115-046)

Week: 4
Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals (® (® (®) (8 (8)

Male 0 5 324 11 2.03 + 0.06 9.26 + 0.73 2.48 + 0.17 0.51 + 0.06
30 5 342 +19 2.12 + 0.05# 10.37 £ 1.24 2.84 &+ 0.27« 0.67 + 0.07+
60 5 340 + 16 2.13+ 0.07« 10.04 + 0.97 2.81 £ 0.19¢ 0.66 £+ 0.13*
120 5 316 t 16 2.02 £ 0.05 8.55 + 0.53 2.47 + 0.08 0.44 + 0.10

Female 0 5 207 + 13 1.90 + 0.07 5.93 + 0.30 1.62 £ 0.11 0.3 + 0.03
30 5 206 + 12 1.89 + 0.02 5.8 1+ 0.35 1.71 + 0.05 0.38 + 0.03
60 5 206 + 9 1.88 £ 0.05 5.91 + 0.66 1.59 + 0.08 0.39 + 0.09
120 5 213 £ 19 1.89 + 0.07 6.22 + 0.39 1.7 + 0.15 0.37 + 0.05

Mean 1 S.D.
Significant difference from control group;

s: P<0.05 «: P<0.01
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Table 10. —continued Organ weight Exp. No. 2512 (115-046)

Week : 4

Sex Dose level  No. of Adrenals Testes Ovaries Thymus

(mg/kg) animals (mg) (8) (mg) (ng)

Male 0 5 6 £+ 7 2.91 ¢+ 0.12 567 1+ 133N
30 5 53+ 9 2.83 + 0.17 675 + 19
60 5 18 + 4 2.88 + 0.15 740 + 80%
120 5 53+ 5 2.82 + 0.19 564 + 47

Female ] 5 58 ¢+ 5 4+ 9 403 + 93
30 5 61 + 6 81 + 8 430 + 56
60 5 58 + 10 80 + 13 458 + 53
120 5 60 + 6 81+ 8 381 + 93

'é‘%ifigiagf difference from control group;  *: P<0.05  s=: P<(.01

N: Non parametric analysis



Table 10.

—continued Organ weight

. No. 2512 (115-046)

Week: 6
Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/ke) animals ® ®) (8) ] (g}
Male 0 403 £ 17 2.10 + 0.07 11.42 + 1.12 2.89 + 0.37 0.64 £ 0.08
120 360 + 33« 2.06 + 0.15 9.94 + 1.42 2.62 + 0.27 0.61 + 0.09
Female 0 5 231 +21 1.97 + 0.06 6.14 + 0.67 1.70 + 0.06 0.44 + 0.07
120 205 £ 19 1.94 + 0.05 5.35 + 0.46 1.56 + 0.14 0.38 + 0.05
Mean + S.D.
Significant difference from control group; «: P<0.05 «*; P<0.01
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Table 10. -continued Organ weight
Week: 6

Exp. No. 2512 (115-046)

Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (mg) (® (mg) (mg)
Male 0 5 60 + 14 3.08+ 0.25 444 £ 104
120 5 54+ 5 219 ¢ 0.19 511 + 76
Female 0 5 64+ 5 8+ 4 408 + 90
120 4 67+ 6 M+ 9 326 + 51
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. 2512 (115-046)

Week: 4

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

Wg/ke)  animals ® ®) @) & @)

Male 0 5 324 11 0.629 + 0.035 2.857 + 0.157N 0.767 + 0.049 0.157 + 0.014
30 5 342 + 19 0.621 + 0.029 3.032 + 0.290 0.833 + 0.078 0.197 1 0.028
60 5 340 t 16 0.627 # 0.030 2.955 + 0.239 0.826 1 0.050 0.194  0.038
120 5 316 + 16 0.639 + 0.029 2.706 + 0.046 0.783 + 0.036 0.139 1 0.027

Female 0 5 207 + 13 0.920 + 0.045 2.896 + 0.103 0.791 + 0.083 0.191  0.019
30 5 206 + 12 0.922 + 0.061 2.842 + 0.197 0.834 +0.075 0.186 = 0.014
60 5 206 + 9 0.915 £ 0.058 2.870 + 0.206 0.771 + 0.018 0.189 + 0.035
120 5 213 + 19 0.837 + 0.056 2.927 £ 0.270 0.822 1 0.100 0.171 1 0.017

g‘?ﬁr"ﬁ%igégi; 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. 2512 (115-046)

Week: 4

Sex Dose level  No. of Adrenals Testes Qvaries Thymus

{ng/kg) animals (%) (%) %) (%)

Male 0 5 0.014 + 0.002N 0.839 + 0.039 0.175 + 0. 042N
30 5 0.016 + 0.003 0.831 £ 0.082 0.198 + 0.008
60 5 0.014 + 0.001 0.849 + 0.066 0.218 + 0. 020+
120 5 0.017 + 0.001 0.896 + 0.090 0.179 + 0.015

Female 0 5 0.028 + 0.002 0.036 + 0.004 0.195 + 0.043
30 5 0.030 + 0.005 0.040 + 0.003 0.210 + 0.031
60 5 0.028 + 0.004 0.039 = 0.005 0.223 + 0.022
120 5 0.028 + 0.003 0.038 + 0.006 0.179 + 0.045

g?}.n\ijftigé\sp\'t difference from control group;  *: P=0.05  =x: P<0.01

Non parametric analysis
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Table 11.
Week: 6

-continued Organ weight per body weight

Exp. No. 2512 (115-046)

No. of

Sex Dose level Body weight Brain Liver Kidneys Spleen
g/kg)  animals ® @) @ & @)
Male 0 5 403 + 17 0.522 +0.015 2.828 + 0.182 0.718 £ 0.105 0.157 + 0.015
120 360 * 33+ 0.570 + 0.028+x 2.754 +0.218 0.730 + 0.062 0.170 + 0.017
Female 0 5 231 + 21 0.859 + 0.102 2.661 £ 0.201 0.742 + 0.066 0.191 + 0.023
120 205 + 19 0.952 £ 0.079 2.615 1 0.150 0.764 + 0.035 0.186 + 0.018
Mean + S.D.
Significant difference from control group; *: P<0.05 #x: P£0.01



Table 11. —-continued Organ weight per body weight

Exp. No. 2512 (115-046)

Week : 6
Sex Dose level No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) (%) (4] (%)

Male 0 0. 015  0.003 0.764 t 0.049 0.111 +0.029
120 0.015 + 0.001 0.779 + 0.060 0.142 + 0.016

Female 0 0.028 + 0.003 0.034 £ 0.002 0.176 + 0.030
120 0.033 £ 0.006 0.035 + 0.004 0.160 1 0.026

Mean + S.D.

Significant difference from control group;

~J

*: P<0.05 xx: P<(0.01
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Table 12. Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2512 (115-046)
Sex: Male
Dose level ( mg/kg ) 0 30 60 120
No. of animals necropsied 5 5 5 5
Organ Findings
CARDIQVASCULAR SYSTEM
heart white patch/zone 0 0 1 0
RESPIRATORY SYSTEM
lung black patch/zone 0 0 1 0
colored patch/zone 1 0 0 1
red pa Zone 1 1 1 2
DIGESTIVE SYSTEM
liver colored patch/zone 0 0 1 0
diaphragmatic hernia 0 0 0 1
white patch/zone 0 0 0 1
ENDOCRINE SYSTEM
pituitary gland
cyst 0 1 0 0




69

Table 12. -continued Summary of gross findings ( sacrificed at

Exp. No. 2512 (115-046)

Sex: Female
Dose level ( mg/keg ) 0 30 60 120
No. of animals necropsied 5 5 5 5
Organ Findings
CARDIQVASCULAR SYSTEM
heart black patch/zone 0 1 0 0
HEMATOPOIETIC SYSTEM
spleen enlarged 1 0 0 0
lymph node enlarged 1 0 0 0
tmnus red patch/zone 2 1 0 0
RESPIRATORY SYSTEM
lung black patch/zone 1 0 0 0
colored patch/zone 1 0 0 0
red patch/zone 0 0 0 2
DIGESTIVE SYSTEM
liver enlarged 1 0 0 0
granular 1 0 0 0
pale 1 0 0 0
choledochus dilated lumen 1 0 0 0
URINARY SYSTEM
kidney cyst 1 0 0 0
dilated pelvis 0 0 0 1
enlarged 1 0 0 0
pale 1 0 0 0
REPRODUCTIVE SYSTEM
ovary cyst 0 0 2 0
uterus dilated lumen 1 0 0 0
ENDOCRINE SYSTEM
pituitary gland
cyst 1 0 ] 0
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Table 12. —continued Summary of gross findings { sacrificed at
Sex: Male

6 week )

Exp. No. 2512 (115-046}

Dose level ( mg/ke ) 0 30 60 120
No. of animals necropsied 5 0 0 5
Organ Findings

HEMATOPOIETIC SYSTEM

spleen deformed 0 - - 1
URINARY SYSTEM

kidney white patch/zone 1 - - 0
ENDOCRINE SYSTEM

adrenal gland enlarged 1 - - 0
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Table 13.

Summary of gross findings ( dead or moribund )

Exp. No. 2512 (115-046)

Sex: Female
Dose level ( mg/kg ) 0 30 60 120
No. of animals necropsied 0 0 0 0 0 1 0 1
Organ Findings M M D&M M DM D M D&M
DIGESTIVE SYSTEM
small intestine

autolysis - - - - - 1 - 1
large intestine

autolysis - - - - - 1 - 1
NERVOUS SYSTEM
brain autolysis - - - - - 1 - 1

-: Not applicable.



Table 14. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2512 (115-046)
Sex: Male

Dose level ( mg/k%.) 0 30 60 120

No. of animals sacrificed at 4 week 5 5 5 5

No. of animals necropsied . 5 5 5 5

No. of animals examined histologically 5 0 0 5

Organ Findings 1 2 3 1 23 1 23 1 2 3

DIGESTIVE SYSTEM

liver ) ( 5) (0 ( 0) (5)
fatty change, peripheral 0 00 - - - - - - 1 00
granulation 4 00 - - - - - - 4 00
infiltration/cellular 1 00 - - - - - - 0 00
hepatodiaphragmatic nodule 0 00 - - - - - - 1 00

URINARY SYSTEM

kidney . (5 (0 (0 (5
basophilic change 300 - - - - - - 4 00
deposit of calcium 1 00 - - - - - - 0 00
eosinophilic bod{ 0 00 - = - - - - 1 00
infiltration/cellular 0 00 - - - - - - 1 00

MUSCULOSKELETAL SYSTEM

bone ) ( 5) { 0) (0) ( 5)
osteosclerosis 0 00 - - - - - - 1 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 ( sacrificed at 4 week ) Exp. No. 2512 (115-046)
Sex: Female
Dose level ~ { mg/kg ) 0 30 60 120
No. of animals sacrificed at 4 week 5 5 5 5
No. of animals necropsied . 5 5 5 5
No. of animals examined histologically 5 0 0 5
Organ Findings 123 123 123 1 23
HEMATOPOIETIC SYSTEM
bone marrow o (5) (0 (0 (5
granulopoiesis, increased 100 - - - - - - 00
spleen o (5 (0) (0 (5
capsulitis ) 000 - - - - - 100
hematopoiesis, increased 1 00 - - - - - - 0 00
DIGESTIVE SYSTEM
liver ) . . { 5) (0) (0 (5)
bile duct dilatation 0 01 - - - - - - 0 00
cytological alteration 1 00 - - = - - - 0 00
fatty change . 100 - - - - - - 100
fatty change, peripheral 100 - - - - - - 1 00
necrosis . 100 - = - - - - 0 00
swelling of liver cells 100 - - - - - - 0 00
cholangitis 1 00 - - - - - - 000
ranulation . 200 - - - - - - 4 0 0
ile duct hyperﬁlasxa L 001 - - - - - - 0 00
extramedullary hematopoiesis 100 - - - - - - 000
URINARY SYSTEM
kidney (5) ( 0) (0 (5)
S 1 g A5 T
ilic e - - - - - -
cyst . 1 00 - - - - - - 000
hydronephrosis 0 00 - - - - - - 100
tubular dilatation 010 - - - - - - 100
Iymphocytic infiltration 0 00 - - - - - - 1 00
fibrosis 1 00 - - - - - - 100
ENDOCRINE SYSTEM
adrenal gland ) (5) (0) (0) ( 5)
vacuolic change 1 00 - - - - - - 000

1: slight 2: moderate 3: marked

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

~: Not applicable.



Table 15. Summary of histological findings ( dead or moribund ) Exp. No. 2512 (115-046)

Sex: Female

Dose level (mg/kg ) | 0 30 60 120

No. of animals dead or moribund 0 0 0 1

No. of animals necropsied . 0 0 0 1

No. of animals examined histologically 0 0 0 1

Organ Findings 1 2 3 1 23 1 23 1 2 3

HEMATOPOIETIC SYSTEM

BArrow . ) (1)

angiectasis - - - - - - - - - 1 00

DIGESTIVE SYSTEM

liver L (1)
eosinophilic body - - - - - - - - - 1 00
swelling of liver cells - - - - - - - - - 100
granulation - - - - - - - - - 100

ENDOCRINE SYSTEM

adrenal gland ) (1)
hyperplasia - - - - - - - - - 1 00

1: slight  2: moderate 3: marked, L.

(): No. of animals examined microscopically at this site. -: Not applicable.

—~J
&)



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	図1
	表1
	図2
	表2
	図3
	表3

		2024-08-30T11:44:12+0900
	National Institute of Health Sciences




