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B
2-(2’-Hydroxy-3,5°-di-tert-butylphenyl)benzotriazole @R EIREHEFHS
T B8, Crj:CD(SDIGS £ T v k& A/ 28 AR EHRS HERER
EEMmLTE.

T MI LB ST s B, MESBLUREAERITIgES
SIEOEEHZRVT, SFT0REFERL L.
WRWEEI— T IVIZBELT, 0, 0.5, 2.5, 125 BXU62.5 mgkg
KHYET2%2#0 10, 4 BRREFORSL, —BRREOBR, #E
fiE, MEERE, MRFERE, MKEBEERE, miREERE, RR
T, BEERREBIVREBERERT o/, b, BEHMII 2 AR E
L, BERTRERRZREZEBL /2.
TDRERIIRDERDICENTNS.

REMFBLIUVEESEZE L T—RRABICELIZERENT, MR
SUEREGHTRLADED SN Tz,

FETI, SREROBEIIBHNTELIEIRD SN,
BEETIH, 625mgkg HBOMBETREEZRL/ERALN, REBEED
EEHDVIIEEEFRTH 5 7.

FEIZIERIT 62.5 mg/kg O TEMEZRL, S HMOFHERZIE S K
ETH-o7z.

MEFRETIE, 2.5 mgkg LEDBEOHETAT 7 )y ME, NES O
BB UORMERBDEMEERLZ. 51T, 125 BXU 62.5 mg/kg
HOHTH MCHC MEMEZR L. EEMMKTECS 625 mykg HD
BTAT Ry ME, NESOECE, FfEE, MCH BXUMCHC
PEME, WRmMEREENSEEZRL 2.

MREEBEREMRZE TIX, 2.5 mgkeg AL OHOHEB L TN 62.5 mg/kg B O T
T4 TN )= BBREERL, #BYEOFELEA SN, BIER
R TEETIE, 74 TV ) =Y BN 625 mykg HOMTHEEB L OH T
WENED o .

M ACFRE TIE, 2.5 mykg ULEDOBOBB LT 62.5 mygkg BOMT
TN A—ZANEEER U, 625 mgkg HOMTH IV A7 0-)LBLT
I EE TR L7z, 125 mgkg M EOHOHBTTILT I U NEHE,
0.5mg/kg LALDOBE DB LT 62.5 mgkg FHORET A/GREEERL =
12.5 mg/kg AL OB OHEIB LT 625 mg/kg HOMT ALT DEE, 625
me/kg DM TAST WNEMEE R L 7%, 12.5 BL T 62.5 me/kg B OB T ALP
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MNEMEERLZ. 625 mgkg HOW TREZERNEEER L. [EE R
HTIFIZIE 625 mgkg HBOHMTT IV T OBEBITHBEYILE
MIEEZERLE. BTIIREZERE, A/G, ALT BLU ALP 48, HTIZS
NWA—R, HBALVATO-)NBLOREENINNWTNHEEZRL, #54P
L THREREZRIBWVWEEZZONE.

REEERE T, 05 mgkg LEOBOBB IV 12.5 mg/kg LA LD
It TSN ERNEED D WIEEEHERZ R L. 625 mgkg OB T
BERBENEENSEZRL 2. BEEER TR T 62.5 mg/kg B OMEH
THREGEENEEZRLL.

WEER KRENLTIZ05mgkg A EOBOBEB XN 12.5 mgkg L O
Ol THBHESEENEEZRLE. £/, 62.5 mykg 3 OH TEIEMAEN
EBVEEZRL . EEHBRTE TS 62.5 mg/kg O #E THEMA
ERY, #TEBBANEENSEEZRL TR, BEFIELTHEEER
IhrnEEZ SN

REPMETIE, ERVEHOEEERETIFREELT, H5HHKRTE
BT, FROBXIHED 0.5 mghkg BLEOBB I VEED 12.5 mg/kg LA
Lo, B KBRBHED 2.5 mgkg LEOBBIUOMD 62.5 mg/kg #
WHRIN, BEHERTERICSWTHRKO R 62.5 mgkg BiTHBW
TERINZ. FEABRERE T, R5PEMETRICBWTOEO.OH
M, DA B L ORGSR E M # I, BIBOSE/EmAHIC, R
BWTNEDRZIROFMEOEIAEN, FFHRER 28 EELBIVE
EHETEASERE T, BIRBESENHIC, BIBORMEITHEE(LOREE DOHERAL
HEZ, BREHRAHEIC, REEORME ERERHRIZ, FREEOIER
FHRC S AR IR X Nz, RIEREK TEO 62.5 mgkg HITBNWT,
BERTRICRREINEROEFR RV, Mg, B8 X ORIKRIC
gsgRanr.

FEHBREHTITBT B 2«2 -Hydroxy-3’,5’-di-fert-butylphenyl)benzotriazole
DEZERT, MTIIFRBOHEMEEB I UVHNEROEE, FEOEX,
AR R ERD S NN oz 2.5 mgkg/day SRR L 7=, £/, HTIZ
0.5 mg/kg/H THBAMBEEOSEHERAS IOHENERDOSHE, FEOE
K, FFHREREARMED 6N/ &5 0.5 mgkg/day Fia &l T Nz,
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12. #BWE
WERMEICETABHRELUTICARLE. #BWEORERBREZIT
FReference data 14 1Z7R L 7=.

12.1. HEBRYMESA
2+2’-Hydroxy-3",5-ditert-butylphenyl)benzotriazole

12.2. CAS No.
3846-71-7

123. Ow h&E

12.4.  Hipgs
100 wt% (LC HEE)
12.5. fEftic
12.6. HRESLRHE:
=R
12.7. BRESFT
B YR ERERE
12.8. b4
2~27-Hydroxy-3’,5’-di~fert-butylphenyl)benzotriazole
129. HFR
C20H2sN;0
12.10. S FE
323.44
12.11. IR
=R 55
12.12. B
154.3~154.6°C
12.13. B
K T ARE

RV :350g100g#E, T4/ =) :09g100giA
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12.14. #EH
IR TEE

12.15. WOFWLEOFEE
WA, KEAOEEFEMZBRITS ORIV, 278X 0TA
FREERLE.

12.16. #HBMEREBLUVERRBBRYEONE
BERTR, 2g 2REL, EDRRHTIORAL =,
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13, BAEBMEB LUk

13.1.

13.2.

13.3.

13.3.1.

13.3.2.

8

R L5y b Crj:CDESDIGS[SPRIIFHAF v+ — )V A - UN—#X &t
BEREEFEL Y05 13F5 A 16 BIT 48k TH#S 521K, 5 104
ImCzEREALL.

B e URBRERIRIC 8 HESIMLAR, e 134 5 A 24 HIC 5 A# TR
EZBMBLE. S3H 5N UDEEICE > TEIMLL, J|IEAEITEIC
FVBABHEERTAILDOCHLMI L. BHOBENICHESRIUH
NEEZ ABRT2EEBIBEGRNAFT —JICBWENAI—F D I—
R) 2432 &IcKDEERERZITo 7.

SRR OMEEIL, BT 136~153g, M\T 111~127g TH o7z 2B,
AFIEWNIRKEBEH AW X DERIEX /.

RERR DRI
REZSHRICEAINTVWLI28HEO—DOTH27y hEBRLE. %
HIIERT—YOREBE, BALEYEICHT 5282, BEMREEZ
EZRLTGEAE.

REE R

FRERE

BN T AT LD 122 5HEE (W42xD89IxH2.5m, 93.5m’)
THEL, BEAGOREEMBITEE 23+3°C (EHIE : 21.4~25.9°C), &
B 55+20% (EEIE : 51~75%), HKEE 1 R 20 [, BREA 12 IR (47
BT 7 R RUAT, 1% 7 BRELT) & L7s.

KEREEH (W 674.2 x D 60.0 x H 175.5 cm, NS HEREHY— Y X)
#ERL, 7IIIEHE - KAF 2 VARERETES— (W20.0xD28.2
xH18.0cm, BEr — ANR—2Z 10152 cm®) 0B E 1 LT DIRE L,
Rl EKZEERICBRIE . AEF 77— JERE 1B, BEEERITE 1 B
DX 7. 728, BYOSHELERZ 8, RE8E+, Ty OFEEEIC
EEERIFLZEELDNZIBBEROELIZ Mo 7.

Bt

B ISR U725 v b - <7 88 CRF-1 (Lot No. 010406,
DI ERTEGISH) ZHAICERI Y. R LZERTOxR
Myostmidoy MEREEEABABRRSITE ¥ —TiTW, HEER
HMFAEHEROFERENTH 2 T EDHRINZ. 728, HAEPOK
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13.5.
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MDD HTRER % TReference data 271 1Z7R L 7.

#a7K

B IZI3OKIEKE BERGK / VXD BRICERE /2. /KEKDKEIZ
DN, AERICED KERDAZ 3 » BIZ1E, Ktz 7o
DO —FIEIBMUERLZ. TOHR, SKPOEENEEBIIKERELE
CER 44 12 321 HEAERE O F) OFBRENTH 2 Z EHHER
Nz, 73B, R % TReferencedata3f IZ;7RL 7=,

REBEROBRBELIUVRSEREEH

#5830, 05, 25, 125 BLUN625mygkg &L, BB 1 BEERES 5
B, £k, BERBRAE LU THRBRBIUREHERICHHES 5 O
70 EEFEHL /=,

. " , o | G HAER TR | BIE IR T
AEE | BESR ek | M| BUE | Tpasmas | munmas
: 0 JAi3 10 1001~1005 1006~1010
i 10 2001~2005 2006~2010
i3 5 1101~1105 -
2 0.5 i 5 2101~2105 —
V73 5 1201~1205 —
3 23 i 5 2201~2205 —
V73 5 1301~1305 —
4 125 It 5 2301~2305 —
5 62.5 1 10 1401~1405 1406~1410
: 1 10 2401~2405 2406~2410 |
(5B EHEA]

BREEREOD 2 BRIRERSRBRZHEE &S 0, 100, 300 B XU 1000
mgkg D4 BB TERLZHE, 100, 300 3 X8 1000 me/kg 8 OUEHEIC
BN THBOEMNEEB LI HEREENESBEZ R L. FICHEMEEDH
MZRIIHET 131~165%, T 80~138%THo7~. FEMEERDEME
EHREBELLUTHEEMMLIEER, FRICEEDASNZNVEEEZ 1~3
mg/kg SHEE L7z, 1E- T, 28 HEIR B SHEHRABROKRGHABEZEEL
THEBCEEORDONBWHEZ 05 me/kg SHELUEAEBE L. &
SIS THERLUPHEZ 25 mgks, SAEBZ 125 mgkg BLUREH
B EZENRBDHOLND 625 mygkg EREL .
FERRBREHRB IS HE
BENEORERBIIEURBT A RS IRENTVWEIEY > T %
BWTORERAHFREE L2 RS HEIIMEE 100g 720 05mL & L,
FHI1E®REG L. BB, MEHICBI-2FTAN0HEZRELE.
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B EHK DO TR

WBRMEDOBREN 0.1, 05, 25 BLV 125 mg/mL ERBEDICI—2F
1)V (Lot No. V1A1849, 751 7 A7 #hiAa#t) KBELZ. HE5R&
ORI 1BEIC1IEEL, 1 BRI DML THEBEICRE LK.
B, BEHROME (K 4°C) RTF T 7 BRIZBIT % 2«2’ -Hydroxy-3*,5 -di-tert-
butylphenyl)benzotriazole DL EMEITRIEFHRABR [HBREF 5465 ( 115
—155 )] THERL=.

5 -HifE
B GHIRS, S HIC 28 HRE 4H8F) LU, REHERTRICHR
HBIU62.5mgkg HIZDWT 14 RREADEEERZ LN L /=,

5P OB EBE ST
ETORBREORERIIDWTHUICAMINTNE I L E2HRT S
O, FIEIB I NRKARFORBRESRO—EE25IL, RYEIBEST
{707 VIEFRBFHIREIBED 94.2~104.3% B L UHRKFARIEIL 99.6
~1034%THV, BUNCHABINTWAZ EAEREINAE. vb, BESH
HDOHIEBI kR %E Reference data 4] IZRL 7=,
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14. 8%, WEBIURE

14.1.

14.2,

14.3.

14.4.

14.4.1.

— RO
P ONTRSMMISR ST, 5% 1 BIU 5, BEEM-IZT
B X OFRICEHEL, FTRELHLE.

thE

EBWICOVWTRSMAA, %57, 14, 2BXC 271, EEO0, 7BE
13 HIZEBFRFE PM3000 (A hI—+ hL R 2BWTHEIEL, &
gx L 7.

HiEE

PEMIONTIRE 7, 14, 21 BXU27 B, BE7BLN 13 HICEHEE
Z BT RKFE PM3000 ZFAVWTHRIZL, HBEHE (gday) BLUERSZE (%)
EH L.

FRRRE

MERFRE, MKEERERE, MEECFERED L VRREIIR S BRI
TRAXUVEEHFR TRICHERINOSEMICIDONTERL . HFihT
DITHEZY, MEOLDAHOFE 5 FICHRESBSERV KRN\, W%
T—5 )V TR ZBEL, BERER» S L 7.

MRFARE

PLEER] (EDTA2K) AVFIME A >3y 7 F GEREF T ¥kt
WETEMZRIRL, BEMEFHEELRE ADVIAI20 N1 T)VH) ZH 0

TTFROERZRMEL .
HEBE % HEE A Bifr Bl

AT Ry NME HCT % RBC, MCV X D EH
ANEFOV B HGB gdl ([T UARMANETOE
FRImEREL RBC x 10°%mm’ | B4R EF IR 15
FEFR MR MCV pm’ | BEEERRES
Earimikif ERE MCH pg HGB, RBC LVEH
S RmEk i AFEE | MCHC % HGB, HCT X DEH
/R PLT < 10°mm’ | REARBFIRIE
B ek WBC x 10%mm’ | 70—+ b A R —3%
SRS I=T — % JO—A1 M A MK
B IR i Bk =R Reticulocyte % RNA @8k N

HMEE 2R3 EyROEZE TRIE L72A, AEROLD O fikz W Th!
BWMRBIHKEARZERL, A -7 U2 TV N -FLYREBLTREL

7.
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1442, MiREEEERE
HEEEHE (3.13%7 LT MU D LAKER) ADFROEICMBREFML
7= 1%, 3000 rp.m. T 13 73O BEL THA MR ZREICH W, iRk
ERIEHE KC40 (T AN > J7#) TFROEBZHEEL .

H B 4 WEEA | B B E &
70 bhorE R PT sec. | Quickl B3k
FEHCES O R T S AF KR | APTT sec. | 0w bk
TA4TV =T UE Fibrinogen | mg/dL | k11> ¥ >Rk

1443, MEELFRE
BnEA /vy sQ (FBAKMEZI¥E#ASH) ICmikZ IR L 4%,
3000 rp.m. T 7 SRGEOSBEL TH-MEZREICH WS-, SEEELSE
HESHEBHY 7170 (KX B TRER) BLXUERERTCEE
EAOR (AR TA T RF 1) ZAWTCTEREOEHZRAEL .

HB% KBS =-va BlE %
WEH T. protein g/dL. | Biuret %
TN Albumin g/dl. | BCG %
A/G A/G - | RERBXUIW W DEH
ik Glucose mg/dL | HK-G-6-PDH {%
RS Triglyceride | mg/dL | GK-GPO B} Jrn-MEEk
WAL ATO—)) T. cholesterol | mg/dL | IVATO-I4¥Y4" -t HDAOS %
REFEER BUN mg/dL. | 71 7 —Y GLDH i
A& = Creatinine mg/dL | BESRIL
BEVILEY T. bilirubin mg/dL | INF U BRER bk
o |AST UL | BEEUV B (SCC 2
;z;;ﬁyleﬁ_ﬁ ALT UL | EEE-UV I (SCC 2

N P-- M7V S R

TIWHIRAZ7 75— | ALP UL (JSCC 2E3)
T-TWIINET AN L-7-7 )& 2 ) -3- VKR F
TFH—E Camma-GTP | UL - jNat% Gscc )
AN Calcium mg/dl. | MXB &
ik I. phosphorus | mg/dL | PNP-XDH {%
FRUDLY Sodium mmol/L | T A > EIREEH:
DN Potassium mmol/L | T 7 R ERIE
i Chloride mmol/L | T 7 > ZREREL

*ENOEBIL EAO6R T, HIZHIL 7170 THIE L 7=.

144.4. RBE
WAERKDERYT TRy — 2B WT 3 ERIR  (FFRT 10 B S 5% |
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14.5.

14.5.1.

14.5.2.
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BET BIUO4ERR (FH 10258 F 108ET) 25mLE.

3 BRIREHWTROEBEEEZRELE. NIV TAATFA VI ASG (N
AT AT 4 AR 2R, ROFEE CLINITEK 500 (N1
T)bit) THELE.

HE#A REE HIE %
H pH

j& i Occult blood

TR Ketone bodies

il Glucose = ER L

= Protein

EUILE > Bilirubin

w oty /—4"> | Urobilinogen

24 BEIRZHAVWTROER2REL . RESBEIR, BHBREERTE
B OM-6030 (BMXEHT—2 L1777 F)=) ZAVWTHEELE. R
% b ARLEE 0 LCO6-SP (kAR M-8 T) ZHWT, EiR, 1500
rpm. T 5 EOL, BEEZDELE. BEZATNIONAT—LRER
FICEDBRBL, RIDEIIOWTERL .

HE4A WREH B A7 BEE
RE Volume mL g

3R Color - EE)
PRICE Sediment Z B
RiEFEE | Osmotic Pressure mOsm/kg | KSR FiE
MBS

FEFREIEEERAE, NRBERBIVFEMBARE 2 RS HMK
THRXUEEMBR TROHEFLHEYICOWTIT o> BhET—7
JVRREEL, Bl Uz RIZHERIL 7z

wEBEBAE

SEYOR, O, I, B, BE S, SR, MREEEK IR
BR, FIRER (LBEMEZBD) BIUTEERDEZZEFRIFPEIO (A
FI—- PLURH) ZAVWTHRELL. 28, TRABIUCRKE (K
IMEZEED)IZ 10 FHERERN ) VIRTEEL % EBZRAELL.
REEER /AREL BMER) BEE5 27 BKBAEL4AERIUREE
ENSEHLUE BHNER HRAE x100).

PIIRERZR
FETIIEMMOGE, ABEBIUHBEIIOWTHEL, 2 TOARMA
ZEoik L7z,
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14.5.3.

14.54.

14.6.
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[ E

D ng (BRE, T3, 88 CRIRE), BWR, <& W (REXZE
O, ERAFEABEBLIOEERET), O FIRR, EEME, B, +=
1015, ks, ElE O 2VRZEZSD), B, &5 Eis, T EE,
BEE, BN, BIE, BER, MEEE, mOIAR, MR, WERLEE, R, TE,
B, BBk, W, =eE (RAR, Modl, BB, TEE, S8 CKIRE) &
KVLBMHREE 105 PEHERESL Y ETEELL. 1B, BRBIU
R EEIIRITY VEEEEIR (FA %) TREEL 2%, 10%PHEER
XV TEELZ.

e, REZESIQVREBREFRILEPHITHEAL .

TR AR A
HREBIVEESRAEROIEREBIUHBICDOWTER L. £,
EEARBOLUE, MBE FE SR X0FRETERYEOZELE
HBNBEENBD SN2, MOFABBICDOWTHER L. HBiER
DERIZL, BRI TNST 74 88, YR, AYhFI U - IF
DUREEM L. BRIIZTFL LY —TERL, FEOHEEDIUEE
EEDEFRICOVWTEELE.

F— & 88k B X O EHEHT

ARBOMT —21302a—F - YATFLERWTRERL, MEHFTL
7o, BEBRBOKE, BEE, FEMR, mEPRER MKEEERE
1, mRELFREE RREE (REPIUVRESE), BEEEBE
VREEER MAELS, TRICRUZBEHRARICHY, BHIC Bartlet
DENBREEER L. EHBOBE ST Dunnett OHERERE 2T
R E RIS HEIOAEEZRE L. Bartlett DESBRTE TRESH
HOEAIT Steel DRTE ITHBR EERSBRBOBFEEEREL .
EFREBMEOAEKEISHRBIN1%DERE TEMBL 7=

Bartlett % 73 B8 7E

BEERL HEEHD

Dunnett % B L& T Steel DIRTE

¥, AFEEBIUVMIBEREE R OWIENL Fisher OMERFTEEZ AW

-16-
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15, RBH R

15.1.

15.2.

15.3.

15.4.

15.5.

TR

ATFEZ Figure 1 17, £HFEHBLUIETZE%E Table 1 IZ/RL 7~
BEHAR P TIY, dRBEEZSURESHOBH IR TREHIIED 5N
JAQRs WA

EIE AR T, M ERB B XN 62.5 mg/kg BEOMEH# ICB W TR THNIRD
Lo 7.

— R DB

— IR EE DEIZEFR R % Table 2 BT Appendix 1 IZ/RU 7z,

BEHIE T, 05 mgkg BHOMD 14 (EihES 2102) [THE/BHEN
BEanzd, #BYEICBEET SR TR a7z, oM, Mgz
BUOEREHOMEIIRNTEIZED SNk,

AIE R TIE, A RBEB LT 62.5 mykg HOMBIZBNWTELIIED SN
B0z,

RE

A E % Figure 2, Table3 3K X Appendix 2 IZ;R L 7z,

BEHETIE, MBBICHEBRL TERSHOMHEICBHWTELIEIRED S
VA QRO WA

FEE RT3, WEEH R I U 62.5 mgkg OB IR TEILIZED SN
VA AW el

HBiEE

fEHE % Figure 3, Table 4 3K Appendix 3 IZ/R L 7z,

FHEBEEICLLER LT 62.5 mygkg HOBETHRS 14 BLU 21 BT, HTHRE
21 BXU27 BIZWITNBEEREBEEZRL, KEEREDSEEHZ VIS
EFEMZERLZ.

E1E HART T, 3TEBBEIC L L T 62.5 mykg HOMM THEERENED S
niz»orz.

FREh R

BA£15h % % Table 5 33 L UX Appendix 4 {Z/R L7z,

FABREICE R L T 625 mykg HOMTIHREG 21 BLUV 27 HXFERREE
RU, EHERRBREZRLZ.

EEHAR T, SEBCEE L T 62.5 mg/kg BEQBET 35 HICA B KE
ZRLT.
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15.6.

15.7.

15.8.
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MEFBRE

M RFR A FE S % Table 6 3L T Appendix S IZ/RL 7.

R E AR T - S IREICHEE L T 125 BL U 62.5 mgkg HOMETAY

7y ME, NEJOECE, RIS LU MCHC 7 EERKEE

AU, 2.5 mgkg BOBETIEAT R Uy ME, AE/OECVEBIU

MR FEREMEZ R Uz, T2, 62.5 mgkg B OH TId/REMN
EhxmEExrLE. F0OM, 2.5 mgkg BOB THIRILENEE, 125

mg/kg B CHRRMIRERNEEERL 72D, AEICHEELZNWELTH-

7z.

EIEHIERR TR BB L T 625 mykg BOBTAY M7 Uy M,

ANEFOE B, FRfnEkEk, MCH B LU MCHC WHE(KME, MRmEk
LhBRVNEEER L. $/2, 62.5 mgkg B OME Th/NMRENE B2 EE
ERLUTZ. TOM, 62.5 mykg FORE THFEEIRERIMEEEZ R L 0B
BRELTHH7=.

[ R 5E B AR

% EE E REMRE #E SR % Table 7 B X TN Appendix 6 IR L /7.

RE MR TR - WIREICEEBI LT 2.5, 125 BLU62.5 mgkg OB T
T4 TN )= EBVEERKEEZRLE. 625 mghkg HOMTPT B X
VT4 7)) =T ENEERBRERPLICEMEEZRLE. £/, 12.5 mgkg
HOMTIIPT NREREBZ L.

EEHARRR TR BRI L T 625 mgkg BOMT I 4 7)) /=4 >
BENERREEE R

EECFRE

MR FRERE R % Table 8 3L TN Appendix 7 1IZRL 7=,

25 HARIRE TRF - SHHRBEICHER L T 62.5 mykg BEOOHEHE, 25 BLTU 125
mgkg OB TN I—ANFEREEEZR L. 625 mgkg B DI THE
JLATO-IVBIUFRRERAFELREEEZRLEL. 125 BXU 625
mgkg BOWTT IV T2 G E, FRGHOBSB I 62.5 mgkg BRI
TAGUEEEZRL. 62.5 mg/kg HOMHEB XU 12.5 mgkg HOHET
ALT 7°375{H, 62.5 mg/kg BEOM T AST EMEZERLE. 125 BLU 625
mg/kg HOMHT ALP AR REMEZERL. 625 mgkg HOM TRRER
NEBREBERLUE. ZOM, 05 BLU 25 mykg OB THRE D)LY
IMEAE, 25 mykg BOETT M) OLAWMEEEZRLEZAWITNOEE
B L BWEETH -7z

B 5 HARIAE TR M BRBHICHIR L T 625 mg/kg HOMMTT N T3 2 DOF

18-
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15.9.

15.10.
15.10.1.

15.10.2.

15.10.3.
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BBELIOBEYIILECNEEZ KU, BETIIREZEEE, A/G, ALTHBE
NALP DS, TN O—R, B2V A70-)NBLURERINTN
bEfEERLz.

REE

REEEHE R % Table 9 3 LT Appendix 8 ITRL 7=

BREHARMM TR | MEEBEICEL T 2.5 mpkg O TRENEME, RH
BSEEERLAEVNHEBICEBELRWELTH - =,

B 18 FARTAR TR S BRBFICLL R U T 62.5 me/kg O IZR N TREL
WINOHEBIZBWTHENEBD sNahoiz.

R R

HWEERE

ZREEE % Table 10 B XU Appendix 9 IZR L7z,

RS IR TR - REEEEICEEER LT 125 BLUN62.5 mg/kg BEDHEHRE, 0.5
BLO 25 mgkg HOHETHBHEMEENERREED 5 WITEEEMZ
w7z, 625 mgkg HOHETIIBRMENEENSBERL .

B8 HARTAR T H BB d U T 62.5 mg/kg B DR THTIBMR G ERMN
FERESMEZRLEZ. TOM, BTHEREENRBEZRLZN, ZOHOD
FREOEKEBEICERT2HDTH .

HEEER/(REW

BEEE AEH (FEXEE) % Table 11 3L Appendix 10 iIZ7R L 7=.
R 5 RARIAE TR NHEEBICHEER LT 125 BX TN 62.5 me/kg BEOMEHE, 0.5
BEUR125 mgkg HOH THIBHRMEENEEREMBEERLE. £/, 625

mg/kg O TEBHEMEENGERSEERLE. TOM, 62.5 mgke
HOMTHBELVRIBEOHMEENKMEERL N, MEEIIENRS
Nizm-o7z. Fiz, 05 mgkg O TEBHENERIMEMEE R L2,
AEICEELRWELETH o .

115 HARTAR TR X EREE I Mg U T 62.5 mg/kg B OMEH THIBHAXMEEMN
BixEEERLUE. 625 mgkg OB T LURBB LI UEIBOHMEENS
BiaEEERL .

PR 2R

B PR R % Table 12 3K X Appendix 11 1R L /.

WE AR TIS  (BRBICHE L TRERICE<ELELULRRELT,

JEOREK (BEE 1) MHD 0.5 mgkg LA EDOHBIUHED 12.5 mg/kg UL L
DFIZRD LN, FROBEM,/ RIEAHD 2.5 mgkg ULOH, MO
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Exp. No. 5467 ( 115—157 )

62.5 mg/kg BEICERI N, TOMICERI N RIISHREBICHRENE
FRITEREEORTHH /-,

a8 FAMRIAE T Iy BRI LB U TR B ICE <RAU R & U THIE
DOBBAILVHD 62.5 mg/kg B, FFEOELA (BE2) MMM D 62.5 mg/kg
IO LN, FEROKREHR /REBLIUVHER, RENHED 625
mg/kg BIZENEN 1 BLO 2 FICBKINE. TOMITEHEINLANA
I, MRBHERIU62.5S mgkg HICHREELIIEREOPMETH .
JRIEMEAR AR E

H#EFT R % Table 13~15 3L Appendix 12, 13 1TRL 7.

BREHME TR BRYEICK D EEAGNZFHRELT, LIBOLHE
W (EE 3, 4) DHHED 125 mg/kg A LD, MERE (EE3, 4) 2
D05 mgkg L EOBHBI UMD 62.5 mg/kg #, LHEK (EE3, 4)
M D 12.5 mg/kg PA L D, BRI E T (BB 5, 6) AN D 2.5 mg/kg
LD, FFEO/NEDZMOFHMIOERENE (BE 7, 8) WD 2S5
mg/kg LA L DEB I UHED 62.5 mgkg B, RIRBEFEVHD 2.5 mg/kg PLE
DO, FFHEIER (BEE7, 8) MWHD 05mgkg LEDHBIUMD 125
mg/kg LA E DB, HDEEIBLNHED 62.5 mg/kg BB X UHED 12.5 mg/kg LA
LR, BEBBENED 0.5 mgkg LEOBBIUMED 62.5 mgke &, &
g D R EIFIEBEAL DR E DR D 625 mgkg B, EFIEESHO
62.5 mgkg #, LEEORME LEIEX (EE9, 10) 2NHD 12.5 mgkg
LLEDOEBLOMED 62.5 mgkg #, FREOERMEEE (BEE 11, 12)
DIERE D 62.5 myg/kg BIZEBRI N, TOM, BEOFRBICBWTERLE
BIOGFEEEMIEENE AEDHD 62.5 mg/kg B, RFHERIVHED 258
KR 62.5 mg/kg B, BEALEMAY 12.5 mgkg BICTNTNEBHICHRS
Ni-. BEBOREAENBAOLUEZFRELT, WEOEHEIIHOITBES
S DX FREEMN S 12.5 mg/kg BIZFREOH SN2, HETIZ 05 mgkg BLE
DB I UMD 62.5 mg/kg B TIIRENRD SNah o HOBRTIE
NLRME O FRABEER LT 0.5 mgkg B TRO S, 2.5 mgkg
OB TIRRENED SN /. ZOMOF RIZAE &L O
W, WMHRELEDEEIN, PEHISHLIVITHEEOLDOTHH .
BlE AR 7RF I 5 R TRFICER S N FREO LT O R A 62.5 mg/kg
HICEE U THERINZ., LIBOLHEEB L UHREMEAEIC, B
BlEM S M AT, BRSO RSB RS & U BREESEO EHE 12, FFHe D ZE
fAZEMER I OBEEBENHIC, PREOERMREENHIZRD 5N,
F-DBEITIES 20NFIBOBRILEVHEH T, FEEEMRENE AL,

20-
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HERRB LI OMASMARITRD 5N, 62.5 mekeg HOFRELENE DL
RS LT, RO LR L UEROEA RIE O T ORENH
TR BN o T, OO IR & 625 mp/ke BIBERINS
b, DEAHIVIIBELEOHDTHo .
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16. %%i:'ckvﬁ‘nuﬂﬂ
2~+2’-Hydroxy-3",5’-di-fert-butylphenyl)benzotriazole Z 0, 0.5, 2.5, 12.5 5
LU 625 mgkg DAET Crj:CDSD)IGS %2 v MOz 28 BREIZH
oo THEiRO®%RG L, T0%, ME@@@@%@% R 7.
ZFTOMER, ZHEMMB LI UOEERMZEL T—RIREIZBLIZBREINT,
MEBHZEUOSBREHTRCABREDOINBN .
FETH, SBREHEOMBEICBWTELERD SN .
BEHE T, 625 mgkg HOMETESEZ R LUENRS LN, BEHED
EBHDNWEEEERTH o /. BRI EIT 62.5 mg/kg B O TRIEZR
L, #5HRAOFIEE R BEMETH - /.
MKRFRETIL, 25 mgkg LLDOBHOHETA N7 Uy ME, NES O
ECEBIVRMERENEEEZRLE. 517, 125mgkg U EOEOH
T MCHC WMEM@EZERLZ. £z, 62.5 mgkg BOM TlIl/MREIEE
ERLUTHED, WIhbDHEBRMEORELEX Sk, EEHBMETEIC
H 62.5 mgkg BHOEETAT Mo Uy ME, NEJOEE, FRilnEkE,
MCH BL U MCHC AMEfE, MARMmERLBNESEEZRLE. Fiz, 625
mg/kg B O TIH/MREXBEERLTRY, #BRYEORELEZS
nrz.
MREEBERERZE TIE, 2.5 mgkg LA EDB DB LT 62.5 mgkg BEDIET
T4 7)) EMNMEEERZRL, #BMEOREELEZ SN, BIEH
MR TRTIE, 74 7)) =45 BN 625 mgkg HOM THER L VHT
BENRASNRM- . 728, 125 BILU62.5 mykg BHOM T PT HE
FERLRED, EEFRANOELLTHOEEENERDINVWELEEZS
Nz,
MEAELERE T, 2.5 mgkg A EOB OB LT 62.5 mgkg BOMET
TNVIA—ANBEEZRLEZ. 625mghkg HEOMTHRIL ZA570—)LBLN
PN EEZ R L. 125 mgkg L EOBOBTT N T2 U EIE,
0.5mg/kg L LD DR LTV 62.5 mgkg BEOM T A/G HEEZERLT.
125 mg/kg A EDOHOHEB IR 62.5 mgkg #OMT ALT 1AE{E, 625
mg/kg BEDH T ASTINEEZ R L. 125 BEUR62.5 mgkg B OH T ALP
NEEZRLUZ. 625 mgkg MO TREZERIEEEZTL, WIhbi
BMEORELEZ 5N/, EEABKTIFICE 625 myks HOMM T
WX OBHEBLIUBREUNVE N EEZRLE. BTRRZEZES,
A/G, ALT BE ALP 8, WTHR I a—A, aL2AFo—)B8LN
BEANVWTNOEEZRL, #52PLLTHEREEZRIBVHDEE

92—

C m e e ———— = e oy T - ——— — —— [ e ——



Exp. No. 5467 ( 115—157 )

A5,

#EEEMAIETIE, 0.5 mgkg LEDEOMB I 12.5 mgkg LAE DD
B THEESEENRED D WIIEEEMEZRLE. 62.5 mykg HOHT
BN EBNEEZRL 2. BIEHER TR TS 62.5 mg/kg B DR i
THRENEENEEZRLL.

BREEER MFEHLTIZ0.S mgkg L LOHOHESB LT 12.5 mgkg YLD
DM THIBHEMEENEBEEZ T L. £/7, 62.5mg/kg B O TEEAAN
BEENBMEER L. BEAME TR T 62.5 my/ke B O TIFEAD
EEN, BCBREMERNBEERLTEY, 52 LLTHEAKE
REIBVNDBDEEZ 6N 38, HTUBEYREENESEEZRLTHED,
BRI HHEMEGFFREETTHDOEEZ SN,

FEBFRETIE, BBYEOREEEZONIELE LT, 5K THEE
FEMICBNWT, FEEETHESEBML, FEI3HMREE LT, ARE
8T, WFROBKRPHED 0.5 mgkg LLOBBITUMD 12.5 mgkg LLED
B, FROBa,/ RIS 2.5 mykg A LOBHB X UMD 62.5 mg/kg
HTEHERIN, REHESSFRE T, FROREEMILED 0.5 mgkg LA
LOBBIURED 125 mg/kg LA EDFTH SN, N5 MM TOFHIRE
JEX, FHlEaozERENE, SREGB\LEIVRERSE, #TORIRE,
HNERR, BRLEBITHREERNHAKRNRD 5N, FHREOEXIT
I, BHEREOBEEEHLLEMEELTRY, MKELFERETII ALT
ALP, AST DEEMNRD LN T ENS, HBMEORIEICHT 2EESE
DEENRE I /.

WERYE RSB TEMU 2 B3 i OFF LA I i O .O i, BIR, B
Whg, HOMBICEEI N, LIBROREBIIHED 2.5 mgkg LA LD
BLUMED 125 mgkg LEDETH SN, TN5I3MH TOOHEN, #
FEREBIOLHIBKRTH . HD 0.5 mgkg B TRD 5 N7-MREHE
CRIBECHENEER TROMBHIIBWTHED LN, £z, 125
mgkg L EDOE THEEMORKEHILBEELLHERICHE S TR
SN DHAEMSLHIERIMEERMERSICLDFERIND I ENHS
NTHL Y, BRYBECLLIBRBEANDEE, LHNOEEERND
LHEEZLENDN, TORERETITHTH - -,

IR OB MM 413, PR XKITR SN FROEY RS RFY
LB EEEZ LN Y. BROBLEEMIMHED 62.5 mykg B TH
51, FNLERMETOESEORMEE LEIEX, #TORMEIIFIERL
BEUVEBILETH o7z, RMAE OILRIZEWEFHED —E OB @
RANS-, INSOFRROFBERAETITATH 70, BRMEORE &
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ZEZ6NTz. BE TSN EMNEED 2.5 mgkg LEDOHTRD 5N,
MBRFERENSAT Iy ME, NEFDECE, REAKKBLO
MCHC DETHBICBNWTHRINTRY, RORBDITHUEREE

@l@.fﬁ]_n:@ &:%7\_ b*]j:,.
XD Ty MTIdEBRYEICH T 2BSHICIIEEND Y, HICEE
DORENT EAURBENTZ.

TOMOFIRIINBHZEDHERIN, FAERNELIIEREDORAET
HO, HENZHABICRIELUZELTRNWI MG, BAREREEEX
5.

EEHKTEOD 625 mykg HOMHICBNWTHBOBTERB I UHYE
BHIEML, WET 2R &L THIROBEX #3205z, wEE
WEREIIBNT, BERTHICEEINZDDOEFEROFAENLOIRE, #
i, PSS L OBRRIGICEEIN. LML, BEDERIIZED S N>
7z, DIBOLOHZENB L OHMRFBRB I OB ORI Em Iz, o
FFHARIE K B & O BRIREEIEA M 12, PRI D Zefa S B X B E AN
iz, FPIRBOERMEEANBICERIN. DEXLY, 2BRADEE
I Tld 62.5 mg/kg B ICBAS MARHEMEZRTEFIRIZA SN o 7.

PLEDRERMN S, ZFHBREMH TIZBI 5 2+2°Hydroxy-3",5 -diert-butylphenyl)
benzotriazole DX E B3, M THHFRBOBNERBIUVHEMERDS
8, FFEOEK, FFHIREEXAGERD 5172 o2 2.5 mgkg/day &FIBT L
Jz. iz, HTIX 05 mykg B THIBHEMEEOREEHENBIOHNER
DEflE, oA, FFHEIEXAERD 51722 M5 0.5 mgkg/day R
R ] el
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17. & XHR
1) EBTIER, MILEL  BEEREEHFTESRER 321 2144, (1990).
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Figure 1. Survival ratio
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Figure 2. Body weight
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Table 1.

Survival and mortality

Exp. No. 5467 (115-157)

Sex Dose level Days of experiment
(mg/kg} 1 b 3 4 5 6 7 8 9 10 1 12 13
Male 0 10/10 10/10 10/10 1o/10 10/10 10/10 10/10 10/10 16/10 10/10 10/10 10/10 10110
0.5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
2.5 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
12.5 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
62.5 10/10 10/10 10/1¢ 10/10 10/10 1o/1¢ 10/10 10/10 10/10 10/10 10/10 10/10 10/10
Female 0 10/1¢ 10/10 10/10 t10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
0.5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
2.5 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
12.5 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
62.5 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
Number surviving / Number per group.
Significant difference from control group; ¥: P£0.05 ¥¥; P=<0.01



Table 1, -continued

Survival and mortality

R A

Exp. No. 5467 {115-157)

Sex Dose level
(mg/kg)

Da*s of exgeriment
4 1 16

24

25

26

Male 0
0.5
2.5
12.5
62.5

10/10
5/5
5/5
5/5

10/10

10/10
5/5
5/5
5/5

10/10

10/10
5/5
5/5
5/5

10/10

Female 0
0.5
2.5

! 62.5

12.5

10/10
5/5
5/5
5/5

10/10

10/10
5/5
5/5
5/5

10/10

10/10
5/5
5/5
5/5

10/10

Number survivin?
8

Significant dif

/ Number per group.
rence from control group;
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Tabie 1. -continued

Survival and mortality

Exp. No. 5467 (115-157)

Sex D?:glégyel Dag; of eggeriment Mor%g§ity

Male 0 16/10  10/10 0.0
0.5 5/5 5/5 0.0
2.5 5/5  5/5 0.0
12.5 5/5  &/5 0.0
62.5 10/10 10/10 0.0

Female 0 106/10 10/10 0.0
0.5 5/5 5/5 0.0
2.5 5/5 5/5 0.0
12.5 5/5 5/5 0.0
62.5 10/10 10/10 0.0

Number surviving / Number per group.
e

Significant dif

rence from control group;

%

: P=0.05

L2 &

P=0.01
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Table 1. -continued Survival and mortality Exp. No. 5467 {115-157)
Sex Dose level Dais of exgeriment
(mg/kg) 8 2 30 N 32 33 34 35 36 37 38 38 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
62.5 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
Female 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
62.5 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
Number survivin% / Number per group.
Significant difference from control group; ¥ P=0.05 ¥*x: P<0.01



Table 1. -continued Survival and mortality

Exp. No. 5467 (115-157)

Sex Dose level Days of exgeriment HWortality
{mg/kg) 4 4 (%)
Male 0 5/5  5/5 0.0
62.5 5/5 5/5 0.0
Female 0 5/s 5/5 0.0
62.5 5/5 5/5 0.0

Number surviving
e

Significant dif

/ Number per group.
rence from control group;

¥

: P=0.05

L2

P=0.01
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Table 2. Clinical observation

et 2 VIt R AT AW INVNU S 1 8PN

Exp. No. 5467 (115-157)

Sex: Male
Signs Dose level Days of experiment
(mg/kg) 1 2 3 4 5 6 7 8 9 10 13 12 13
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
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
2.5 5/s 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
12.5 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
62.5 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
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Table 2. -continued GClinical observation Exp. No. 5467 (115-157)

Sex: Male

Signs Dose level Da¥s of experiment
{mg/kg) 4 15 16 17 18 19 20 21 22 23 24 25 26
normal/Number per grou 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
P P 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
2.5 5/5 5/5 5/5 5/5 5/5 5§/5 5/5 &/5 5/5 5/5 §/5 5/5 5/5
12.5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5J/5 §/5 §5/5 55 5[5
62.5 -10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
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Table 2. -gontinued Glinical observation Exp. No. 5467 (115-157)

Sex: Male

Signs Dose leyel Da¥s of experiment Tota]
mg/kg) 7 28 {1 — 28)

normal/Number per group 0 10/10 106/10 10
0.5 5/5 5/5 5

2.5 5/5 5/5 5

12.5 5/5 5/5 5

62.5 10/10 10/10 i0

sacrificed 0 0 5 5
0.5 0 5 5

2.5 0 5 5

12.5 0 5 5

62.5 ¢ 5 5
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Table 2. -continued Glinical observation Exp. No. 5467 (115-157)

Sex: Female

Signs Dose level Days of experiment
g {mg/kg) yi zp 3 4 5 6 7 8 g 10 U 12 13
normal/Number per grou 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
per group 0.5 5/s 5/5 5/5 5/5 5&/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5§/5
2.5 5/5 5/5 5/5 5/5 5/5 5/5 5&5/5 5/5 §/5 5/5 5/5 B5/5 5/5
12.5 5/5 5/5 S/5 5/5 §/5 §/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
62.5 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
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Table 2.

Sex: Female

-continued

Clinical observation

Exp. No. 5467 (115-157]

Signs Dose level Da¥s of experiment
{mg/ka) 4 15 16 17 18 19 20 21 22 23 24 25 26
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
per 9 0.5 5/5 5/5 4/5 4/5 4/5 4/5 4/5 4/s 4/5 4/5 4/5 4/5 4/5
2.5 5/5 5/5 /5 S/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
12.5 5/ 5/5 §/5 5/5 §&§/5 5/5 5/5 5/5 §/5 5/5 5/5 §/5 5[5
62.5 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 106/10 18/10 16/10
trauma/neck 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0.5 0 0 1 1 1 1 1 1 1 1 ] 1 1
2.5 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0
62.5 0 0 0 0 0 0 0 0 0 ] 0 0 0
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Table 2. -continued Clinical observation Exp. No. 5467 (115-157)
Sex: Female

Signs Dose level Dags of experiment Tota)
(mg/kg 7 28 (1 — 28)

normal/Number per group

i
[

10/10 10/10
4/5 4/5
5/5 5/5
5/5 5/5

16/10 10/10 1

)
rianaian

sacrificed

(5208 0,08,

a)-‘
MNRNGOOS NNNDOO NMNNOO

Lot

trauma/neck

OO0 OOOOO
COoOO—O oo

O —a
OO0 Il OIS




Table 2. -continued Clinical observation Exp. No. 5467 (115-157)
Sex: Male
Signs Dose level Dais of experiment
{mg/kg) 8 25 N 32 33 34 35 36 37 38 35 40
normai/Number per grou 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
per group 62.5 5/ 5/s 5/5 5/5 5/5 5/5 5/5 &/5 5/5 5/5 5/5 5/5 5f5




Table 2. -continued Clinical observation Exp. No. 5467 (115-157)

Sex: Male

Signs Dose level Days of experiment Total

o (ng/ke) 5ot ar (28 - 42)

normal/Number per group 0 5/5 5/5 5
62.5 5/5 5/5 5

sacrificed 0 1] 5 5
62.5 0 5 5

-

W
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Table 2. -continued CGlinical observation

Sex: Female

Al=ryu Uil Gl

ARTR ALY

tutkg fayc J

Exp. No. 5467 (115-157)

Signs Dose level Dags of experiment
{mg/kg) 8 29 30 32 33 34 35 36 37 38 39 40
normal/Number per grou 0 5/5 5/5 S/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
per group 62.5 5/s 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
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Table 2. -continued Clinical observation Exp. No. 5467 (115-157)

Sex: Female

Signs Dose level Days of experiment otal
{mg/kg) 41 42p (28 — 42)
normai/Number per grou 0 5/% 5/5 5
per group 62.5 5/5 §/5 5
sacrificed 0 0 5 5
62.5 0 5 5
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Table 3. Body weight Exp. No. 5467 (115-157)
{unit : g)
Sex Dose level Days of experiment
{mg/kg) 0 7 14 21 27
Male 0 144+ 5 200+ 8 254 + 14 300 + 18 330 + 25
0.5 1432 5§ 197 £ 10 251 + 18 300 £ 23 328 + 29
2.5 144 + 5 206 £ 12 262 + 25 306 £+ 36 338 £ 45
12.5 143 5 200 £ 10 254 £ 17 303 + 22 332 + 22
62.5 144+ 5 205 + 11 259 ¢+ 18 297 + 26 316 + 30
Female 0 119+ § 153+ 8 173 £ 10 191 + 13 209 + 17
0.5 120+ 6 154 + 5 177 + 8 200+ S 217 + 8
2.5 120+ 5 152 + 4 177 + 10 199 + 11 216 + 7
12.5 119+ 5§ 154+ 7 179+ 6 205 ¢+ 10 222 + 13
62.5 118+ 5 157 £+ 7 177 £ 12 206 + 15 220 £ 18
Mean + §.D.
significant difference from control group; ¥ P=0.05 ¥ P=0.00
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Table 3.

-continued Body weight

Exp. No. 5467 {115-157)

{ unit : g)

Sex Dose level Gain
{mg/kg) (0 — 27)
Wale 0 186 £ 27
0.5 185 ¢+ 24
2.5 194 + 42
12.5 189 + 20
62.5 172 £ 29
Female 0 90 + 15
0.5 57+ 6
2.5 97+ 6
12.5 103 £ 10
62.5 102 + 16

Mean + S.D.

Significant difference from control group;

¥. P=0.05

¥+ P=0.01
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Table 3. ~-continued Body weight

PP g MR AT

Exp. No. 5467 (115-157)

{ unit : g )
Sex Dose leveli Days of experiment Gain
(mg/kg) 28 35 41 (28 — 41)
Hale 0 344 + 34 379 + 38 402 + 40 58 + 8
62.5 307 ¢ 27 332+ N 357 £+ 30 50+ 9
Female 0 212 £ 19 229 + 22 239 + 25 28+ 9
62.5 219 £ 26 232 £ 25 244 + 28 26+ 6
Mean + 3.D.
Significant difference from control group; ¥: P<0.05 ¥*: P=0.01
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Table 4.

Food consumption

Exp. No. 5467 (115-157)

(unit : g/day )
Sex Dose ievel Days of experiment Total
{mg/ka) 7 14 21 27 {0 — 27)
Male 0 20+ 2 23+ 2 23+ 2 23+ 3 601 + 41
0.5 20+ 1 22+ 1 22+ 2 22+ 2 581 + 30
2.5 20 2 22+ 3 23+ 3 23+ 3 597 + 68
12.5 19+ 1 22+ 2 23+ 3 23+ 2 579 + 48
62.5 20+ 2 25+ 2% 27 + 3% 24 £ 3 648 + 54
Female 0 15 1 17+ 1 17+ 2 17+ 2 443 =+ 37
0.5 16+ 1 17+ 1 18+ 1 18+ 1 465 + 26
2.5 15+ 1 17+ 2 17+ 2 18+ 1 461 + 25
12.5 16 1 18 1 18+ 1 181+ 1 471 £+ 23
62.5 16+ 1 18+ 2 20 £ 1%+ 20 £ 2%% 483 £ 33%*
Mean £ S$.D.
Significant difference from control group; ¥ P<0.05 ¥ P=<0.01
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Table 4. -continued Food consumption Exp. No. 5467 (115-157)
{ unit : g/day )
Sex Dose level Days of experiment Total
{mg/kg) 35 41 (29 — 41)
Male 0 27+ 3 28+ 1 357+ 24
62.5 27 £ 3 28+ 3 357+ 40
Female 0 20 2 20 4 258 + 36
62.5 21+ 2 21+ 2 270+ 26
Mean + S.D.
Significant difference from control group; ¥: P<0.05 *+: Pp<0.01
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Table 5.

Food efficiency

Exp. No. 5467 (115-157)

(unit : %)
Sex Dose level Days of experiment Hean
{mg/kg) 7 14 21 27 (0 — 27)
Male 0 40.6 + 3.8 33.2+ 3.7 28.1+ 4.1 21,4+ 4.8 30.8 ¢ 2.8
0.5 8.8+ 4.7 35,7+ 4.3 30.8 + 3.0 21.3 1+ 4.9 31.8¢+ 2.8
2.5 43.2 + 3.8 35.3 ¢ 5.3 27.2+ 4.9 23.0+ 3.3 32.2 + 3.8
12.5 43.6 + 3.6 35.7 ¢+ 3.1 31.0£ 2.0 20.7 £ 3.6 32.6+ 0.8
62.5 43.5¢ 3.8 30.3 + 3.9 20.6 + 4.6%% 12.9 + 4.8%+ 26.4 + 3.0%%
Female 0 30.8 + 5.2 17.1+ 3.1 16.1 £ 5.3N 17.1 + 3.4 20.1+ 2.4
0.5 30,9+ 2.6 19.2 £ 4.0 18.0 £ 2.1 16.2 + 3.1 21.0+ 0.8
2.5 30.3+ 4.3 19.8 + 5.2 17.9¢ 0.7 16.2 £ 5.5 21.0+ 0.9
12.5 320+ 2.4 19.8 + 2.6 20.0+ 2.4 16.1 £ 3.4 21.8+ 1.2
62.5 34.0+ 2.7 15.9 + 4.5 20.6 + 3.7 12.1 £ 5.3 20.5+ 2.3
g?ggif‘igégi difference from control group; *¥: P=0.05 *#: p<0.01

N: Non parametric analysis



Table 5. -continued Food efficiency

Exp. No. 5467 (115-157)
(unit : %)
Sex Dose level Days of experiment Mean
{mg/kg) 35 41 (29 — 41)
Male 0 18.5 + 2.1 13.8+ 1.3 16.3+£ 1.4
62.5 12.9 + 3.0%# 15.3 ¢ 3.6 14.0 £ 2.1
Female 0 12.5 + 3.3 8.5+ 7.1 10.6 + 2.3
62.5 9.1+ 2.5 10.0 £ 3.2 9.5+ 2.4
Mean + S.D.
Significant difference from contro! group; . P<0.05 *: P<0.01



Table 6. Hematology Exp. No. 5467 {115-157)

Day: 28
Sex Dose level No. of HGT HGB RBG MCV MGH MCHGC
(mg/kg) animals (%) (g/dL) (x10°/m?) (un) (pg) {%)
Male 0 5 45.6 + 1.8 15.2+ 0.4 7.89 + 0.18 57.8+ 1.9 19.3 ¢+ 0.7 33.4: 0.
0.5 5 44,6 + 1.5 14.8 + 0.5 7.65 ¢ 0.32 58.3+ 1.5 19.4 £ 0.6 33.2+ 0.5
2.5 5 42.5 & 2.4% 13.9 £ 0.8%+ 7.23 £ 0.33% 58.7+ 1.2 19.3+ 0.4 32.8x 0.2
12.5 5 41.9 1 1.2%+ 13.6 & 0.3%+ 7.18 1 0.27%+ 58.3+ 1.7 19.0+ 0.9 32.5% 0.7%
62.5 5 40.7 + 0.9%¢ 13.2 £ 0.3%+ 7.16 £ 0.46%% 57.0+ 2.7 18.4 + 0.9 32.3+ 0.3%
Female 0 5 43.7 + 1.7 15.1 £ 0.9 7.81 + 0.38 56.0+ 1.1 18.3 ¢+ 0.4 345+ 0.8
0.5 5 43.5 £ 3.1 1491 1.3 7.62 £ 0.61 57.1+ 1.6 19.6 + 0.6 34.3¢+ 0.8
2.5 5 44,0+ 1.3 15.2 £ 0.4 7.79 £ 0.22 56.4+ 0.8 19.5+ 0.4 345+ 0.4
- 12.5 5 43.1 £ 1.8 14.8 £ 0.7 7.46 £ 0.30 57.7+ 1.4 19.8 + 0.5 3.4+ 0.3
;L 62.5 5 41.6+ 1.6 14.1 + 0.6 7.49 + 0.30 55.6+ 1.0 18.5 ¢+ 0.4 340+ 0.4
W
Mean £+ $.D.

Significant difference from control group; t: P£0.05 ¥ p=0.01
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Table 6. -continued Hematology

Exp. No. 5467 (115-157)

Day: 28
Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
(mg/kg) animals {x10°/un") {x107/mn?) NEUT LYMPH UONO EQSH BASO LUG
Mate 0 5 1202 + 75N 8.2 2.1 M 3 86+ 2 2+ 1 1+ 1 0+ O 1+ 0
0.5 5 1265 £ 107 6.6+ 1.8 16+ 3 81+ 4 2+ 1 1+ 0 0z O 1+ 0
2.5 5 1280 £ 116 7.5% 0.8 13+ 4 83+ 4 3+ 1% 0+ 1 0+ 0 T+ O
12.5 5 1572 + 430 8.6+ 3.0 15+ 2 82+ 2 2+ 1 1+ 0 0+ 0 1+ 0
62.5 5 1639 + 227* 8.2+ 0.8 13+ 5 83+ 4 2+ 1 1+ 0 0+ O T+ 0
Female 5 1295 + 118 6.1 1.7 11T+ 5N 86+ 5N 1+ 0 1+ 0 0+ 0 1+ 0
.5 5 1360 £+ 155 7.3+ 2.2 17+ 8 79+ 8 2+ 1 T+ 1 cx 0O 1+ 0
2.5 5 1367 + 79 8.4+ 4.5 17 £ 12 80 ¢ 12 2+ 1 1+ 1 0+ 0 1+ 0
12.5 5 1368 + 138 8.4+ 2.1 10+ 4 86 £+ 4 112 1 1T+ 0 0+ 0 1+ 0
62.5 5 1350 + 194 8.4+ 2.4 81+ 3 88 2 2+ 1 1+ O 0 0 1 0
NEUT: Neutrophil  LYMPH: Lymphocyte  MONO: Monccyte EOSN: Eosinophil  BASO: Basophil  LUG: Large unstained cells

Mean + $.D.
Significant difference from control group: ¥: P=0.05
N: Non parametric analysis

¥

P=0.01



Table 6.

-continued Hematology

Exp. No. 5467 (115-157)

Day: 28
Sex Dose level No. of Reticulocyte
{mg/ka) animals %)
Male o 5 2.8+ 0.3
0.5 5 3.3+ 0.4
2.5 5 3.2+ 0.3
12.5 5 3.9+ 0.5¢
62.5 5 3.2+ 1.0
Female 0 5 2.1+ 0.4N
0.5 5 3.5+ 1.7
2.5 5 2.6+ 0.4
12.5 5 2.5 0.2
—f
! 62.5 5 2.4+ 0.3
o
9
Mean + S.D.

Significant difference from control group;

N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 5457 (115-157)
Day: 42
Sex Dose level No. of HCT HGB RBG MGV MGH MCHG
(mg/kg) animals (%) (g/dL) (x10°/Am3) () {pg) (%)
Male 0 5 446+ 1.0 15.3 £+ 0.3N 8.26 + 0.16 5.0+ 1.6 18.5 + 0.5 3.2+ 0.3
62.5 5 40.1 £ 2.7%¢ 13.2 £ 0.9%% 7.65 + 0.38% 52.5%+ 2.6 17.3 + 0.9¢ 32.9 + 0.6%*
Female 0 5 42.2+ 1.0 14.9 £ 0.5 7.80+ 0.27 54.2+ 0.8 19.1 £ 0.3 35.2+ 0.3
62.5 5 40.6 £ 1.6 14.2 £ 0.6 7.64 + 0.38 53.2+ 1.8 18.6 + 0.6 351 ¢+ 0.4
Mean + §.D.
Significant difference from contro! group; ¥ P=0.05 ¥%: P=0.01

N: Non parametric analysis
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Table 6. -continued Hematology
Day: 42

Exp. No. 5467 (115-157)

Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
{mg/kg) animals {x10%/m) {x10'/m) NEUT LYMPH MONO EOSN BASO LUG
Male 0 5 1196 + 145 10.8 + 4.2 9+ 3 87+ 3 2+ 1 1+ 0 0+ 0 1+ 0
62.5 5 1502 + 134%+ 1.7+ 4.8 12+ 4 85+ 4 2+ 1 1+ 0 0+ 0 1+ 0
Female 0 5 1166 + 64 6.1+ 1.4 13+ 4 82+ 4 2 0O 2+ O 0 0 1+ ©
82.5 5 1410 + 95%+ 56+ 1.6 10+ 3 87+ 3 2% 1 1T+ 1% 0z 0 i+ 0

NEUT: Neutrophil  LYMPH: Lymphocyte MWONO: Monocyte

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

¥

P=0.05

EQSN: Eosinophil
¥¥:

P=0.01

BASO: Basophil

LUG: Large unstained ceils



Table 6. -continued Hematology

Exp. No. 5467 (115-157)

Day: 42
Sex Dgse level No. of Reticulocyte
(mg/kg) animals (%)
Male 0 2.6+ 0.4
62.5 5 4.4+ 0,2%+
Female 0 5 2.7+ 0.4
62.5 5 2.6+ 0.3
Mean + S.D.

Significant difference from control group;

82-1

¥

: P=0.05

¥4

P=0.01
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Table 7. Coagulation Exp. No. 5467 (115-157)
Day: 28
Sex Dase level No. of PT APTT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/dL
Male 0 5 17.6 + 2.4 2.2+ 1.3 249 £+ 13
0.5 5 18.0 £ 2.3 24.0% 3.0 24+ 8
2.5 5 16.4 + 1.7 23.4+ 2.5 189 + 15%¢
12.5 5 15.4 + 0.9 20.8 £ 2.1 198 + 21%#
62.5 5 17.5% 2.2 25.4 ¢+ 4.7 193 £+ 20%#
Female 0 5 15.5 ¢+ 0.4 19.0+ 0.8 193+ 1IN
0.5 5 1541 0.7 18.9¢+ 1.5 222 + 46
2.5 5 15.2 + 0.6 19.2+ 2.0 186+ 9
12.5 5 14.4 £ 0.7¢ 17.8+ 1.5 184 £ 29
62.5 5 14.2 1 0.3%+ 19.4+ 1,5 185 + 10%
g?;:iiigégi difference from control group; *; P=<0.05 *+: P=0.01

N: Non parametric analysis
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Table 7. -continued GCoagulation Exp. No. 5467 (115-157)
Day: 42
Sex Dose level No. of PT APTT Fibrinogen
(mg/ka) animais {sec.) (sec.) {(mg/dL
Male 0 5 16.7+£ 1.0 23,4+ 1.9 240 £+ 24
62.5 5 6.9 0.5 20.3 ¢ 3.5 214 + 13
Female 0 5 16.5+ 1.0 14.3+ 1.6 210+ 7
62.5 5 15.8 + 1.1 15.0 £ 2.7 241 1 7%+
Mean + S.D.
Significant difference from control group; ¥: P=<0.05 ¥ p<0.01
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Table 8.

Blood chemistry

Exp. No. 5467 (115-157)

Day: 28
Sex Dose level No. of Glucose T.cholesterol Triglyceride
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL)
Hale 0 5 122 + 13 59 ¢+ 11 25.5+ 8.4\
0.5 5 132 £ 15 46+ 9 2.3+ 4.5
2.5 5 170 & 18%+ 5 4 4.5 7.1
12.5 5 170 & 10%* 491+ 13 44.8 + 20.9
62.5 5 156 + 16%¢* 52+ 20 45.8 + 12.5
Female 0 5 110 £ 15 43 + 10 12.3+ 5.6
0.5 5 120 + 20 59+ 5 12.1 ¢ 2.6
2.5 5 114 £ 16 50+ 7 8.8+ 3.7
12.5 5 127 & 22 54+ 6 12,2 1.4
62.5 5 151 & 8+ 84 1 16%+ 31.9 £ 4.8+
Mean + S.D.
Significant difference from contro! group; ¥: P<0.05 ¥*: P<0.01

N: Non parametric analysis



2¢-14

AH=E YV UGH LS A by 1arJ raye 1
Table 8, -continued Blood chemistry Exp. No. 5467 (115-157)
Day: 28
Sex Dgse level . of BUN Creatinjine T.bilirubin T.protein Albumin A/G
(mg/kg) animais (mg/dL) {mg/dL) (mg/dL) {g/dL) (g/dL)
Male 0 5 13.0¢+ 2.5 0.25 + 0.05 0.03 £ 0.00 5.84+ 0.34 3.78+ 0.22 1.85 + 0.18
0.5 5 12.9¢+ 0.5 0.23 + 0.03 0.01 £ 0.01*¢ 5.52 + 0.10 3.90 ¢ 0.17 2.43 + 0.23%
2.5 5 15.5¢+ 1.7 0.22 £ 0.03 0.02 £ 0.01%¢ 5.55 + 0.24 4.06 £+ 0.20 2.75 1 0.29%¢
12.5 5 i5.8+ 1.3 0.23 + 0.03 0.03 + 0.00 5.72 + 0.22 4.43 £ 0.18%+ 3.47 £ 0.25%%
62.5 5 17.2 & 2.4%+ 0.21 £ 0.05 0.02 + 0.01 5.86 + 0.40 4.40 £ 0.41%# 3.05 + 0.55%%
Female 0 5 16.1 ¢+ 4.3 0.30 £ 0.05 0.03+ 0.01 5.68 + 0.14 3.81 ¢+ 0.23 2.04 £ 0.26
0.5 5 15.5¢+ 1.5 0.28 + 0.03 0.03+ 0.0 5.67 + 0.18 3.67 + 0.43 1.95 + 0.44
2.5 5 16.6 + 3.8 0.32 £ 0.07 0.02 + 0.01 5.53 £ 0.19 3.72+ 0.12 2.08 + 0.27
12.5 5 15.8+ 2.4 0.30 + 0.07 0.02+ 0.01 5.93 + 0.33 4121+ 0.14 2.30 £ 0.25
62.5 5 16.9¢+ 1.3 0.25 + 0.04 0.01 £ 0.01 5.85 ¢+ 0.19 4,21+ 0.18 2.59 1+ 0.29+
Mean + S§.D.
Significant difference from control group; ¥: P<0.05 ¥+ P=0.01



Table 8. -continued Blood chemistry Exp. No. 5467 (115-157)

Day: 28
Sex Dose level No. of Sodium Potassium Ghloride Galcium 1 .phosphorus
(mg/kg) animals (mmo /L) (mmo1/L) (mmol/L) (mg/dL) (mg/dL)
Male 0 5 145.7 + 0.6 4.37 £ 0.27 108.9 ¢+ 0.9 10.06 + 0.24 3.10 £ 1.03
0.5 5 145.5+ 0.8 4.49 £ 0.23 109.1 £ 1.2 9.85 ¢+ 0.08 8.24 £ 1.01
2.5 5 144.1 + 0.8* 4.71 £ 0.22 108.3 £ 1.5 9.95 + 0.27 8.18 ¢+ 0.28
12.5 5 145.0 + 0.6 4.20 £+ 0.15 108.0 £ 1.2 10.16 £+ 0.25 8.60 + 0.52
62.5 5 144.7 £ 0.9 4.47 + 0.22 108.5 + 1.6 9.84 + 0.35 7.82 + 0.38
Female 0 5 143.5 + 0.3\ 4,06+ 0.11 110.3 £ 1.2 10.06 £+ 0.15 7.15 + 0.61
0.5 5 143.6 £ 1.4 3.98 + 0.29 109.6 £+ 1.8 9.84 £ 0.33 7.11 £ 0.43
2.5 5 143.0: 0.7 4.18 £ 0.40 108.5+£ 1.8 9.71 £ 0.20 7.02 £ 0.76
- 12.5 5 143.8 £+ 0.5 4.24 £ 0.26 109.9+ 1.9 10.19 1+ 0.23 7.62 £ 1.03
LL 62.5 5 142.5 + 1.5 4.14 £ 0.38 108.6 + 2.2 10.14 £ 0.40 7.84 £ 1.15
ox
Mean £ S.D.
Significant difference from contro} group; . P=0.05 ¥*: P<0.00

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 5467 (115-157)
Day: 28
Sex Dose level No. of AST ALT ALP Gamma-GTP
{mg/kg) animals (u/L) (u/L) (u/L) (/L)
Male 0 5 72 ¢ 7N 30 2 5 757 + 175 0.4+ 0.1
0.5 5 71+ 1N 28 + 4 992 + 220 0.3+ 0.1
2.5 5 65 + 5 32+ 3 1089 + 168 0.3+ 0.2
12.5 5 83+ 22 42 ¢ 5% 1569 + 427%* 0.5+ 0.1
62.5 5 115+ 16% 48 +  10¥# 1462 + 250%% 0.5+ 0.1
Female 0 S 68 1 5 21 ¢ 2 490 + 110 0.5+ 0.1
0.5 5 6% ¥ 11 22 4 409 + 86 0.6+ 0.2
2.5 5 66 7 23 ¢ 3 414 + 85 0.4+ 0.2
12.5 5 68 38 27 4 433 + 83 0.5+ 0.1
62.5 5 76 £+ 12 33 G¥¥ 633 + 199 0.4+ 0.1
Mean + S.D.
Significant difference from control group; ¥: P=0.05 ¥ P=<0.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry

Exp. No. 5467 (115-157)

Day: 42

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

Male 0 5 166 + 13 62+ 13 68.0 + 52.0
62.5 5 182 + 22 55+ 19 47.5 + 26.6
Female o 5 17+ 8 63+ 6 18.8+ 7.6
62.5 5 149 £ 16%¢ 91 + 14%¢ 37.7 + 18.8

Mean + §5.D.

Significant difference from control group;

: P=0.05 *+: P<0.01
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Table 8. ~continued Blood chemistry Exp. No. 5467 (115-157)
Day: 42
Sex Dose level No, of BUN Creatinine T.bilirubin T.protein Albumin A/G
{mg/kg) animals (mg/dL) (mg/dL) (mg/dL) {g/dL g/dL)
Male 0 5 14.5+ 2.4 0.25 + 0.03 0.06 £ 0.02 6.02 + 0.19 3.75 % 0.10N 1.66 + 0.11N
62.5 5 19.0 + 1.9% 0.24 + 0.04 0.02 £+ 0.01%« 5.95 + 0.49 4.22 + 0.45% 2.46 & 0.34%¢
Female 0 5 6.6+ 1.2 0.31 + 0.02 0.06 + 0.01 5.91+ 0.29 3.85 + 0.32N 1.89 £ 0.25
62.5 5 16.8+ 0.8 0.30x 0.03 0.03 £ 0.01%# 6.50 + 0.30% 4.27 £ 0.10¢% 1.93 + 0.18
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. 5467 (115-157)

Day: 42
Sex Dose level No. of Sodium Potassium Chloride Galgium I .phosphorus
{mg/kg) animals (mmo1/L) (mmo1/L) (mmo1/L) (mg/dL) (mg/dL)
Male 0 5 144.1 £ 0.9 4.56 £+ 0.16 106.3 ¢+ 1.2 10.11 & 0.42 7.45 + 0.55
62.5 5 144.6 £ 1.3 4.85 + 0.41 106.5 £ 1.0 10.05 £ 0.29 8.17 £+ 0.54
Female 0 144.3 £ 0.9 413+ 0.24 109.3 £ 2.2N 9.85 + 0.31 6.08 + 0.66
62.5 5 143.7 £ 0.8 4.35 £ 0.32 108.1 + 0.2 10.14 £ 0.35 6.08 £ 0.49
Mean + S.D.
Significant difference from control group; ¥: P=0.05 ¥¥: P=0.01

N: Non parametric analysis

Le-1
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Table 8. -continued Blood chemistry Exp. No. 5467 (115-157)
Day: 42
Sex Dose level No. of AST ALT ALP Gamma-GTP
(mg/kg) animals (u/L) (u/L) (u/L) (u/u)

Male 0 5 61 ¢ 7N 25 1 5N 622 + 123 0.5+ 0.2

62.5 5 68 + 22 49 +  29%x 906 + 169% 0.5+ 0.2
Female 0 5 66 + 13 25 + aN 381 + 138 0.8+ 0.3

62.5 65+ 19 3+ 21 247 + 63 0.6+ 0.1

Mean £ S.D.

Significant difference from control group;
N: Non parametric analysis

¥

: P=0.05 ¥%: P=<0.01
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Table 9. Urinalysis Exp. No. 5467 (115-157)
Day: 28
Sex Dose level No. of Volume Osmotic pressure
(mg/kg) animals {mL (mOsm/kg)
Hale 0 5 7.5+ 1.6 1916 + 170
0.5 5 1.8+ 6.1 1656 + 513
2.5 5 9.6+ 4.3 2085 + 455
12.5 5 10.6 + 2.1 2088 + 220
62.5 5 1.5+ 3.7 2111 + 406
Female 0 5 7.4+ 4.4 1983 + 639
0.5 5 M1+ 2.6 1465 + 389
2.5 5 146+ 4.7% 1138 + 429+
12.5 5 8.9 1.9 1697 + 267
62.5 5 8.1+ 2.8 2023 + 490
Mean + S.D.
Significant difference from control group; ¥: P<0.05 ¥*: P<0.01
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Table 9. -continued Urinalysis Exp. No. 5467 (115-157)
Day: 28

Sex Dose level No. of Color pH Occult bigod
(mg/kg) animals 1 2 3 456 7 8 91011 55566.577.5885 =9 - #/- W 2+ 3+
Mate 0 5 4 1 2 1 2 3 2
0.5 5 4 1 5 3 2
2.5 5 3 2 2 3 2 2 1
12.5 5 4 1 T 11 5
62.5 5 4 1 T2 11 2 1 1 1
Femaie 0 5 5 2 2 1 3 2
0.5 5 5 1 1 3 4 1
2.5 5 5 2 1 2 3 2
12.5 5 5 1 4 3
62.5 5 4 1 1 1 3 2 3
Golor :

olorless, 2= Slight yellow, ?

1= 6 Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, i

6: Fluorescent green, 11= Blue.



Table 9.
Day:

-continued Urinalysis

28

Exp. No. 5467 (115-157)
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Dose level

(mg/kg)

No. of
animals

Ketone bodies

/-

T+ 24

3+ 4

Giucose(?/d
- 0.

L)
0.25 0.5 =1.0

Protein(m

- #/- géd%%o =300

Maie

T T I T

[S IR S SRS S RS |

7 R & | B 7 R A
~N

N N W

Female

LYy

‘01010101

o ;o ;o

£ U e

—

[3, B - 4 L I

[ T S 7 T Y

Ny = =4 — B




¢y-1

J W MMy R A - T -

Table 9. -continued Urinalysis Exp. No. 5467 (115-157)
Day: 28

Sex Dose level No. of Bilirubin Urobilinogen(E.U. /dL)
{mg/kg) animals - 1y 2+ 3 0.11.02.04.08.0 =12
Hate 0 5 2 1 2 3 2
0.5 5 1T 3 1 4 1
2.5 5 1 2 2 2 3
12.5 5 2 3 2 3
62.5 5 3 2 2 3
Female 0 5 2 v 2 3 2
0.5 5 1 3 1 3 2
2.5 5 3 2 3 2
12.5 5 1T 3 1 4 1
62.5 5 2 1 2 4 1
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Tabie 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 5467 {115-157)
Day: 28

Sex Dose ievel No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals e 24 3 -1+ 2+ 34 - 1+ 2+ 3+ -+ - % - 3 - %

Male 0 5 5 5 5 5 5 4 i 5
0.5 5 5 5 5 5 5 2 3 5

2.5 5 5 5 5 5 5 4 1 5

12.5 5 5 5 5 5 5 1 4 5

62.5 5 4 1 5 5 5 5 2 3 5

Female 0 5 5 5 5 5 5 4 1 5
0.5 5 5 5 5 5 5 3 2 5

2.5 5 5 5 5 5 5 4 1 1 4

12.5 5 5 5 5 5 5 4 1 5

62.5 5 5 5 5 5 5 3 2 5

others . Crystals
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Table 9. -continued Urinaiysis Exp. No. 5467 (115-157)
Day: 42
Sex Dose level No. of Valume Osmotic pressure
(mg/kg) animals (mL) {(mOsm/kg)
Male 0 5 11.6x 4.1 2201 £ 420
62.5 5 9.8+ 2.1 2252 + 170
Female 0 5 13.4% 7.0 1681 + 518
62.5 5 11.6+ 6.8 1912 + 688
Mean + S.D.
Significant difference from control group; ¥: P=0.05 *+: P=<0.01



Table 9. -continued Urinalysis Exp. No. 5467 (115-157)

Day: 42
Sex Dose level No. of Golor pH Occult blood
mg/kg aninals 1 2 3 456 7 8 31011 55.566.57 7.588.5 =9 - #/- 1 2+ 3
Male 0 5 5 1 4 4 1
62.5 5 3 2 3 2 4 1
Female 0 5 5 1 4 4 1
62.5 5 5 3 2 5

Color : 1= Colorless, 2= Sli?ht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 8= Milky white, 10= Fiuorescent green, 11= Blue.

G-l
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Table 9. -continued Urinalysis Exp. No. 5467 (115-157)
Day: 42

Sex Dase level No. of Ketone bodies Glucose(?/dL) Protein(mg/dL)
(mg/kg) animals - #/- 1+ 2+ 3+ 4 - 0.1 0.250.5 =1.0 - +/- 30 100 =300
Male 0 5 1 4 5 5
62.5 5 5 5 1 4
Female 0 5 1 4 5 1 4
62.5 5 1 3 1 5 1 1 2 1
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Table 9. ~continued Urinalysis Exp. No. 5467 (115-157)
Day: 42

Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
(mg/kg) animals - T+ 2+ 34+ 0.1 1.0 2.0 4.0 8.0 =12
Male 0 5 3 2 4 1
62.5 5 4 1 3 2
Female 0 5 4 1 1 4
62.5 5 4 1 3 2
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 5467 (115-157)
Day: 42

Sex Dose level No. of Erythrocytes Leukoc¥tes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals -1+ 24734 - 1+ 24 3+ - 1+ 2+ 3+ - 4 -4 - + - ¢

Male 0 5 5 5 5 5 5 3 2 5
62.5 5 5 5 5 5 5 5 5

Female 0 5 5 5 5 5 5 5 5
62.5 5 5 5 5 5 5 5 5

others : Crystals
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Table 10. Organ weight Exp. No. 5467 (115-157)
Day: 28

Sex Dose level No. of Body wejght Brain Heart Liver Kidneys
{mg/kg) animals (g) (g) (9) (g} (g¥
Male 0 5 323 ¢+ 12 2.02+ 0.08 1.09+ 0.09 9.40 + 0.58N 2.43 ¢ 0.22
.5 5 328 + 29 2,03+ 0.07 1,10+ 0.1 11.65+ 1.90 2.54+ 0.17
2.8 5 338 + 45 2.12+ 0.06 1.17 £+ 0.14 17.11 £ 3.46% 2.74 + 0.29
12.5 5 332 ¢+ 22 2.08+ 0.05 1.18 + 0.07 21.64 + 2.73% 2.88+ 0.40
62.5 5 329 + 3 2.06 + 0.09 1.23+ 0.18 24.47 + 5.06* 3.04 £+ 0.45*
Femaie 0 5 209 + 19 1.94+ 0.10 0.75 ¢+ 0.07 6.39+ 0.87 1,70+ 0.14
.5 5 217 ¢+ 8 1,92+ 0.08 0.77 £ 0.03 6.84 + 0.63 1.61 ¢ 0.08
.5 5 216 £ 7 1.95+ 0.07 0.75+ 0.02 6.73+ 0.26 1.7+ 0.09
12.5 5 222 + 13 1.90 £+ 0.12 0.78+ 0.05 8.67 £+ 1.16%x 1.72 ¢+ 0.1
62.5 5 226 £ 15 1.90 £+ 0.03 0.84 + 0.06% 12.43 £+ 0.89+%% 1.87+ 0.19
Mean + §.D.
Significant difference from control group; ¥: P<0.05 t+: P<0.01

N: Non parametric analysis
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Table 10. -continued Organ weight Exp. No. 5467 (115-157)
bay: 28

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
{mg/kq) animais {g) (mg) (g) {mg) (mg)
Male 5 0.61+ 0.06 51+ 7 2.90+ 0.16 17+ 4
.5 5 0.56 ¢+ 0.08 45+ 9 2.84+ 0.12 17+ 2
2.5 5 0.62+ 0.10 53 4 2.88+ 0.15 21+ 5
12.5 5 0.62+ 0.16 44+ 4 2,91+ 0.15 21+ 3
62.5 5 0.57 + 0.08 47+ 7 2.92+ 0.14 21 + 4
Female 5 0.46 + 0.02 70+ 14N 87 + 22 18+ 1
.5 5 0.48+ 0.11 66+ 7 9% + 18 16+ 3
2.5 5 0.45 ¢ 0.06 64+ 4 82+ 11 17+ 2
12.5 5 0.47+ 0.09 66 3 97 + 9 19+ 3
62.5 5 0.43 + 0.05 56+ 9 89+ 18 19+ 2
Mean + §.D.
Significant difference from control group; : P=0.05 ¥%: p=0.01

N: Non parametric anaiysis



Table 10. . -continued 0Organ weight Exp. No. 5467 (115-157)

Day: 28
Sex Dgse level No. of Pituitary Thymus Epididymjdes
(mg/kg) animais (mg) (mg) (ng)

Male 0 5 1M 2 578 + 133 657 + 47N

0.5 5 12+ 2 439+ 84 649+ 7

2.5 5 3¢ 2 546 + 106 630 + 11

12.5 5 12+ 2 657 + 219 636 + 16

62.5 5 13+ 4 496 + 127 623 + 55
Female 0 5 14+ 2 496 + 60
0.5 5 15 2 412 + 88
2.5 5 13+ 3 519 + 120
— 12.5 5 12+ 3 460 + 106
n 62.5 5 15 2 514 + 87

g?ggiﬁiiégi difference frem control group; ¥: PZ0.05 ¥+: P=0.01

N: Non parametric analysis
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Table 10. -continued Organ weight Exp. No. 5467 (115-157)
Day: 42
Sex Dose level No. of Body weight Brain Heart Liver Kidneys
{mg/kg) animals {g) (g) (9) (g) (g
Male 0 5 402 + 40 2.10+ 0.10 1.20¢+ 0.10 11,80+ 1.64 2.83+ 0.23
62.5 5 357 + 30 2.07+ 0.10 1.28+ 0.16 20.61 + 3.36%¢ 2.91 + 0.40
Female 0 5 239 + 25 1.99 + 0.02 0.79+ 0.04 6.80 + 0.86 1.77 + 0.18
62.5 5 244 + 28 1.94 ¢+ 0.05 0.87 + 0.06 8.85 £+ 0.99%+ 1.86 + 0.13
Mean + S.D.
Significant difference from control group; *: P=<0.05 ¥%: P<0.01
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Table 10. -continued Organ weight Exp. No. 5467 (115-157)
Day: 42
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
mg/kg animais (g) (mg) (9) ng {mg)
Male 0 0.8+ 0.1 59+ 15 3.13+ 011 23+ 2
62.5 0.68+ 0.13 50+ 12 3.07+ 0.18 22+ 3
Female 0 5 0.53+ 0.06 67+ 3 88 + 12 21+ 3
62.5 5 0.49+ 0.03 72+ 7 101 N 21+ 3
Mean £ §.D,
Significant difference from control group; : P=<0.05 ¥ .01
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Table 10. -continued Organ weight
Day: 42

Exp. No.

5467 (115-157)

Sex Dose level No. of Pituitary Thymus Epididymides
{mg/kag) animals mg (mg)
Male 0 5 s 2 418 + 95 917 £ 59N
62.5 5 12+ 3 411 + 83 858 + 15+
Female 0 5 14+ 3 382 + 51
62.5 5 14+ 4 483 + 90
Mean + S.D.
Significant difference from control group; ¥: P=0.05 ¥+ P<0.01

N: Non parametric analysis
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Table 11,

Organ weight per body weight

Exp. No. 5467 (115-157)

Day: 28
Sex Dose level No. of Body weight Braip Heart Liver Kidneys
tno/kg) . animals (@) t %) %) 3]
Male 0 5 323 £ 12 0.624 + 0.009N 0.337 + 0.026 2.908 + 0.139N 0.753 £ 0.075
0.5 5 328 + 29 0.622 + 0.038 0.336 + 0.028 3.533 + 0.296% 0.775 £ 0.046
2.5 5 338 ¢ 45 0.633 £ 0.062 0.346 £ 0.0 5.045 + 0.506% 0.814 + 0.053
12.5 5 332+ 22 0.628 + 0.044 0.355 + 0.017 6.507 + 0.536% 0.865 + 0.080
62.5 5 329 + 31 0.630 + 0.046 0.374 + 0.028 7.413 £ 1.283% 0.927 + 0.119%¢
Female 0 5 209 + 19 0.931 + 0.053 0.357 £+ 0.019 3.053 + 0.178 0.816 + 0.057
0.5 5 217+ 8 0.884 £ 0.012 0.356 + 0.008 3.146 =+ 0.197 0.742 + 0.033%
2.5 5 216 + 7 0.901 + 0.052 0.348 + 0.007 3.112 £ 0.107 0.789 + 0.029
12.5 5 222 1+ 13 0.857 + 0.046 0.351 + 0.009 3.885 £ 0.324%+ 0.776 + 0.040
62.5 5 226 £ 15 0.841 x 0.058% 0.371 £ 0.024 5.497 + 0.172%% 0.827 + 0.042
Mean + S.D.
Significant difference from control group; : P=0.05 ¥ P=0.01

N: Non parametric analysis



Table 11, -continued Organ weight per body weight Exp. No. 5467 (115-157)
Day: 28
Sex Dose level No. of Spleen Adrenals Testes Qvaries Thyroid
{mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 0.188 + 0.015 0.016 + 0.002 0.901 + 0.080 0.005 + 0.001
0.5 5 0.169 + 0.012 0.014 + 0.003 0.871 + 0.084 0.005 ¢+ 0.000
2.5 5 0.183 + 0.017 0.016 £ 0.002 0.865 + 0.121 0.006 ¢+ 0.001
12.5 5 0.184 + 0.038 0.013 + 0.002 0.879 + 0.046 0.006 ¢ 0.001
62.5 5 0.173 + 0.025 0.014 1+ 0.001 0.891 + 0.068 0.007 ¢+ 0.001
Female 0 5 0.222 + 0.017 0.033 + 0.005 0.041 + 0.007 0.009 + 0.001
0.5 5 0.218 + 0.041 0.030 + 0.003 0.044 + 0.008 0.007 + 0.001
2.5 5 0.210 + 0.033 0.030 + 0.002 0.038 + 0.005 0.008 + 0.001
12.5 5 0.209 + 0.033 0.030 + 0.001 0.044 £ 0.005 0.008 + 0.001
62.5 5 0.190 + 0.023 0.025 + 0.003%* 0.039 £ 0.008 0.009 + 0.001
Mean & §.D.
Significant difference from control group; ¥, P<0.05 ko p=0.01



Table 11. -continued Organ weight per body weight Exp. No. 5467 {115-157)

Day: 28
Sex Dose level No. of Pituitar Thymus Epididymides
(mg/kg) animals %) y %) (&)
Male 0 5 0.004 + 0.00} 0.178 + 0.039 0.204 + 0.019
0.5 5 0.004 £ 0.000 0.134 £ 0.022 0.199 ¢+ 0.018
2.5 5 0.004 + 0.001 0.162 + 0.027 0.189 + 0.023
12.5 5 0.004 + 0.001 0.196 + 0.056 0.192 £+ 0.0
62.5 5 0.004 + 0.001 0.150 + 0.026 0.190 + 0.013
Female 0 5 0.007 £ 0.00% 0.239 + 0.035
0.5 5 0.007 & 0.001 0.191 £ 0.045
2.5 5 0.006 + 0.001 0.240 £ 0.055
— 12.5 5 0.006 + 0.001 0.205 + 0.039
" 62.5 5 0.007 + 0.001 0.227 + 0.031
.."
Mean + S.D.

Significant difference from control group; ¥: P=<0.05 ¥#: p=0,.01
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Table 11. -continued Organ weight per body weight Exp. No. 5467 (115-157)
Day: 42
Sex Dose level No. of Body wejght Bra Heart Liver Kidneys
(mg/kg) animals {g) ( (%) (%) (%¥
Hale 0 5 402 + 40 0.527 + 0.046 0.298 + 0.008 2.930 £ 0.133N 0.706 + 0.046
62.5 5 357 £ 30 0.580 + 0.034 0.356 £ 0.016%# 5.746 £ 0.527%+ 0.814 & 0.066%
Female ¢ 5 239 + 25 0.838 + 0.086 0.333 £ 0.022 2.836 £ 0.076 0.744 1+ 0.075
62.5 5 244 + 28 0.802 + 0.084 0.357 + 0.028 3.626 + 0.117%% 0.766 £ 0.070
Mean + §.D.
Significant difference from control group; ¥: P<0.05 *+; P<0.01

N: Non parametric analysis



Table 11.

-continued Organ weight per body weight

Exp. No. 5467 (115-157)

Day: 42
Sex Dose level No. of Spieen Adrenals Testes Ovaries Thyroid
(mg/kg) animats p(%) (%) (%) (%) (%)
Male 0 0.169 £+ 0.019 0.015 £ 0.003 0.787 + 0.093 0.006 + 0.001
62.5 5 0.190 + 0.023 0.014 + 0.003 0.861 + 0.043 0.006 + 0.001
Female 0 5 0.224 + 0.037 0.028 + 0.004 0.037 + 0.004 0.009 + 0.002
62.5 5 0.203 = 0.022 0.030 + 0.003 0.041 £ 0.003 0.008 £ 0.001
Mean + S.D.

Significant difference from control group;

: P=0.05 ¥*: P=0.

01
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Table 11. -continued Organ weight per body weight

Exp. No. 5467 (115-157)

Day: 42
Sex Dose level No. of Pituitar Thymus Epididymides
(na/kg)  animals i (%) )
Male 0 5 0.003 + 0.001 0.103 + 0.018 0.231 + 0.038
62.5 S 0.003 + 0.001 0.115 £ 0.017 0.241 £ 0.018
Female 0 5 0.006 + 0.001 0.160 £ 0.020
62.5 5 0.006 + 0.001 0.199 + 0.038
Mean + S.D.
Significant difference from control group; ¥. P=0.05 ¥*: P<0.01
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Table 12.

Summary of gross findings with statistical analysis ( 28 Days experiment )

Exp. No. 5467 (115-157)

Wale animals

Female animals

Dose level { mg/kg ) Am Bm Cm Dm Em Af Bf ¢f Df Ef

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

Organ Findings

DIGESTIVE SYSTEM

stomach black patch/zone 0 0 0 0 0 0 0 1 0
white patch/zone 0 0 ] 0 0 0 0 0 0

liver enlarged 0 2 S* 5% St 0 0 0 3 k¥
red patch/zone 0 0 0 0 1 0 0 0 0 0
white patch/zone 0 0 2 2 3 0 0 0 0 3

URINARY SYSTEM

kidney cyst 0 0 0 0 0 0 0 0 ¢ 1
dilated pelvis 0 0 0 0 1 ] 0 0 0 0

REPRODUGTIVE SYSTEM

uterus difated lumen - - - - - 1 1 2 0 0

INTEGUMENTARY SYSTEM

skin ulcer 0 0 0 0 0 0 1 0 0 0

Am: 0 Bm: 0.5 Cm: 2.5 Dm: 12.5 Em: 62.5

Af: 0 Bf: 0.5. Gf: 2.5 Df: 12.5 Ef: 62.5

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



Table 12. -continued Summary of gross

findings with statistical analysis (

AN-ryoc uventier

42 Days experiment )

fasuc) 104U rage

Exp. No. 5467 (115-157)

Male animals

Female animals

Dose level { mg/kg ) Am Bm Af Bf
No. of animals necropsied 5 5 5 5
Organ_____ Findings
RESPIRATORY SYSTEM
lung brown patch/zone 0 1 0 0
DIGESTIVE SYSTEM
liver brown 0 5%% 0 0
brown patch/zone i 0 0 0
enlarged 0 S%* 0 2
hepatodiaphragmatic ncdule 1 0 0 0
red patch/zone 0 1 0 0
white patch/zone 0 2 0 0
URINARY SYSTEM
kidney scarred 2 0 0 0
REPRODUGTIVE SYSTEM
ovary cyst - ~ 1 0
Am: O Bm: 62.5
Af: O Bf: 62.5

Significant difference from control group; * : P = 0.05 * . P 5 0.0



Table 13. Summarg of histologica] findings with statistical analysis
a

Exp. No. 5467 (115-157)

{28 Days experiment
Male animals Female animals
Dose level { mg/kg ) Am Bm Cn Dm Em Af cf 0f Ef
No. of animals necropsied 5 5 5 5 5 5 5 5 5 5
Organ Findings
GARDIOVASGULAR SYSTEM
heart
de?eneration of myocardium 0 0 0 b+ S¥k 0 0 0 3 Sk%
cellular infiltration 0 1 Ll 4% 4t Q 1 0 0 1
hypertrophy, myocardium 0 0 0 3 4% 0 0 0 1 3
HEMATOPOIETIC SYSTEM
spleen
microgranuloma 0 0 0 0 0 0 0 0 0 1
hematopoiesis, extramedutlary 0 0 3 2 2 0 1 0 0 0
lymph node
diiatation, sinus 1 - - - 0 0 - - - 0
thymus ,
Kuersteiner’'s duct/cyst 0 - - - 2 0 - - - 0
RESPIRATORY SYSTEMW
lung
accumulation of foamy cells 1 - 3 1 - - - 2
microgranuloma 0 - - - 0 1 - - - 0
hypertrophy, media, artery 1 - - - 1 1 - - - 1
DIGESTIVE SYSTEM
liver
degeneration, vacuolar 0 0 G 5+ 5S¢ 0 0 0 0 2
deposit, pigment 0 0 0 0 1 0 0 0 0 0
fatty change 5 0%+ D 0+ 0%# 5 5 5 3 Q%+
inclusion body, intracytopiasmic 0 0 0 0 1 0 0 0 0 0
necrosis, focal 0 0 1 2 4% 0 0 0 0 0
cellular infiltration, iymphocyte 0 1 0 0 0 1 1 0 0 1
granuiation 0 0 1 0 1 0 0 0 0 0
microgranuloma 5 5 5 5 5 5 5 5 5 5
hematopoiesis, extramedullary 0 0 0 1 0 0 0 0 0 0
hypertrophy, hepatocyte 0 3 5%+ 5¥% 5% Q 0 0 5*% %%
increase in mitosis 0 0 0 0 4% 0 0 0 1 2
proliferation, bile duct Q 1 1 4% 4% 0 0 0 0 1
An: 0 Bm: 0.5 tm: 2.5 Dm: 12.5 Em: 62.5
Af: 0 Bf: 0.5 Gf: 2.5 Df: 12.5 Ef: 62.5
Significant difference from control group; ¥ P X 0.05 ¥ P = 0.01
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Table 13.

(28 Days experiment

-continued SummarK of histologica] findings with statistical analysis
a

LR g

Exp. No. 5467 (115-157)

Male animals

Female animals

Dose level ( mg/kg ) Am Bm Gm Dm Em Af BT Cf of Ef
No. of animals necropsied 5 5 5 5 5 5 5 5 5 5
Organ Findings
URINARY SYSTEM
kidney
basophilic tubules 2 3 4 3 5 1 2 2 0 3
cast, hyaline Q 0 v 0 1 0 0 0 0 0
dilatation, tubules 0 4] 0 0 3 0 1 0 0 1
hyaline droplet 2 2 0 0 0 0 0 0 0 0
mineraiization 2 1 3 2 2 1 1 0 3 1
cellular infiltration,lymphocyte 0 0 1 i 0 0 0 0 0 0
difatation, renal pelvis 0 0 0 0 1 0 0 0 0 0
hypertrophy, tubular epithelium ) 0 0 2 5*# 0 0 0 0 2
REPRODUGTIVE SYSTEM
prostate
cellular infiltration, lymphocyte 3 - - - 0 - - - - -
ENDOGRINE SYSTEM
pituitary gland
cyst 1 - - - 0 0 - - - 0
thyroid gland
ectopic thymus 0 0 0 0 0 0 0 0 1 0
follicufar cell hyperplasia 0 0 0 0 2 0 0 0 0 2
ultimobranchial remnant 2 0 1 1 1 4 4 2 2 3
adrenal gland
degeneration, vacuolar 1 - 0 0 - - 0
hypertrophy, zona fascicutlata 0 - - - 0 1 - - 0
Am: O Bm: 0.5 Cm: 2.5 Dm: 12.5 Em: 62.5
Af: 0 Bf: 0.5 Gf: 2.5 Df: 12.5 Ef: 62.5
Significant difference from control group; * : P = 0.05 # . p =5 0.01



Tabie 13. -continued Summary of histologica] findings with statistical analysis

42 Days experiment

Male animals

Female animals
Dose level { mg/kg ) Anm Bm Af Bf
No. of animals necropsied 5 5 5 5
Organ Findings
CARDIOVASGCULAR SYSTEM
heart
de?eneration of myocardium 0 4% 0 0
cellular infiltration 1 3 0 0
HEMATOPOIETIC SYSTEM
spleen
deposit, pigment 2 1 4 3
microgranuloma 0 0 1 0
hematopoiesis, extramedullary 0 3 0 0
thymus
Kuersteiner’'s duct/cyst 1 1 2 i
RESPIRATORY SYSTEM
lung
accumulation of foamy cells 1 4 1 1
hypertrophy, media, artery 1 1 1 1
DIGESTIVE SYSTEM
stomach
dilatation, gland 1 1 0 0
microgranuloma 1 0 0 0
exocrine pancreas
degeneration, vacuolar 1 0 0 0
rectum
microgranuloma 1 1 0 0
liver
degeneration, vacuolar 0 4% 0 0
deposit, pigment 0 A 0 1
fatty change 5 %% 5 4
inclusion body, intracytoplasmic 0 1 0 0
necrosis, focal 0 3 0 2
celiular infiltration, lymphocyte 0 0 1 2
granulation 0 1 0 0
microgranuloma 5 5 5 5
hematopoiesis, extramedullary Q 1 0 0
hepatodiaphragmatic nodule 1 0 0 0
Am: 0O Bm: 62.5
Af: 0 Bf: 62.5
Significant difference from control group; * : P = 0.05 #* P S 0.00

Exp. No. 5467 (115-157)



Table 13. ~-continued Summarg of histological findings with statistical anaiy...
{ 42 Days experiment )

Male animals Female animals
Dose {evel { mg/kg ) An Bm Af
No. of animals necropsied 5 5 5 5
Grgan Findings
DIGESTIVE SYSTEM
iver h t h h t g 5%x 0 3
ypertrophy, hepatocyte
prolifergt¥on, ile duct 0 4% 0 0
foci/area of cellular alteration 1 0 0 0
URINARY SYSTEM
kidney
basophilic tubules 4 4 4 4
cast, hyaline 2 0 1 0
ditatation, tubules 1 0 0 1
hyaline dropliet 3 0 0 0
mineralization 2 3 3 3
celtular infiltration, lymphocyte 1 } 1 0
fibrosis, scar 1 0 0 0
REPRODUCTIVE SYSTEM
epididymis
celiular infiltration, lymphocyte 1 0 - -
prostate
cellular infiitration, lymphocyts 4 2 - -
ovary

cyst, brusa ~
deposit, pigment - - 1

ENDOGRINE SYSTEM
pituitary gland

'
—
—_—

increase in castration celt 1 1 0 0
thyroid giand
celtular infiltration, lymphocyte 0 1 0 0
folticular cell hyperplasia 0 3 0 0
ultimobranchial remnant 2 2 5 1%
adrenal gland
degeneration, vacuolar 1 1 0 0
Am: O Bm: 62.5
Af: O Bf: 62.5

Significant difference from control group; ¥ : P S 0.05 P35 0.01
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Table 14, Summary of histological findings ( 28 Days experiment ) Exp. No. 5467 (115-157)

Sex: Male
Dose level { mg/kg ) 0 0.5 2.5 12.5
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 12 3 1 2 3 1 2 3 1 2 3
GARDIQVASGULAR SYSTEM
heart ( 5) (5) (5) (5
degeneration of myocardium 000 000 0 0 0 5 0 Q
cellular infiltration 000 1 00 5 00 4 00
hypertrophy, myocardium 0 00 Do 0 00 3 00
HEMATOPCIETIG SYSTEM
spleen ( 5) { 5) {5) {5
hematopotesis, extramedullary 0 00 0 0 0O 3 0O 2 00
lymph node (5) (0) {0) (0)
dilatation, sinus 1 00 - - - - - - - - -
thymus , (5) (0) ( 0) (0
Kuersteiner's duct/cyst 0 00 - - - - - - - - -
RESPIRATORY SYSTEM
lung ( 58) (0) (0) ( 0)
accumulation of foamy cells 1 00 - - - - - - -
hypertrophy, media, artery 1 0 - - - - - - - -
DIGESTIVE SYSTEM
liver ' (5) {5) (5) ( 5)
degeneration, vacuolar 0 00 0 0 0 5 00 5 00
deposit, pigment 0 00 0 00 0 0O 0 00
fatty change 500 0 00 0 00 0 00
inclusion body, intracytoplasmic 0 00 0 00 0 0 0 g0 00
necrosis, focal 0 00 000 100 2 00
cellular infiltration, lymphocyte 0 00 1 00 0 0 0 0 00O
granulation 0 00 00 0 1 0 0 0 00
microgranuloma 5 0 0 5 0 0 5 00 5 00
hematopoiesis, extrameduilary 0 0 0 000 0 00 100
hypertrophy, hepatocyte 0 00 300 500 5 00
increase in mitosis 00O 0 0 0 0 00 0 00
proliferation, bile duct 0 0 O 100 i 00 4 0 0

URINARY SYSTEM

kidney { 5) (5) (5) ( 5)
basophilic tubules 00 0 0 4
cast, hyaline

oM
(=]
(=]
(=178
(=]
o
(=]
(=]
(=]
oW
Qo

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 histoiogical findings (

28 Days experiment )

Sex: Male
Dose level ( mg/kg ) 62.5
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 12 3
CARDIOVASCULAR SYSTEM
heart ( 5)
de?eneration of myocardium 500
cellular infiltration 4 00
hypertrophy, myocardium 4 00
HEMATOPOIETIG SYSTEM
spleen (5)
hematopoiesis, extramedullary 2 00
lymph node { 5)
dilatation, sinus 0 0
thymus ) { 5)
Kuersteiner’s duct/cyst 2 00
RESPIRATORY SYSTEM
lung (5)
accumulation of foamy cells 3 00
hypertirophy, media, artery 1 00
DIGESTIVE SYSTEM
liver (5
degeneration, vacuolar 5 00
deposit, pigment 100
fatty change 0 0 O
inclusion body, intracytoplasmic 1 00
necrosis, focal 4 0 0
cellular infiltration, lymphocyte 0 00
granuiation 1 00
microgranuloma 5 0 0
hematopoiesis, extramedullary ¢ 00
hypertrophy, hepatocyte 5 00
increase in mitosis 4 00
protiferation, bile duct 4 0 0
URINARY SYSTEM
Kidney ( 5)
basophilic tubules 320
cast, hyaline 1 00
1: slight 2. moderate 3: marked

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

: Not applicablie.

Exp. No. 5467 (115-157)
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Table 14.

-continued Summary of histological findings (

28 Days experiment )

Exp. No. 5467 (115-157)

Sex: Male
Dose leve) ( mg/kg ) 0 0.5 2.5 12.5
No. of animals inttially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings 1 2 3 1.2 3 1.2 3 1 2 3
URINARY SYSTEM
kidney
dilatation, tubules 0 0 0 0 00 0 00 0 0 0
hyaline droplet 200 200 000 0 00
mineralization 2 00 1 00 300 2 00
cellujar infiltration, iymphocyte 0 0 O 0 0 0 1 0 0 1 00
ditatation, renal pelvis 0 00O 0 00 0 0 O 0 0 0
hypertrophy, tubular epithelium 00O 0 00 0 0 0 2 00
REPRODUGTIVE SYSTEM
prostate (5) (0) { 0) {0
cetlular infiitration, lymphocyte 300 - - - - - - - - -
ENDOGRINE SYSTEM
pituitary gland {5) {0) (0) (0)
cyst 100 - - - - - - - - -
thyroid gland { 5) { 5) { 5) ( 5)
follicular cell hyperplasia 0 0 0 0 0 0 0 00 0 00
ultimobranchial remnant 2 00 0 00 10 0 1 00
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 )

Exp. No. 5467 (115-157)

Sex: Male
Dose level ( mg/kg ) 62.5
No. of animals initially in study 5
No. of animals necropsiaed 5
No. of animals examined histologically 5
Organ Findings T 2 3
URINARY SYSTEM
kidney
dilatation, tubules 3J o0
hyaline droplet 0 00
mineralization 2 00
cellular infiltration, lymphocyte 0 0 O
dilatation, renal pelvis 1 0 0
hypertrophy, tubular epithelium 500
REPRODUCTIVE SYSTEM
prostate (5)
cellular infiltration, iymphocyte 0 0 0
ENDOGRINE SYSTEM
pituitary gland (5)
cyst 0 0 0
thyroid gland { 5)
follicular cell hyperplasia 2 00
ultimobranchial remnant 1T 00
adrenal gland (5)
degeneration, vacuolar 0 00

t: slight 2: moderate 3: marked

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

: Not applicable.
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Table 14.

Sex: Female

-continued Summary of histological findings ( 28 Days experiment )

Exp. No. 5467 (115-157)

Dose level

( mg/kg ) 0 0.5 2.5 12.5
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histoliogically 5 5 5 5
Organ Findings 12 3 1 2 3 1 2 3 1 2 3
GARDIOVASCULAR SYSTEM
heart (8) {( 5) (5) ( 5)
degeneration of myocardium 0 00 0 00 0 0 0 3 00
cellutar infiltration 0 00 1 00 0 00 0 00
hypertrophy, myocardium 000 0 0 0 0 00 1 00
HEMATOPOIETIC SYSTEM
spleen ( 5) (5) (5) (5)
microgranuloma 0 0 ¢ 0 0 0 0 0 0 0 0 0
hematopoiesis, extramedullary 0 ¢ 0 1 0 0 0 0O 0 0 0
RESPIRATGRY SYSTEM
lung (5) (0 ( 0} (o)
accumulation of foamy cells 1 00 - - - -
microgranuloma 1 00 - - - - - - - - -
hypertrophy, media, artery 1 00 - - - - - - - - -
DIGESTIVE SYSTEM
liver ( 5} { 5) (5 ( 5)
degeneration, vacuolar 0 0O 000 000 0 0 O
fatty change 5 00 S 00 5 00 300
cellular infiltration, lymphocyte 1 00 1 00 0 00 0 0O
microgranuloma 5 0 0 500 5 0 0 5 0 0
hypertrophy, hepatocyte 0 00 0 00 0 0 0 5 00
increase in mitosis 0 00 0 00 0 00 10 0
proliferation, bile duct 0 00 0 00 0 00 0 00
URINARY SYSTEM
kidney ( 5) (9 (5 ( 5)
basophilic tubules 1 00 2 00 2 00 0 00
dilatation, tubules 0 0 0 1 0 0 0 0O 0 00
mineralization 1 00 100 0 0 0 3 00
hypertrophy, tubular epithelium 000 000 000 0 00
ENDOGRINE SYSTEM
thyroid gland (%) ( 5) { 4) (5)
ectopic thymus 0 00 000 0 00 1 0 0
follicular cell hyperplasia 0 00 0 0 O 6 0 O 0 00

'I(: 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 (

Sex: Female

28 Days experiment )

Dose level { mg/kg ) 62.5
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 1 2 3
CARDIOVASCULAR SYSTEM
heart ( 5)
de?eneration of myocardium 5 00
cellular infiltration 100
hypertrophy, myocardium 3 00
HEMATOPQIETIC SYSTEM
spleen (5)
microgranuloma 1 00
hematopoiesis, extramedullary 0 00
RESPIRATORY SYSTEM
lung ( 5)
accumulation of foamy cells 2 00
microgranuloma 0 00
hypertrophy, media, artery 100
DIGESTIVE SYSTEM
liver (5)
degeneration, vacuolar 2 00
fatty change 000
cellular infiltration, lymphocyte 100
microgranuloma 500
hypertrophy, hepatocyte 500
increase in mitosis 2 00
proliferation, bile duct 1 00
URINARY SYSTEM
Kidney (5
basophilic tubules 3 00
dilatation, tubules 1 0 0
mineralization 1.0 0
hypertrophy, tubular epithelium 2 00
ENDOCRINE SYSTEM
thyroid gland { 5)
ectopic thymus 0 00
follicular cell hyperplasia 2 00

1: slight 2: moderate 3: marked

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

: Not applicable.

Exp. No. 5467 (115-157)
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Table 14, -continued Summary of histological

Sex: Female

findings { 28 Days experiment )

Exp. No. 5467

{115-157)

Dose level { mg/kg )

No. of animals initially in study
No. of animals necropsied

No. of animals examined histologically
Organ Findings

[\ 13,135,738, ]

ragronoTn

oIt

R,

ENDOGRINE SYSTEM
thyroid gland

ultimobranchial remnant
adrenal gland

hypertrophy, zona fasciculata

(5

1

( 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 ) Exp. No. 5467 (115-157)

Sex: Female

Dose level ( mg/kg ) 62.5
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 1 2 3
ENDOCRINE SYSTEM
thyroid gland
ultimobranchial remnant 300
adrenal gland (5)
hypertrophy, zona fasciculata 0 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 ) Exp. No. 5467 (115-157)
Sex: Male
Dose level ( mg/kg ) 0 0.5 2.5 12.5
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 T 2 3 1 2 3 1 2 3 1 2 3
CARDITOVASGULAR SYSTEM
heart (5)
de?eneration of myocardium 0 0 0 - - - - -
cellular infiltration 100 - - - - -
HEMATOPOIETIC SYSTEM
spleen (5)
deposit, pigment 2. 00 - -
hematopoiesis, extramedullary 0 00 -
thymus (5)
Kuersteiner’s duct/cyst 100 - - - - - - - - -
RESPIRATORY SYSTEM
lung (5
accumulation of foamy cells 1 00 - - -
hypertrophy, media, artery 100 - - -
DIGESTIVE SYSTEM
stomach {5)
dilatation, gland 100 - - - -
microgranuloma 1 00 -
exocrine pancreas { 5)
degeneration, vacuolar 1 0 0 - - - - - - - - -
rectum ( 5)
microgranuloma 100 - - - - - - - - -
liver (5
degeneration, vacuolar 0 0 0 - - - - - - - - -
deposit, pigment 0 00 - - - - - - - - -
fatty change 5 00 - - - - - - - - -
inclusion body, Intracytoplasmic 0 00 - - - - - - - - -
necrosis, focal 0 0 0 - - - - - - - - -
granulation 0 00 - - - - - - - - -
microgranuloma 500 - - - - - - - - -
hematopoiesis, extramedullary 0 00 - - - - - - - - -
hepatodiaphragmatic nodule 1 0 0 - - - - - - - - -
hypertrophy, egatocyte 0 00 - - - - - - - - -
proliferation, bile duct 0 0 0 - - - - - - - - -
foci/area of celiular alteration 100 - - - - - - - - -
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 histoiogical findings ( 42 Days experiment ) Exp. No. 5467 (115-157)

Sex: Male
Dose level ( mg/kg ) 62.5
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 1 2 3
GARDIOVASCULAR SYSTEM
heart (5)
de?eneration of myocardium 4 0 0
cellular infiltration 300
HEMATOPOIETIC SYSTEMW
spleen ( 5)
deposit, pigment 1 0 0
hematopoiesis, extramedullary 3 00
thymus (5)
Kuersteiner’s duct/cyst 100
RESPIRATORY SYSTEM
lung (5)
accumylation of foamy cells 4 0 0
hypertrophy, media, artery 100

DIGESTIVE SYSTEM
stomach {5)

dilatation, gland 1
microgranuioma 0
exocrine pancreas ( 5)
degeneration, vacuolar 0
rectum (5)
microgranuloma 1
liver (5)

degeneration, vacuolar

deposit, pligment

fatty change

inclusion body, intracytopliasmic
necrosis, focal

granulation

microgranuioma

hematopoiesis, extramedullary
hepatodiaﬁhra matic nodule
hypertrophy, eBatocyte
proliferation, bile duct
foci/area of cellular alteration

DOOOOIOOO0O0O000 ©O O QO
OOUOOCOO0O0O0O0 © O DO

O B T AL e () =+ N B

1: slight 2: moderate 3: marked
(}: No. of animals examined microscopically at this site. -: Not applicabie.
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Table 14. -continued Summary of histological findings ( 42 Days experiment ) Exp. No. 5467 (115-157)

Sex: Male

Dose level ( mg/kg ) 12.
No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically

Organ Findings i

Mo
NOooOoW;
NOOO.UI
NOoOOoOU

URINARY SYSTEM
kidney {5)
basophilic tubules
cast, hyaline
ditatation, tubules
hyaline droplet
mineralization
cellular infiltration, iymphocyte
fibrosis, scar

REPRODUGTIVE SYSTEM

—_—— RO R B
COOOLOOO
[=Y=-T-T-7-1-1-}

{ I T O O I I
LI T N O Y A |
[ IR A N R B R |
{ I O I N B S |
{ I O Y R O I |
[ T I I B N )
[ I T T I I B |
| I O I I B B
ret oy ot

epididymis { B)
cellular infiltration, lymphocyte 100 - - - - - - - - -
prostate ( 5}
cellular infiltration, lymphocyte 4 00 - - - - - - - - -
ENDOCRINE SYSTEM
pituitary gland { 5}
increase in castration ce!l 1 - - - - - - - - -
thyroid gland (s}

cellular infiltration, [ymphocyte
folticular cell hyperpiasia
ultimobranchial remnant

adrenal gland { 5)
degeneration, vacuolar

NOO

O QOO O
QO Qoo O

|

1

t

1

|

1

1

|

1

—

1: slight 2: moderate 3: marked
(J: No. of animals examined microscopically at this site. -: Not applicable.
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Table 14, -continued Summary of histological findings ( 42 Days experiment ) Exp. No. 5467 (115-157)
Sex: Male
Dose level ( mg/kg ) 62.5
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 12 3

URINARY SYSTEM
kidney ( 5)

basophilic tubules
cast, hyaline
dilatation, tubules
hyaline droplet
mineralization
cellular infiltration, lymphocyte
fibrosis, scar

O WO OO &
O0OO0O0000O
[=]eYeTa o o]

REPRODUGTIVE SYSTEM

epididymis (5)

cellular infiltration, lymphocyte 0 00
prostate ( 5)

cellular infittration, lymphocyte 2 00
ENDOCRINE SYSTEM
pituitary gland (5)

increase in castration cell i
thyroid gland (5)

cellular infiltration, lymphocyte
follicular cell hyperplasia
ultimobranchial remnant

adrenal gland {5)
degeneration, vacuolar

NN G
o 000 O
Qo ooo o

Py

1: slight 2: moderate 3: marked
{): No. of antmals examined microscopically at this sits. -: Not applicable.
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Table 14.

Sex: Female

-continued Summary of histological findings (

42 Days experiment )

Exp. No. 5467 (115-157)

Dose level ( mg/kg ) 0 0.5 2.5 12.5
No. of animals initially in study 5 0 0 ¢
No. of animals necropsied 5 0 0 0
No. of animals examined histologically 5 0 0 0
Organ Findings 1 2 3 i 23 12 3 1 2 3
HEMATOPOIETIG SYSTEM
spleen (s)
deposit, pigment 4 0 0 - -
microgranuloma 100 -
thymus (5)
Kuersteiner's duct/cyst 2. 00 - - - - - - - - -
RESPIRATORY SYSTEM
lung {5)
accumulation of foamy cells 100 - - -
hypertrophy, media, artery 100 - -
DIGESTIVE SYSTEM
liver ( 5)
deposit, pigment 000 - - - - - - - - -
fatty change S 00 - - - - - - - - -
necrosis, focal 0 0 0 - - - - - - - - -
cellular infiltration, lymphocyte 100 - - - - - - - - -
microgranuloma 500 - - - - - - - - -
hypertrophy, hepatocyte 000 - - - - - - - - -
URINARY SYSTEM
Kidney (5)
basophilic tubules 4 0 0 - - - - - - - - -
cast, hyaline 1 00 - - - - - - - - -
dilatation, tubules 0 0 0 - - - - - - - - -
mineralization 3 00 - - - - - - - - -
cellular infiltration, lymphocyte 100 - - - - - = - - -
REPRODUGTIVE SYSTEM
ovary ( 5)
cyst, brusa 1 0 0 -
deposit, pigment 100 - -
ENDOGRINE SYSTEM
thyroid giand (5)
ultimobranchial remnant 5 00 - - - - - - - - -

2: moderate

}: slight 3. marked

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

-: Not applicable.
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Table 14. -continued Summary of histological findings (

Sex: Female

42 Days experiment )

Dose level ( mg/kg ) 62.5
No. of animals initially in study 5
No. of animals necropsied 5
No. of animals examined histologically 5
Organ Findings 12 3
HEMATOPOIETIC SYSTEM
spleen (5)
deposit, pigment 3 00
microgranuloma ¢ 0O
thymus {5
Kuersteiner's duct/cyst 100
RESPIRATORY SYSTEM
fung (s)
accumuiation of foamy celis 1 00
hypertrophy, media, artery 1 00
DIGESTIVE SYSTEM
liver { 5)
deposit, pigment 100
fatty change 4 00
necrosis, tocal 2 ¢ 0
cellular infiltration, lymphocyte 2 00
microgranuloma 500
hypertrophy, hepatocyte jJ oo
URINARY SYSTEM
kidney (5
basophilic tubules 4 0 0
cast, hyaline 000
dilatation, tubules 1 00
mineral ization 3 00
celluiar infiltreation, lymphocyte 0 00
REPRODUGTIVE SYSTEM
ovary (5)
cyst, brusa 00 0
deposit, pigment 1 00
ENDOGRINE SYSTEM
thyroid gland (9
ultimobranchial remnant 1 00

1: slight 2: moderate 3: marked

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

: Not applicable.

Exp. No. 5467 (115-157)
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Table 15. Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 5467 (115-157)

Sex: Male
Dose level { mg/kg ) 0 62.5
Day g/ 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
CARD{OVASGULAR SYSTEM
heart { 5) (5) { 5) ( 5)
degeneration of myocardium - 000 - 0 00 - 500 - 4 00
cellutar infiltration - 000 -1 00 - 4 00 - 300
hypertrophy, myocardium - 0 0 O -0 00 -4 00 - 00 0
HEMATOPOIETIC SYSTEM
spleen (5) (5 (5) {5)
deposit, pigment - 000 - 200 - 000 - 100
hematopoiesis, extramedullary - 000 - 0 00 - 2 00 - 3 00
lymph node (5 (5 (5) (5)
dilatation, sinus - 100 - 0 00 - 000 -0 00
thymus , (5) (5 (5) (8)
Kuersteiner's duct/cyst - 000 -1 00 - 200 - 100
RESPIRATORY SYSTEM
lung {5) (5) (5) ( 5)
accumulation of foamy cells - 100 - 100 - 3 00 4 0 0
hypertrophy, media, artery 100 -1 00 - 100 1 00
DIGESTIVE SYSTEM '
stomach (5) ( 5) {5) { 5)
dilatation, gland - 000 - 100 - 000 - 10 0
microgranulona - 000 =100 -0 00 - 0 00
exocrine pancreas ( 5) ( 5) ( 5) { 5)
degeneration, vacuoiar - 000 =100 - 0 0 0 - 0 00
rectum _ (5) (5) {5 { 5)
) microgranuloma - 0 0 0 -1 00 - 0 0 0 - 10 0
Iiver ( 5) (5) (8 {5)
degeneration, vacuolar - 000 -0 00 - 500 - 4 0 0
deposit, pigment - 000 -0 00 -1 00 - 2 0 0
fatty change - 500 - 500 -0 00 - 0 0 0
inclusion body, intracytoplasmic - 000 - 000 -1 00 - 1.0 0
necrosis, focal - 0 0 0 -0 0 0 -4 00 -3 00
granulation - 000 -0 00 - 100 -1 0 0
microgranuloma - 500 - 500 - 500 - 500
hematopoiesis, extramedullary - 000 -0 00 -0 00 - 10 0

T: tumor t: slight 2: moderate 3: marked
): No. of animals examined microscopically at this site. -: Not applicable,
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Table 15. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 5467 (115-157)

Sex: Male
Dose level ( mg/kg ) 0 62.5
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
DIGESTIVE SYSTEM
Tiver
hepatodiaﬁhraﬁnatic nodule -0 00 - 100 - 00 0 -0 0 0
hypertrophy, hepatocyte -0 00 -0 00 - 500 - 500
increase in mitosis -0 0 0 -0 00 - 400 -0 0 0
protiferation, bile duct -0 00 - 000 -4 0 Q -4 0 0
foci/area of cellular alteration - 000 -1 00 - 000 - 0 00
URINARY SYSTEM
kidney { 5) ( 5) (5) ( 5)
basophilic tubules -2 00 -4 00 - 32 0 -4 0 0
cast, hyaline -0 00 -2 00 - 100 - 000
difatation, tubules - 0 00 -1 00 - 300 -0 0 0
hyaline droplet -2 00 -3 00 - 00 O -0 00
mineralization -2 00 - 200 - 200 -3 00
celfular infiltration, lymphocyte -0 00 -1 040 - 000 - 100
dilatation, renal pelvis -0 00 -0 0 0 - 100 - 00O
fibrosis, scar -0 00 -1 00 - 00 0 -0 0 0
hypertrophy, tubular epithelium - 0 0 0 -0 o0 - 500 -0 00
REPRODUCTIVE SYSTEM
epididymis (5) (5) { 5) ( 5)
cellular infiltration, lymphocyte -0 00 -1 - 0 - 0 0 O
prostate (5) (5) (5 ( 5)
cellular infiltration, lymphocyte - 30 -4 00 - 0 o -2 00
ENDOGRINE SYSTEM
pituitary gland { 5) (5) (5) (5)
cyst - 100 - 000 - 00 0 - 00 0
increase in castration cefl -0 00 - 100 - 0 00 -1 0 0
thyroid gland (5) { 5) ( 5) ( 5)
cellular infiltration, lymphocyte -0 00 - 00 0 - 00 0 -1 0 0
follicular cell hyperpiasia - 0 0 0 - 0 00 - 200 -3 0 0
ultimobranchial remnant - 2 00 - 200 - 100 - 2 00
adrenal gland (5) ( 5) (5) (5)
degeneration, vacuolar -1 00 -1 00 - 00 O -1 0 0O

T: tumor 1: slight 2: moderate  3: marked
(): No. of animals examined microscopically at this site. ~: Not applicable.
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Table 15. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 5467 (115-157)

Sex: Female

Dose level mg/kg ) 0 62.5
Day ( mg/kg 28 day 42 day 28 day 42 day
No. of animals initially in study 5 5 5 5
ﬂo. oi anjmais necrgpséeg_ tologlcal | g g g g
o. of animals examined histologica
Organ Findings I Y T 1 23 T 1 2 3 T 1 2 3 T 1 2 3
GCARDIOVASCGULAR SYSTEM
heart ( 5) (5 ( 5) ( 5)
de?eneration of myocardium - 000 - 000 - 500 - 000
cellular infiltration - 0 00 - 000 - 100 - 000
hypertrophy, myocardium - 000 - 000 - 300 - 0 00
HEMATOPOIETIC SYSTEM
spleen ( 5) (5 (5) ( 5)
deposit, pigment - 000 - 400 - 000 - 3 00
microgranuioma - 000 - 1.0 0 -1 0 0 - 0 0 0
thymus { 5) { 8) (5 (5)
Kuersteiner's duct/cyst - 000 - 20 - 000 - 10
RESPIRATORY SYSTEM
lung (5) {5 (5) ( 5)
accumulation of foamy cells - 100 -1 00 -2 00 -1 00
microgranu|oma - 100 - 000 - 000 - 00O
hypertrophy, media, artery -1 00 - 100 -1 00 -1 00
DIGESTIVE SYSTEM
liver ) ( 5) {5 ( 5) (5)
degeneration, vacuolar - 000 - 000 -2 00 -0 00
deposit, pigment - 000 - 000 - 000 - 100
fatty change - 500 - 500 - 000 - 4 00
necrosis, focal - 000 - 00 0 - 0 0 0 - 200
cellular infiltration, lymphocyte - 100 - 100 - 100 - 200
microgranuloma - 500 - 500 -5 00 - 500
hypertrophy, hepatocyte - 0 00 - 000 - 500 - 3 00
increase In mitosis - 000 - 000 - 2 0 0 - 0 0 0
proliferation, bile duct - 00 0 - 000 - 100 -0 00
URINARY SYSTEM
kidney . ( 5) (5 ( 5) (5)
basophilic tubules - 100 -4 00 - 300 - 4 0 0
cast, hyaline - 0 00 -1 00 - 000 - 0 00
dilatation, tubules - 000 - 000 - 100 -1 00
mineralization -1 00 -3 00 - 100 - 300

T: tumor 1: slight 2: moderate 3: marked
: No. of animals examined microscopically at this site. -: Not applicable.
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Table 15. -gontinued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 5467 {115-157)

Sex: Female

Dose level { mg/kg ) 0 62.5
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
URINARY SYSTEM
kidney
cellular infiltration,lymghocyte - 000 -1 00 - 000 - 0 0 0
hypertrophy, tubular epitnelium -0 00 - 000 - 2 00 -0 00
REPRODUGTIVE SYSTEM
ovary ( 8) (5 ( 5) (5)
cyst, brusa - 000 -1 00 - 0 0 - 0 0 0
deposit, pigment - 000 100 - 000 -1 00
ENDOCRINE SYSTEM
thyroid gland (5) ( 5) { 5) (5)
follicular cell hyperplasia - 000 - 000 -2 00 - 000
ultimobranchial remnant - 400 - 500 - 300 -1 0 0
adrenal gland { 5) {5) { 5) (9
hypertrophy, zona fasciculata - 100 - 000 - 000 - 00O

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