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4. EH

Sprague-Dawley & SPF 7 »» k [Crl:CD(SD)] #H\\ T, o-7 2/ EZ7 == /LD {8
BHHIZLAFH I FE ORI 2R Lo, 5210 (0.5w/v% A F At n—2R
AKEEW - #FBREE) . 30, 100 S TF 300 mg/kg/day & L. 28 [ [l A7 dliflaE 0% 5 L 7=,
1 BEO BT BBE K OF 300 mg/kg 5% H-FF CHERES 12 PT, 30 & T 100 mg/kg £ 7 7%
THfMES 6T L Liz, 2056, XHREERT 300 mg/kg %G BEOMERES 6 filic->1 T
1. 28 HiE B G- 2 EARIE X,

B RO 28 U CETEm A O, —RIRRE, FEMA—ARINRE, HERE
B, B, BREE R, AERUEE, WTNOREEE THIERE S b EBRIDE
BEORBIIERED ol

RiRAE (BAEST) TiX, 300 mgkg £ 5 0 HEAE CHEK SO R E L NZEED
fRAEIE ONZ B Y L B B oSN m, 300 mg/kg $ GREOME TR EO EEN 6
iz, ZhHOBIEREEIZ L Wk LIz,

M FRA Clid, 100 mg/kg e EEEOME X 300 mg/kg e G- RE O MEHECHR M EREL, ~F
7\ B R OS5 7R if 3K i 0,55 1 B O (R fE & A8 7R i8R =8 K UM M 8 o @l 73
100 mg/kg L LD G REOHET~~ F 7 U » MEDIKEA, 300 mg/kg 5B DO HERE T
FHFRMERAEROSEARED LN, ZHhLOEMIIARIEIC LY HES D VITERRE L
Too T OM, TEBHIRFETIFICIEA SR TIEW R WD, wm@wo&@ﬁ®MT7u
b o BB R R B SS b e R T T AF R D IEE NS S,

ML A Tl 100 mg/kg FGHEO#E & 300 mg/kg X GREOHEET U A NEEH O &
. 300 mg/kg L EEEDMEET N ) 7 VT4 FROT AT I o OFEE, 300 mgkg %
HEEOMET A/G RO EE, 300 mg/kg G HOMTRI-ARE, I L AT r—/1
ROBN7 LOEHEBEAENTZ, ZH6OEIFRIEIZL Y ER L,

EL SR A I, M TC 100 mg/kg LA o 5 oo kR K OVFR of B E oD
FfE. 300 mg/kg £ GO THNEEOEMEAFRS Hh, WIRAIIZ S 300 mg/kg £ 5
T OMfERETIEUE 2R Uiz, MERSA9ITIE 100 mg/kg LA O£ 57 O iEkECRfifh 15
DTLE R CMEFELE, 300 mokg B GREOMERET S o MAFED iz, 72, HFiEIC
FVNT 300 mg/kg 15 5-HE O MERE CHE ok M UNHE B8 B0 @ il 08 A B A, AT 121 300
mg/kg #5258 OMEMEC/ANEET O DIE R AR bt/ FiT, BigZHE VT 100
meg/kg BL EO B RO TR EEOEEN A S, MHRFEAIZIE 300 mg/kg BE5-RE
ORETHEILIEOKERFES bz, ZOM, ~—F —RCBT 300 mgkg E5HED
HECHIRANZ /N B B AL, MR FEIIZIE 30 mg/kg # 5 REOME L 100 mg/kg LL LD
P 5B OMERE T IREMI O ZENE & 300 mg/kg & GBEOMECHIE QMRS A ST,
OB TR LEREICLEVIEED DV IRRE L 7=,
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VL EDHER, AHRBREHTICBTS o-7 I/ E7 == VO BEEEIT, BETIX 30
mg/kg/day » HEEE Sz, E70. METIE 30 mg/kg UL O EREIZHBELEMAE C—F
— RO EALDFED B, 30 mg/kg/day AR & HEFE Sz, s, BREMMICRD N
EEBTOTROREICLOEEL D W L, [EMEH D WVILEIEEm R &
e,
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BAGBE EEELR FESHER LPHEHLERNREBEOKBEIZLY, -7/
=)l ET v MI28 HMXERNKES L, ZOREBLZHLMCITDE L EBIC, 2@
MRS L, EEOR S EMHT-OTEFOREAIET 5, 2ok, MWBILL =L ELE O,
HA RIFAL 7R EIZLLTO®EY ThHD,
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6. HEMHRUAE

6.1 HEEE B VIR
6.1.1 wWEWE

A

PE S

CAS &5
i
2y NEE
e
BN
AT
PEAR

A

BT
STERE

(RAFH 15
(RIS

B EoEE

A

6.1.2 1373
4 i
2y hEE
REE
PRAr 7 ik

o-F L AT =)l
o-Aminobiphenyl
T T BT =
90-41-5
HoNCgH4CgHs

99.2% (GC)

A~

500 g

BRI R AN

49.0°C

fE@ze L

169.22

BRI TR IR bk TR ST, BRI E O
oLz, TORE. MEZ 92%THY, L
Thotz (BAEER2) .

HEAT O RUEA, ERIE - 3~10°C) | ## CRTF
TSI RT B (R AT I OV | WP 9EAR R4
B

v A7, FREERT S,

HGRDB AT  OVE P O KR A s L. R M UM R
LAl & D% kT 5,

HERMERD 5 g HIRTFRENE LTIRTF L=, ST AIC
INT LT E O BT BEE L, £/, LWEM
Tl %, FREIT TN THEELE,

AFLELa—R (B4 ; AFLEIL 1 —2R 400cP)
ASNG984
FooE sl T kR U £l

E=Si
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IRAEE T C HBETIERT 8 TR TR

6.2 HwEHBRDFER
6.2.1 nE R D FR B
w7 1 : AF IR T—R 400cP ZESF K (RSt RKIFER
WIH, vy MES : 6F74) ([T L. 0.5wiv% A F
ko —RKERE LT,
RNk : T AR AN, & (REREN, FRIE : 3~7°C)
WCRTF LTz, e, B 9O BUAINICHR LT,

6.2.2 R ER R ) R Y
VEEOWHRMEZREEZ L IEMRIZFFR L, 0.5w/v% A F LB L 0 — ZKEKIC
WL THERIZART » 7 Uiz, #BREIE 1 ML EofEEcREL L, AR% 8 A
LI L7z,

6.2.3 BREROREAE
BT 1 HORBEST 2800 7 AR TE U, A THPT (5 EEN
FERE : 3~7°C) I[ZIRAF L,

6.2.4 WAR TOREN.

AR E D 0.5 KT 200 mg/mL BR#EIE (BEA © 0.5w/v% A F b b — A KPR
X, @A (BTN, 1~10°C) T8 Hfl, TOHER T 24 FFHLETHD Z L 2K
AR U —F v o ¥ — G2 THERR L7 (RBRE S © A-2003, HSfTEE
3) .

6.2.5 AR ORE - H— MR
BLEEIRALEAROBRSICAVAEIREOFHEREIZONT, TORE - 4%
HRSHAR Y UV —F & o7 — HEBRGM T TR ELEE AW THER Lz, ZOf
WO RREC AT A BIEDOEIS IR 100.7~105.0% GFE#PE : FoREICAT 28 S ;
100£10%) . H—MiX 0.3~2.0% GFAEME : CVIO%LA) THY ., Wb FEEHA
Th-o7o (BAHEE4RTS) o SrEOBIEEZRITRT,
1RIE Y 7= ) OB RAE R O E
3R (B, PRUOTEGERD | 1 ACHSE 10mL

WEX RE ; o-FE T eyl
7 RAT AR

SR ; S i )

2y NS : FHMO1
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RAFIT I : mIEAT (MEEA, ERG : 3~8°C) | Bl THRAF

i AR 2R : ARl e R (U-3200 ; #hie+t B2 RUYERT)
W S e BE i SR

HE W & : 300 nm

AR : A TR

NP : 1 cm A2z L

6.3 HREREBYWERVRHAOZEIRER
HERBRETA F7A4 /280 7y bERWZHE RS ME L éi}’L‘Cln;Jo Z DR
WCHEHENDFEROT v MIFER LGN, TEREEDPEETHD Z LM HER
L?ﬁ.a

6.4 HREBEEVRUHDT

Sprague-Dawley;2SPFZ v k [Crl:CD(SD), HAF ¥ —n R « U _"—fAatl, B
KB % —] MRS 47007 % SEBCTAT L, YFTC9 HERKE - BI{bFEF L.,
—ekEo®E g (1EVH) | RERE GE) KOS —fREO#EE (1E) %217
WV, REBINE, SR —BOREBEOBER OB RR I B A b AV RERE & b
HMERER 36 VT (FEHE L L CHERES 24 VT, [B1E8F & L CHERESR 12 P8) ZJ8e0r, 6
TR I U7z, & 5Bt B OKEEHEPHEIX., M T 204~231 g HET 151~179g TH - 72,
L, WE - B o AR X0 RI%, B UY A (BEHEED 2 A
i) ORBEIZESWTEIMEL, SREOFEEEB TELETHE LD X 2 &# %
Rk L7z, kOB T EaryEa—d 27 ey VEEEROCEELHED
MEE (Fry /BB CLERRBEEEZ#ER L, KBRERCEENOBEERSESZ EIERIC
FYTD) ITEVITo7. Eo, RRFEIIRERE B ICHRBRRNLRI LT,

W) AERFEECHEL, TECPCEIE MRS 45 18Tl o 7o A%, RIS 47 A Shuz,

6.5 fBEEH

4 LI BE 20~26°C, FHXIR AL 43~64%., HAMIE 1 KER 10~15 (8], BT 1 B 12 B
i (07:00~19:00) OEIAEHFE (301 5%) T, 7 747 v bR 7 — 7 (W 250<D
350xH200 mm : BAZ — VA St) CTHEMNET L, BH | BofMEENOERE FE
i L7z, FETEfAE CRF-1 (AU = ¥ AR TERNSH, 2y &S 061208,
070117) K OMEMVERSS & AGE /K &2 #/K I £ 0 B RICERE 7=,

6.6 FHRUESHKFOEAYE

AR IR AE 12 %L*@&%Au/huowrwﬁmkaxﬁ%ﬁﬂt/&~
Tt ETTV, Fiz, SUEKIZ DWW TR EMBIREE & o ¥ — RSt Tk kIc
3 HKEMRELEHARIC (F4lED) ToTz, ZNLOGEEEEZATFL, ﬁ@ﬁ
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RICHER RV L 2mRB LIk, BELERFLIL,

6.7 BHMOHEHNBE VS r—o~ADER T

i (L AT | HE A 55 U CEEH Lz, AT SIS T Al E To MRS
. AR OCHEEESZHTE LEr—Y 72277, Bod#%iE. LA CHE
& (MR, K, PRUOGAEBROIR) IC4ffo&EFTE 2T, Z0OHE, 1000 D
(LILEE, 100 ONLIEME (0 FZ i, 1 FZME) . 10 & 1 O EEEE L L, &HEF
=&, BOUTRIETCHERALEY =7 L0EICHE B) Lzt L
TN EOT, RBRES, BE5RE, B5E, % 89FE, FEEFEOHRTE
AEBAR LA, 20, diis -k oisE, Mitmd, 80 KOA BiEsh &8
L BEFICH L TRGOHEREZHBT L5720, 7y =7 <& 85K L CRERE 5.
PR O HER O RKR LT,

6.8 5K, H5HE. REEHRUVEEHFE Th - DERER
BERBRIET A R4 L, BERRITR O KREEZZRBR L, KE5HRIX 28 B
L BEEEIIRERSRBR T -BRAUCITDATHS LB LE (7RA) & L,
EEHREEED S ERATAOICEY L EZ LR S 2 M (14 HE) &L, Z
DG ETbRholz,

6.9 H‘E5AE

BERBEIT 10 mL/kghkEE L, B o FE2HW TR O&ZS L7z (08:08~11:23
D) . SHREERCIZBE (0.5wN% A F B0 — AKEIKR) ZREICEE L.
KT OB SREIIRSOKREL TR L,

6.10 HBEERUVZTORTERILIM NI FHEM

-7 I/ ETZ == D0 (0.5w/v% A F At/ o —AKKFE) . 100, 300 X 1000
mg/kg/day% 1 BEMERES SIED T » MZ 14 A ERORS L-fFERY | EAa8ks
L TiE, 300 mg/kghh b D HAEOMERE TE N4 Sow S WA -6z, £72, 1000
me/kglt SREDHE 1 Hl CIIMBRWERSIC LB L B2 LNBEEHESE 5 HIZRD 6
N, LiEd->7T, RBlcsiT 2858, HO AWy ER G OFEENED 5
72 300 mg/kgZm A EE L, UL FALK 3 TR LT, 100 & TF 30 mg/kg® 3 &8 % 3%
E LTz, ZHIC AN A, Fr4fEaiRT 7z, ERETIHMRES 6 I, B Tidxt
MERER OV R BT CMEER- 6 DB & L7=, BRI EZ R OFE LITTRT,
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= 1. BEE
= (mg/kg) | (mg/mL) | (ml/kg) LS &5 ) i ¥ 5
s i3 6 1001~1006 6 1007~1012
xR ¥ . '0 il 6 1101~1106 6 1107~1112
i I 6 2001~2006 = =
& EL 34
15 A 30 3 10 i 6 2101-2106 ) B
ot i ik 6 3001~3006 p —
1 FH B
] R 100 10 10 i - 11013106 ) B
S — _ i 6 4001~4006 6 4007~4012
Moty | Al s O g | 6 | 41014106 | 6 | 41074112

6.11 HBERUBREDAE

FUENRIME NI BBELOMELEG L=, WBHOERICE L TIXTR
DIEY) T D,

#h5H% 1 B (day | of administration) s 5B G
5% 118 (week | of administration) : #H5H | hHREHETH
[F118% 1 0 (day | of recovery) D EMERAE 0 (W TR D)
[EI7E 55 | # (week 1 of recovery) OIS 1 M BEESE 7 H

6.11.1 —REDOHE

U, FIR UMK E S BB gD 2 [) | EEE TR 1, kA,
SARIRIE, BB, TEIR ORI A K O — kR £ B LT,

6.11.2  HMLE—BREOHE. #ERE. BHARUEREHEOE
REHIZ— ORI ORI ROV IS BERRTIC 1B, B 50 K ONEl
AR AR A 1 EIEM L7z, £z, e, O RO BB ESHEOEIE, 2L
COWTHR G 4 (HEA 4R 5526 0, MEZIR55 27 1) K OWEN 28 (R
13 ) ([Tf7o7, ok, BERUKRBIREOEREYEIR (F742 Kk L, @
272 F MCEE LISRIE T o T,

Zeds, BrGBRAANT (s - BIULIRE ) o @EMEA — IR RE D BLERIC 5\ C IR
& Bﬂfd:?jwo 7’:0

6.11.2.1 M — AR AEEDERER

1) F—sir—TUNEE
gEh R REITE

2) FizFf-o ToOEE
=IO LT S, #E - HEOIRE, ] - S0y, IREE (IRER
2, IRMEFASINGR) | FIARARARE, B HReRReaE (R, LB, MEFLEE, WiRE,
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FBEIER) . N B U ZITk B R

3) A—F 74— FPE%
TERKRE, K&, BETE), WEITE). BRI, B8 FiEW, LH B [EHK,
Peiedn (PEFEEL HER)

6.11.2.2 HEERE
B SIS, BEL O, SRS, WAL, ML K, 28 hIEmEhr, 25 i BE e

6.11.2.3 12 785
CPU #'— 3 MODEL-9502A (7 A a—=x =71 » Z#L) 20T E
UEEoEDZRIE L=,

6.11.2.4 BREEHEDAE
FhRENY ) B R EE Y —NS-AS01 (kL& ft=a—aH A R) ZHWTH
FEEFNEARE L=, PIEE 1 BRI E L, 10 23 RIFE R O 0~60 3 DRI E 2 45 LT=,

6.11.3 AERIE

AEEIZONT, BEE 1, 4, 7. 10, 14, 17, 21, 24 X 1* 28 H O LRI, [E]
AR EEESE 1, 3, 7. 10 2T 14 QIClE L7, EIZ 08:01~10:04 DREITIT -
72, BT, 2F5 AT EOEE MR OREEMEZ B H Uiz, S8 A T2
EREBEMHOZD, BIANLH 16 HEEAE ST -H%OEEZHIE L.

6.11.4 EHEEAE

EEEICHWT, B GRETEREE 1, 4, 7, 10, 14, 17, 21, 24 A28 A
eEEc, BEHEMMPIREES 3. 7. 10 RO 14 HIZHIE L=, #ZE L 08:18~10:39
DOENCAT - Tz, 2k, BHEHE P O®REE | BIZATENLO | BH&, EHLIET 3~4
Ao REE, FEMRFORESE 3 HBIXEESFE 1 B2002 AFOREE, ThiL
[RIX3~4 HEORTEZMEL, 1L HEETHRERH L,
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6.11.5 RRE

wEE 4R EORESE 2 BT,

HEEAE (RE5HE 24 KRUC25H) IREYHOBERICESMEEICONT, BIER
2 (EFEE 11 BEAON 12 B) REEHEOEBEIZOWT, ThAZTnERSEE v b
L= — VA L, M - B EEA T T 4R Z ., RO THEER - @Bk TF
TEDHED 20REERAZFER L, Z2(ZRWMLZEHEEOFIEICEDRE L, £72.
FAREIE, BRI —VICAE LRETRTIH 20 1 A4S 720 o kEE, HARE
HAWTHIE L.

®2. RIREDEL. BEZRVERESRT L

1) 4 BRI DL Tl

e BE T i

pH A= a AT 4 » ¥ ATEARBRKEY (77— Lo #Hhlzih)
s F U RT 4 97 A-TEARBEE (77— 7 LA 24
Ay A—3a AT 4 v 7 ATEARBRMY (7—2 LA X&)
5 A3 VAT Ay 7 ATEARBMY (7—7 LA RXAH)
£ A= a AT v 7 ATEARBMY (7 —27 b1 Uzt
EyAEy F—=a AT 4 v 7 ZTEARBMY (7 —7 LA tkAR)
it F—ta VAT 4 v ATEARBRIE (T—2 LA a2 H)
€78 PINRE

s Sihris

REE (4 Fe ) © BREA Ry Y i A RO B RIE (HAT : mL)

2) 20 BRI OWT O

BREmH BT 5 3k

RE (20 RRTRD * AAY Y v = P FERIE (B4 mL)

BT A F Y (L : mOsm/kg)

1 R ZE B A

9 : AUTION MINI™ AM-4290 (7 — % LA $£th)

P HBRBTREERE 4—rTrFAZy FOM-6030 (77— 7 LA HAEH)

e 4RFMoREE 20 FFOREEGF LT 24 RFEORE (nL/24h) 2HHELE,



B-6056

6.11.6 mAEFRE

2 5 AR B O'EIE RS T o R B o FFEEREEC, BIHE S —& (]9 16~20 FFRE)
Mg SRz oWT, =—7 VBRER FICHE L, KBRS EDTA-2K JNER
i (SB-41 : A X w7 2RS4 il GU1mL) ZEERLE, 55/l
[ZOWVWTERIA) I[CRBHELABEALAOCHECLIIVRE L, EiZ, MK (49 0.9 mL)
 3.8%7 = T MU 7 ABEINFRRE (MK 9T L1 FoOFRE) ICHERL, =
L7 B (RXTE @ 49 3,000rpm, 9 1,600xg, #9710 47[f]) (2 & V’E‘-%a‘Lf’iﬁLﬂﬁE:ob\ffﬁ
3.-2) ICREELEEBROHEIZEYRE L, B, BRICLA2EEICHEA. 26
122 C May-Griinwald-Giemsa J4 (2 iéJﬁL?&@%ﬁjﬁ%ﬁﬁibto

T3 MEZRENDIEH. AEERVERAESRG LY
1) EDTA-2K MfLiiEiz> W T ok

HAHE e Lk HfiT
HALEE (RBC) 2L —F—F m—Hf F A Y —iEY 10%/uL
~FZ o & (HGB) YT VA AT S OB A REY g/dL
~= k&7 U ME (HCT) AR ERE R OV R I BR R s B B Y Yo
BRI EREFE (MCV) 2HEL—F—Fa—H A A Y —jEY fL
s B A5 (MCH) TR R O Mo v i 5 By pg
TR MBI (B3 REE (MCHC) ~F® 2 a R~ b7 Uy ME DR HY g/dL
MARMERSE (Reticul.) RNABEIZ LD L—HF—Fa—HA A Y —{EY %
i/ ficd (PLT) PEEL—F —Ta— A b A Y —iEY 10*/uL
1 M EkE (WBC) PP L —F—T m—H A bR Y —ED 10*/uL
£ i B Ay g ASNFdF S —BREIZ L ATt b A Y —ik %

2 EL—F—T o —t o A Y=Y
2) 7= B b Y U SIMMEA BAYEEL 7 MEIC o T ok

HATIEH Ml i Efir
Fa ke R (PT) 72y MEY s
Iu F&tﬂ \']‘D‘/'Fﬁ

/7x%y%%(Awﬂ gy B 8
747U =48 (FIB) br R T RF Y mg/dL

ﬁm@m&%%
DA R A SR T R 4 77 120 (Bayer Corporation, New York, USA)
: M e FED I E 2 ACL 100 (Instrumentation Laboratory)
o UrssEk (LYM) | #FPER (NE) . 4FBEER (EOSINO) . 4FHidLER (BASO) .
HERK (MONO) RUSKEIEYERR (LUC)

20
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6.11.7 mEEERE

I3 S5 7 PR S} & TRl IRp L BB L 7 i ik 2 e SR A A 0 3B (R =27 [ 1I-
A— v 7 TAERKEH) WY, ELaRE GRT : /9 3,000rpm, £ 1,600%g,
F1o4f) L, BohiiFiconwT, #£4.-1) (TR LZTEE ROHEIC LV HEE
L7, F7=. 2830 R (Eg 1 mL 24720 5920 BBz D~s31 ) ([ CEEELL 7=
1L A 3 04 B (GRAE 49 3,000rpm, #9 1,600xg, #1045 L. BohzimiE->un
T#4.-2) ITEBLEHEERGHFEBICEVBRE L,

K4 MARLFHREOER., AEERVERREGE

1) 47BE L 7o figic oW o

A BT L
ALP Bessey-Lowryi:® IU/L
fa= L AF m— b (T-CHO) CEH-COD-PODiAY mg/dL
U ZUETA R (TG) LPL-GK-GPO-POD{EY mg/dL
U BT (PL) PLD-ChOD-POD® mg/dL
wE YA EY (T-BIL) E U dF R mg/dL
J e a—A (GLU) FAra—RAT e Fad-—EEd mg/dL
REZEFE (BUN) Urease-LEDH " mg/dL
Y L7 F =2 (CRNN) Creatininase-creatinase-sarcosine oxidase-POD7:® mg/dL
T U 7A (Na) A A B R LY mmol/L
B UL (K) A A BN E LY mmol/L
S (CD A A BN EFEEY mmol/L
HA- L (Ca) QCPCiEY mg/dL
ek > (P) I 7T kY mg/dL
Wiz AHE (TP) Biuret?5® g/dL
TiF 3 (ALB) BCGHEY g/dL
AIG It (A/G) BEAOABRGTAT I b E

2) oY iR B 4y L iz i i oW T o

A H Bl E A i Hifr
AST UV-ratej: IU/L
ALT UV-ratei:™ IU/L
LDH UV-rateiz" 1U/L
y-GTP L-y-Z % T 3-AARF%rd-= ba7=1 FigY 1U/L
i FH T e Rs

O ERRAC A BNV HT R TBA-120FRJE (MaUS+EHE)

6.11.8 REPRE
6.11.8.1 Btz

TARTOFEARRENIC W T, FRIL% NE KEAREINNZ & 0 ol 308 < &, o -
HEER « M - EE A EL2F ORE - HRORNIRIC X 255 R BERAET 21T, R
e L,

6.11.8.2 HREESHE

TATOHEHRBYICOVT, KEFTREORR (EXER) 2WETS L L
b1C, MR R LRI O IR IR 100 g 272 Y Off RR & S L7z,
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E, *HlEZM LZmEEDBREICOWTIXEAR A ICHE L., FOE 3 Tk
Lsife
M. B, RRR. FERBE. O, RFRER. REeCR. RS ELE. RS EfRE. SREE

6.11.8.3 RIEAEERE

TARTOEEICOWTRIZARTwE - k28I L, U BRI 10vol%d <)
WG E Uiz, 72720, Bl Y o BREEE 10vol% /b~ V) il e A . IR ER B O 4
BT UREER THRRLL 72 3vol% Z A # LT LTk K2 5vol% <Y K CEE
%, BHEEORE MKII 77 R TEE L%, U o ERESE 10vol% i~ U i TR
FL, "7 08B L, 20%, SlhéL Ty bFT Yy 2P REER
ZUER L . xR R OVE H =i (WIRAY B E LI W TR 28R oW TR L.
B, WRMERSORENRDN MO N — 2 — R, IR, B O o b
THALCPH ERTFGIZREEO2EEFICOWTHER LT, 72, EBRICBWT
L BNMED R AME S OV B IS LB @A ERE T2 Bl D STz is,
VEFITHY, o, B OEHERORE 4 HICE N TEEBR DL TNRIN &
e, RBRAGEICEEIT R W L, EiZ, * TR LATAMNEREIC W Tkl
AH L Leds, SERIZA o RiTo7,

KB, /R, FFRE (ER) . B AR, IRER*, ~—F—*, TEMAE, FARR*,
RN R MR, DR, BT U oS ER, BB Y o8, D, JE. (R
BXEGE) B, +2EE. £, BB O o aRkEETD) . BB #B. B,
AFige, Flex, WM, REHL*. FEEL L+ piNZR, S 5. WE CEfizaie) |
KIEE (BHEEL) ROKIBIE &

(Z, AR, FeREbUR, . BB, TR, E PR, PR, B, BE. kR (R
B L R (B EASRIGTAL (H) RUMzERE fH L CRIF L7,

6.12 #iatAR
A= 7 ¢— N FNBEOE BFHEE ERERAICI T 2@ &2EHE 12 HHEIE,

HAHEEEOME, AR (KEENELZED) | BilE, BAKE, REREOE&NHE
H, MEFHE, Wb FRERPHEEERERET —FIco0W T, ARELEEREHLED
M CRERHfERT 21T o 7=, 7. Bartlett#EIC X 0 D BIMEDRIEE 1T 7= (HEAKE : &
il 1%) . 3% L& (I Dunnettiz 2 VT, IEFF 0 #O & (L Dunnett D mean
rank testZ W T, IREL SR G ORI TREZITo72 (AEAKE Ml 5 KO
1%) . 728, BEEREIZOWTIE, FREICL D {FHEOSEOE —ofhE (F Bk
FHl 5%) #1T-7-. FOfE, So8MENRD IS TR RAE & wiy Y
LR L OFBE OOV T Student DURE  (F BAKHE : Wil 5 RN 1%) %, H08
PEDER S Lo T B A& 121 Aspin-WelchD i E (5 B KHE : Wil 5 O 1%) %17
et |

Fo, ARl —RINEBOBE L TBRERAED R 2 7L LT —Z IZ 20 TR EARR

{l]
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ICHREOZ L— F23 2 HH ORIy E . 3 T L L X Mann-Whitney DU E % & JH 1
THEZER LU (AEAKES R 1% : mwH) ¥,
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7. HEBER
7.1 —fRIKAE

JifHE & Table 1-1~1-3 & T¥ Appendix 1~10 [Z7x L7z,

1) 51
WTNROEICENTH, BEGHEAZ B TCRE XA RN Tz,

2) [Rl1E HAH
SREREDHE | 7 (EE - 1011) TUIthAkiE 23 [RI1E 3~9 HITEEZ =28, HEl
PR SAEFS M D 2l &b Uiz,

HFG—RE. RERE. BEARUVERERE

7.2
7.2.1 T — AR RE
% AE & Table 2-1~2-18 } TF Appendix 11~70 {27k L 7=,

1) #5HIH
WTHOBRAHBICEW T O RE T2 <, Mk & LSRR E G & xTREEO /]

CHBZETA LR T,

2) [B11E HAE
54 2 DA —F 7 4 —IL FRNBZIZHBWVW T, 300 mg/kg HLSHOMETYH E
N EEOFBELRZEEN/RD LAY, BEHFTITEED AT RWnT Enb,

R PEDOZL & [l L7,
722 HEERE

%A% % Table 2-19, 2-20 &% Appendix 71~76 (2% L 7=,

1) #5%F 48
100 mg/kg £ 5-8F O I T HBRHIE O SIEF80 bz, SHER TIEREEARE
BIZEED LTV Z s, EIsME 02k & kT Lz,

2) [AMEEE 23
WTNROBEHB TN THRE TR, MRS B 300 me/kg b & 4T O [H

CHEBZEITA N7,

723 EN

RAE & Table 2-21, 2-22 KUY Appendix 77~82 (27 L7z,

1) #5548

MEHE L BRI ER G HEOE X, AR ZIERR 2 E TR L, AEEIZAL
Wirinok,

2) [BIEH 2H

MEHE 2 & 300 mg/kg F HGEEOE L, AREE L IZIERFREEZ R L, AEETAL
Ll v s,

24



B-6056

7.2.4 BREIHE

i & Fig. 1~4, Table 2-23, 2-24 U} Appendix 83~88 2/ L 7=,

1) L5548

300 mg/kg % G-HEOME THIER 4 0~10 2R ICA B RIBMENR D B/, —KyT
Y, £, TKREOE(ETHLZ LD, EEEOZEN L HIBT LT,

2) M2 M

300 mg/kg % G-HE DB THIEPH G 0~10 % ICA T RRE RO Gy, &5 [H
FIZITBOH LR THRNT e, BBMEOEL &I L.

7.3 RE

F%#E % Fig.5. Table 3-1, 3-2 2T Appendix 89~94 [Z7= L 7=,

1) 50

MERE L b H R E R G HORRIT, JREL RITMRCHE L. AELATA LR
TR,
2) (a9 HAH]

MEHE & & 300 mg/kg T HFEO KT IL, B L IZITRERICHBR L, AEEETALR
otz

7.4 B E

F%fE % Fig.6. Table 4-1, 4-2 2 TF Appendix 95~100 (27 L7,
1) &5 -H#

MERE & b B R ER SR OB RIL, R L IR L. AEREIEAL
i B ey
2)  [BIAE 1 [H]

MERE & & 300 mg/kg B GHEOIREN Fid, RS IZITERRICHER L, A EEARL
Niginoiz,

75 RiERE (EXKEET)
1¥%#E % Table 5-1~5-8 2 UY Appendix 101~118 IZ/R L 7=,
1) #5% 48
:a‘:-“'rttIEE{ (23T 300 mg/kg EEGRETE U L B BBVEEASHE 12 67 11 1], M 12 51
8 FlCRD STz, E7=. 300 mg/kg W EBHEOMHETHEAROAR REHE L BEE
DA ERREA, 300 mg/kg GO TREDABE LR EHE/RD BT,
2) IOEH 2
it BERE & 18 300 mg/kg # G- HEOWT OB TS EMENIE B & IRILHE 2 R H @a
<, RE, EBAREERVREZELIZBWTE 300 meg/kg %587 &t BELE ORIICE &=
Lo Tz,
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76 MAEFRE

fi%## % Table 6-1~6-4 } T} Appendix 119~130 (257 L7z,

1) LB TR

100 mg/kg $5¢ G- #E DM & 300 me/kg & 5-BEOMERE THRINERE, ~€ 7/ 0 B BEOV
YR M BR I 5 3R 9 BE O A B A KA & MR M BR = fy O /MR B 0 A AR AR AS . 100
mg/kg A O GREOME T~ 7 U vy MEOAERIKIED ., 300 mg/kg #5153 O MEHE
THAFRMERBFEROFE R EENRD LT,

2)  [EIE AR R T

300 mg/kg & 5-BEOMEHE T FI IR M ERAFT R O AR LR LGB R BOAE R &I L
SE R ER i (2 35 4 B O A B 2B, 300 mg/kg B BEOHETHRINEKEOA E 2K
EARES b, £z, 300 mgkg SO T~~~ 27U v MEOAEZREMEL
MRMERFOFERRERRD B, 2k, HSHMAKTROBRETEALR TN
723, 300 mgkg GO T v b o B R R OTEHE B S bR T T A
FURFROA B RIERF D BT,

Z DAL, 300 mg/kg $5-REO T H ML ERE 3 2RIV THFRR R LE 28 00 A B 7R (AR
300 mg/kg HGEEOME T A MER & 2RI W THERLEOFE AR KM A LRI,
WO bR GHEE rfRc@@Bo o Tto T, T<REREILTHLZ L
B2l &l Lz,

7.7 mi&iLFigE

A % Table 7-1~7-4 Appendix 131~142 (278 L7=.

1) FeHHRE T R

100 mg/kg FeHREDHE L 300 mg/kg B G REDOMEME T ) M IEHOAEREEA, 300
mg/kg I HREOMET N ) 7V T4 FROT AT I OREREEA, 300 mgkg
B LBEORET A/G kO AEREMEA, 300 mgkg B GHOM TR L AT a—1 &
ABEBERCAN YT AOFEBREMEPED N,

ZOfth, 30 mgkg HEREOHETRE U A E O BERIUEA, 30 KT 300 mg/kg %
EREOHET 2 V7 F = OFEREMEA, 100 mgkg OEGHOBETHNL T AOH
BamEARD LR, AREOEEEORWELLTHD Z G, WTh LB
PO L HIMT L=, HiZ, 300 mg/kg & 5-HE Dl T ALP IHEO A EREMEIRD 6
Nz, e Rl 58ETIERL, Fo, T RELRBETHD Z b, B
PEDZEAL & T L7z,

2) A AR R TR

300 mg/kg I GHEOMETELE ) L OFELREMENFRD bz, KGHIERE TEIC

HRDH LN TR b, BEMEDZE LWL,

26



B-6056

7.8 HEER
fi¥#& % Table 8-1~8-8 & T} Appendix 143~166 (275 L7z,
1) ¥ HIRR 1k
WHRME KRG ICERT % £ 2 b DB I, Mgk OER TR bhi,

R : #oet M OB RT B & O A E /2 WA 300 mg/kg & 5-#E D
HEREIZFR O BT,
it L MR R ORI TR RO A B AR 100 merke L L0 $E

BREOMEIZ, MHxEEOAE R &2 300 mg/kg %5
FEDOIEIZFE &‘) BTz,

5 ik : X RBEOAEREIED 100 mg/kg BLEOH 5RO i
ZERH bz,
LTFICRTHTRIZOWTIE, 2o HBUR B ARREIEDZEL & Hlkr L7z,
AL fik : ek Ko OV 6 B BL o) 3 72 TRV 7S 30 B TR 100 mgrkg #¢

O R RO AR B 75 300 mg/kg B
BEDOMEIZZR S B L=,
2) [ HIRH A T IR
PA MR AT RIZ W T, £ O BRI BB FIE D & (b & HIWr L,
"X : % B RO AT AR XAEAY 300 mg/kg G EEOMEIZREYD
bhiz,

79  EH#mETR
%4 & Table 9-1, 9-2 & O} Appendix 167~238 (27 L 7=,
1) BeGHAMR T
R E R GICERT 5 E#F 2 b DB b ~—F— I e DVls CER D H AT,
N—F— : AR 73 300 mg/kg B G-BEDRE 3 FIZFRD B,
I : RIEE SR REEOHE 1 5] & 300 mg/kg £ - 1HE O RERESS
4 FIZFR D BT,
UTFICARTIRIZ W T, £FOHBREN S WT I b EFEEO (L &Il L,

Al 2R : — TR AR B 30 mg/kg P HREOEE 1 HIZEERD B
ulS

H : — G AR B A o R HE & 300 mg/kg X G- DORES 1
L SNSY 4V

s 5 : ANELE S 300 me/kg 1 GRED 1 FHZERD BTz,

GIBTN : A (R E) A5 B oI 1 FIZRR S b,

2)  [EHE IR AT IR
HRYEHRGICERT 5 EEZ LN BN —RTRDL LT,
N—F— i : B 7S 300 mg/kg $ G-REOHE 3 FIZFR D B LT,

27



B-6056

LFIZARTRTRIZOWTIX, ZOHILRIL) S RFEE DL &l L7z,
A ; — I AR A SN e BB D HE 1| BINZRRYD BT,

7.10 REAMEERE

Hiché % Table 10-1~10-5 K U* Appendix 167~238 (27~ L 7=,

1) s T R

HRMBERGIZ LD EBZ N DB BIE, AR, MlEE O N— 7 — IR 5
Tt

il : BRI 8 2 W (TR FE 7 B FLEE O KB AS 300 mg/kg 1% 4
BEOHE 3 IR D BTz,

ik : RIE D D LRI Ao/ BE LM o AT RN AER KA 300
mg/kg ¥ G EEOMEHERHICR D b,

I fe : FlRIzds T g O KA LA 2 B A7z 300 mg/kg 55

FEOMEHES 4 IO TIROFT RO Gz, Hifhs
M (HREFERR) OTLEOBRMARZE L REEO 1 5 51
& M 44511, 30 mg/kg $ GREOHE 4 1] & M 3 #1100 mg/kg
G REOMERES 1 iz, BRE 7248k 100 mg/kg % 5-
BEOHE 4 f] &M 5 B, 300 mg/kg % 5-8f O HERESH]IZ
Fa B, 100 mg/kg LA O 5RO EREC o R T
REOEBPZO NI, o, BH D WITERER
fBIREF Y 100 mg/kg G HEORE 1 41 & #4141, 300
mg/kg 1% 5-HE O MR B 5 - A 300 mg/kg
B EREO R & e 2 pIZFE D BTz,
N— & — i : HEliz BT/ B A B LTS 300 mg/kg $ G- 3D i

3HIZEHTROI PR vz, BEMROEN
DR~ 55 BE 72 288 30 mg/kg $&45- 1 D41, 100
mg/kg ¥ G-HFOHE 3 61 & 5], 300 mg/ke ¥ 5-#F DO
5l L MELFICRD BTz, 72, B D W TR
75 [EVE ORI A 300 mg/kg B H-HE DME 2 23R
bz,

L FIZARTETRIZ2W T, £ BRI S 2 WIREEAE TR S vt

BFRPEDZEA & T L7,

fl] B : e 72 E I A% 300 me/kg BEG-HEOHE | BlICERD B
s

(/582 : HFRIZB W TR RARNAA L 30 mgkg 45
FEOME 1 iz, BA%IRE O MM 2BF80 Hivlk,

G5 ; 4R B 20 R I OO AM = 23 R FRAE O ME 1 1, 300 mg/kg

BEHFOM2 FlIZB O 6T,

28



B-6056

L5

I Hik

T
HITSE

A B

TR

FER R

2) | TR

HER JE 70 IS T AELRER o0 A A 1291 3 o FRBE O E 1 I ZRR
bz,

P72 FRANGE D @ 5 JRIEaR S 300 mg/kg % 5-#E O M
1Bz, B9 H D U TR AE 22 f AL IRAAE 25 30 2 TOF 100
me/kg £ G5B O 1 B, 300 mg/kg £ 5-8F DU 2 ] &
HE 1B, BRP RS LRI O AT ME DY 300
mg/kg $2 5 EEOHE 2 HIIZFE D HivTz,

TR 3 2\ PR B 72 M I oD /)N 3620 g il 2 A 1 743 % R
BEOME 1 1, 30 mg/kg 2 G- EEDHE 4 i, BHRIER
P EESE A3 6F BREE R U8 30 mg/kg ¢ G- HEDHES 1 Bl #%
T 8 2 U IR 2R s PR 3R A3 ot BEUE D E RS 3 441
30 mg/kg ¥ 5EEOME 1 5], 100 mg/kg £ 5B D I 3 5]
S 5 1. 300 mg/kg B GREOME 2 7] L M 4 Fliz, B2
JER2 7 o X~ DTG LA R FREEDE | B3O 5
FliEs

B2 D 5 B3 X HEREOHE | FlIZFE D BTz,

72 BV O MARIR 2 R HFERED 2 1], 300 me/kg %
Lo 3D bz,

HFE iz BT REUL A ST FREEOHE 1 {8k
73 B TP SRR B UM M A O TE AR SR B i
i

HFRIZ BV T —EBE R AR A D Lo R HRRE & 300
mg/kg B GHREDOHES 1 LW HBER DD AN
SRSV U il

Fpglz B W T/RE R & B VT 300 mg/kg #5858 O HE
| Bl EEORE OFEREIRD BT,

WA 7 ELTE R IR AY 300 me/kg B G EEOME 1 )iz, 8¢
72RO @ 9 TS WA ORE 2 I L HE 1 F], 300
mg/kg $EEREDHE 1 F] &M 2 Flic, MR U 2 BRI
Hel =t 23 sk BREE O e | SRR v, ZOfh, Hlkk
IZBWTHERAE (M) 2367 EEOE 1
Flz R o R AR D BTz,

HWRYERGITED EBABNLERN—F —RROMIEIZFRD ST,

Nl

A B

HIRRIZ BT/ ERYE3FE D B/ 300 mg/kg & H-FED
ME 3 Gl CIERIR M & 2 VTR EE 72 I Al O 22 HE 2358 8
bz,

WA 7o (SR IR A A 300 mg/kg ¥ 5-HE O MERE A ZRR
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LRI R HT RIZ W T,

stk %
g

I fik

I fk

fb& AW L7z,

Bz,
Z O BN 8 5 VI B AR R S TR b

BRI 7R B RN 2Y 300 mg/kg B 5-REDRE 3 5125880
biviz,

A7 T A R 00 /N BR300 2 A b 0% s R OO 3 431
300 mg/kg $XG-REDHE 1 Bz, PP EE D R RO
T 5 {7 & M 4 1, 300 mg/kg & GREDIE 2 5] L 3 i
wobni,

B 2 W TR EE Ao ffish i ORIERGR) o idEN %t
FERE D e B & M 3 %], 300 mg/kg # 5-BEDHE 5 ¢ &
i 2 BIZEB S BTz,

HRR T BT R AR B33 B LT BREE O IE 1
PHZEEIR 2 S A3 BTz,
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8. EE

Sprague-Dawley 5% SPF 7+ + [Crl:CD(SD)] (Z 0o-7 I/ EZ =z =/L% 0 (0.5w/v%
A F b o— A KT RFHRIE) | 30, 100 2 T8 300 mg/kg/day o & T 28 H [E)/
iR O &G L, FOEELmETT 2 8 & oI, FBERE RN 300 meg/ke 2 513+
O 2 ERRE S, Blboaf#ElIc >V TRFT LT,

#e 5 R ONEfE AR 408 U CAE 8 i34 S, — R BB SRl e — IR BB D B 42
MEeREE, B, BREDE, AEAXCEMEICS., Y ERFOEZEIRDLH
otz

R TIE, 300 mg/kg ¢ 5-HEOMERHETEK RO FSEECEREEOKEECIZE Y
e OBEMEF O BEIMER, 300 mg/kg SO CREOSMEN A LI, #HBRYME
BEOEENREDNI-, ZhbDOEMITAREICL W HEL, FEENRED ShT,

MIEFEMRA TIE, 100 mg/kg 2 5-HEOME & 300 mg/kg #% 58 O Ml CTHRIfLEREL, ~F
7' ek B OV R d R i SR R O R AE & MR ILEK o i, 300 mg/kg 51
O MEHE TR MERAROEME. 100 mgkg L LOBREFHOM T~ 27 U v MED
REAA S, Billdimmg S, £72, 100 mg/kg % 55O & 300 mg/kg % 58D
MERE T IR O BE LB D Hitlz, T HOERITRIEIZ XD Hkd DV ITRE
L, BIEMPGED b, 7ol RIEHRKE TRFOMRE ST 300 mg/ke 35D
T~ b7 Uy MEDEE & MR M ERRBEDOMREA A DAL 7eAy, 5 HIR T R J%
BNEEOEEIZE-T=EBE B2 bz, T oM, BEHHKRTROBREICIT
Lol tb D@D, 300 megkg EEGFFEOME T 1 b v R & OYEMALES) |
7R T T AF R OMER RS BT, mwﬁﬁﬁﬁr”@%Wngrkﬁ

LHEAFBEBO N TN b, BEBFIIAL L TIERI -7,

MR TlE, 100 mg/kg #5-HEORE & 300 mg/kg e 5-HOMHET Y VIFEHO &
fill, 300 mg/kg W GHEOMERET Y 7V T4 FEOT AT I OfFEfE, 300 mgkg £
HEEORET A/G LLOEE, 300 mg/kg £ 5HOM TR L AT r—L, BIZAUAEK
O HAT T AOEERI I, ERYER S X DB~ ZERRESNZ, 1
& OELIT AR UﬁxL EEENRD BTz,

PR T Ik IR 351 T 300 mg/kg R 58 o ek C IR IC KREUE A B B A,
100 mgrkgl«,u_@%c‘“5ﬁ$@ﬂtﬁﬂff@i‘1&@$ﬁi¢ﬁﬁt®%{ﬁ& 300 mg/kgix 5-#F DO KE THXF
FREOEMEN AL, MEERIZIE 100 mg/kgll o G5-REo tERE Tk o T
E&Uéﬁmﬁgwmgm&+#®wmﬁéommwmhﬂ Bk U 7= iz Bd 3
LHEEE Z BT, HFIRIZE VT 300 me/kgfe 5L 0 MEETHax & O XT E &0 &
2y, MERFIICIE 300 mg/kgf G-HE DfERE T /N E PO IE K 2358 8 G f, 1
BILFRECTALNEELE OEEREDI T, BigIZHE W T 100 mg/kgbh D5
HOMECHAEREOSMES A B, HREICE 300 mg/kg F-BE O #ECFILIAL D
KIENED b, 2. DABMERRY 2B W TAREBRIYE OB ~0 2B R
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SHTWaHH, fial L7zPAMIRED LI IZBIC I T 2 RAME OO 5 JRitik, B4e
PR ARG K OVRMNA |- B2 o0 G Bt /M 7 oM E 2 bl 20T, WFR b B
RO EBZ DO TIZRNWI L b, &%%%&&k@@@i&w&%za
iz, MizHEEEHERBIFTHTH o208, N—F—RCEB W THIRAYIC 300 mg/kg
TSRO /RN A B, T 30 mg/kefk 5-HEOME - 100 mg/kglh EO
7R OMERE TR AN O ZEME, 300 mg/kg& 7 OME THE o faRTEA A bz, 7
B, BEMEOEMIIHEICME- THMmER Lz, RIEMEETROBRE CL, 300
me/kgfk G-REOHEME TR O G R LE PR THICHEI N TV D00, Foftod
Pl B L 7= B ITH R D 5 W IERB A R L TWAH Z b, BRSNS D EF 2
b, BT, MBTFRIC A —F — RO B DO ZEMEDS 300 mg/kght 5 REOHET 2
BIRLTWAEN, ZORIEER G TREE b2 SR R OSBRI BUIRE L, (1]
HE R ED T,

U EoOkER, ARREFTIZETS o-7 I/ E7 2= VOMEERIL, ETIE 30
mg/kg/day & HETE A7z, F7z, METIE 30 me/kg UL EO RS RICRBEFRAE T —F
— RO EALDED B, 30 mg/kg/day HKiili & HEE STz, A, &#%W:Emaﬂ
FELEWTR BARIEIC L D EEH D VTR L, BEMES 50 % [m 51 m 2558
b g o

32



B-6056

1)

2)

3)

4)

ik

FRiESM  0-7 S/ E7x2=0D7 v bEHAWVWE 14 HFRIER OS5 EERR
(PR (RS RSY)—Ft & — HEFED . C-B308., 2006 FE)

Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In
Principles and Methods of Toxicology (A. Wallace Hayes, ed.) , 3rd ed., pp. 221-274,
Raven Press, Ltd., New York.

Pe/ARNE (1981)  « HANRFAL — 7t & MR — I TP R, A

Abdo K et al (1982) : Fundam Appl Toxicol 2 (5): 201-10
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500~
Male

400+

300+

200+

100}
o———o 0 mg/kg
A — A 30 mg/kg
g— —m 100 mg/kg
&—-—o 300 mg/kg

0 | | | | 1 |
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Motor Activity (Week 4)
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o——= 0 mg/kg
A~ — A 30 mg/kg
M— —m 100 mg/kg
&—-—¢ 300 mg/kg

Fig.2

1
0-10

1 ] I 1 ]
10-20 20-30 30-40 40-50 50-60
Interval (minute)

A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Motor Activity (Week 4)
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500
Male
400+
s
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Table 1-1 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/Kg 1 2 3 4 5 B8 7 8 9 10 11 12 13 i4
0 No. of animals 12 12 12 1z 12 12 12 12 12 12 12 12 12 12
No abnormality 12 i2 12 12 12 12 12 12 12 12 12 12 12 12
Male 30 No. of animals 8 6 8 [§] 6 6 8 6 5] 6 6 6 6 6
No abnormality [¢] 6 6 6 6 ] 6 6 3] 6 6 6 6 6
100 No. of animals 5] G 6 6 6 ] 6 6 6 6 6 6 B 6
No abnormality 6 6 6 (§] 6 6 6 6 6 6 6 6 6 6
300 No. of animals 12 12 12 12 12 1z 12 12 12 12 12 ;5 12 12
No abnormality 12 12 12 12 iz 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 1z 12 12 12 12 12
Female 30 No. of animals 6 6 6 6 7] 6 G G 6 G G G 6 6
No abnormality 6 6 6 6 8 6 ] 6 6 G G G 6 6
100 No. of animrals 6 6 6 6 6 € 6 G 6 6 G 6 6 G
No abnormality 6 6 6 6 6 6 6 6] (3] 6 8 (6] 6 6
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 i2 12
No abnormality 17 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of co-Aminobiphenyl in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 30 No. of animals B 6 6 6 6 6 6 6 6 5] 6 6 6 6
No abnormality B 8 6 ) 6 ] 6 6 6 6 6 6 B 6
100 No. of animals 8 6 6 8 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 B 6 6 B 6
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 il 12 12 12
Female 30 No. of animals 6 6 [} 6 6 6 6 6 6 5] 6 [ 6 6
No abnormality 6 [¢] [ G 6 6 G 6 6 6 G G 6 6
100 No. of animals 6 6 [] 6 6 6 6 8 6 G (] G 6 6
No abnormality . 6 6 6 6 6 6 6 6 i1 (6] 6 G 8 G
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-3 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Clinical signs (Recovery period)

Day of recovery

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male (o} No. of animals 6 G 6 6 6 6 6 6 G 6 6 5 (] 4]
No abnormality 6 6 5 5 B 5 5 5 5 8 6 8 8 8
Fracture of incisors 0 0 1 1 1 1 1 1 2t 0 0 0 0 0
300 No. of animals 6 6 6 6 6 6 6 6 ] 6 6 6 &) 6
No abnormality 6 5 (43 6 6 6 6 6 G G 5] 6 6 G
Female o No. of animals 6 6 6 6 6 6 6 8 6 G 6] G [ [6)
No abnormality B8 [ G B8 8 :] B 8 8 1] [¢] G G G
300 Ne. of animals 6 6 [+ 54 & 6 & G (3] 5] 6] (5] G G
No abnormality 6 ] G 6 8 6 6 6 6 8 (] 6 §] G




B-68056

Table 2-1 A 2B-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical slgns : home cage observatlons (Week 1)

Sex Male Female
Dose (mg/kg) 0 30 100 300 0 30 100 300
Parameter No. of animals 12 6 8 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 (3] 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed ¢linical signs : home cage observations (Week 2)

Sex Male Female
Dose (mg/kg) 0 30 100 300 0 30 100 300
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 B 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-3 A 28-day oral toxicity study of o-Amincobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 3)

Sex Male Female
Dose (mg/kg) 0 30 100 300 0 30 100 300
Parameter No. of animals 12 6 6 12 12 8 6 12
Posture
Normal 12 8 <] 12 12 6 6 12
Convulsion
None 12 6 <] 12 i2 8 [ 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-4 A 28-day oral toxicity study of ¢-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 4)

Sex Male Female
Dose (mg/kg) Q 30 100 300 0 30 100 300
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 8 6 12
Convulsion
None 12 6 G YZ 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-5 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 1 of recovery)

Sex Male Female
Dose (mg/kg) 0 300 0 300
Parameter No. of animals 6 8 G 6
Posture
Normal [ 6 6 6
Convulsion
None 6 6 6 6
Abnormal behavior
None 6 6 6 6

No significant difference between treated group and control group.



Table 2-6 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 2 of recovery)

B-6056

Sex Male Female
Dose (mg/kg) 0 300 0 300
Parameter No. of animals ] 6 6 ¢]
Posture
Normal 6 6 6 6
Convulsion
None 6 6 6 6
Abnormal behavior
None 8 6 6 6

No significant difference between treated group and control group.
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Table 2-7 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1)

Sex Male Female
Dose (mg/ke) 0 30 100 300 0 30 100 300

Parameter No. of animals 12 6 [} 12 12 8 6 12
Ease of removal from cage

Easy 12 6 6 12 12 (3] 5 12

Some resistance/avoidance 0 0 0 0 0 0 1 0
Fur condition

Normal 12 6 6 12 12 6 ] 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 (5] p & 12 6 5] 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 [ 6 12
Salivation

None 12 6 6 1.2 12 6 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Reactivity to handling

asy 12 5] B 12 12 6 ¢} 12

Slightly awkward 0 1 0 0 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-8 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2)

Sex Male Female
Dose (mg/kg) ] 30 100 300 0 30 100 300

Parameter No. of animals 12 6 6 12 12 B <] 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 [ 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye. Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 8 12
Pupll size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 8 12 12 6 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 8 (¢] 12

No significant difference in any treated groups from control group.
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Table 2-9 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 3)

Sex Male Female
Daose (mg/kg) 0 30 100 300 Q 30 100 300

Parameter No. of animals 12 6 6 12 12 6 8 12
Ease of removal from cage

Easy 12 (] 8 12 12 (5] 8 132
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 G 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 1E 12 6 6 12
Palpebral closure

Normal 12 6 8 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 B 52
Lacrimation

Normal 12 6 6 12 12 & 6 12
Piloerection

Absent 12 6 6 12 12 8 8 12
Pupil size

Normal 12 6 6] 12 12 (5] 6 12
Salivation

None 12 6 6] 12 32 6 G 12

Abnormal respiration
Absent 12 6 G 12 12 (6] 5] 12

Reactivity to handling
Easy 12 6 6 12 12 6 1 12

No significant difference in any treated groups from control group.
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Table 2-10 A 28B-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detalled clinical signs : in-the-hand observations (Week 4)

Sex Male Female
Dose (mg/kg) (4] 30 100 300 0 30 100 300

Parameter No. of anlmals 12 (5] 6 12 12 6 6 12
Ease of removal from cage

Easy 11 6 6 11 12 6 6 12

Some resistance/avoidance 1 0 0 1 0 0 0 0
Fur condition

Normal 12 6 6 12 12 B 6 12
Skin

Normal 12 8 6 12 12 6 G 12
Secretions-Eye, Nose

Absent 12 8 6 12 12 6 6 12
Exophthalmos

Absent 12 6 8 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 G 6 12
Mucosal membranes

Normal 12 8 6 12 12 6 6 12
Lacrimation

Normal 12 6 - 6 12 12 6 5] 12
Piloerection

Absent 12 8 G 12 12 6 6 12
Pupil size

Normal 12 6 G 12 12 6 6 12
Salivation

None 12 ] G 12 12 6 G 12
Abnormal respiration

Absent 12 6 6 12 12 6 [ 12
Reactivity to handling

Easy 12 6 6 11 12 6 6 12

Difficult 0 0 0 1 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-11 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of recovery)

Sex Male Female
Dose (mg/kg) 0 300 0 300
Parameter No. of animals 6 6 6 6

Ease of removal from cage
Easy 5 6 6
Some resistance/avoidance 1

o
<
O

Fur condition

Normal 6 6 B 8
Skin

Normal 6 B 6 6
Secretions-Eye, Nose

Absent 6 (] 5 6
Exophthalmos

Absent 6 6 6 G
Palpebral closure

Normal 6 6 i 6
Mucosal membranes

Normal G B 6 G
Lacrimation

Normal 6 8 6 5]
Piloerection

Absent 8 6 5] 6
Pupil size

Normal 6 6 G (6]
Salivation

None 6 6 [§] 6

Abnormal respiration
Absent 3] 6 6 6

Reactivity to handling
Easy 6 6 6 6

No significant difference between treated group and control group.
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Table 2-12 A 28-day oral toxicity study of o-Aminohbiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of recovery)

Sex Male Female
Dose (mg/kg) 0 300 0 300

Parameter No. of animals 6 6 6 B
Ease of removal from cage

Easy B (5] 6 6
Fur condition

Normal 6 6 6 6
Skin

Normal 6 8 6 6
Secretions-Eye, Nose

Absent 6 6 6 (G}
Exophthalmos

Absent 6 6 8 6
Palpebral closure

Normal 6 6 6 L§]
Mucosal membranes

Normal 6 6 8 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 1 8 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 8 ¢} 6
Abnormal respiration

Absent G 6 G G
Reactivity to handling

Easy 6 4 [¢] [¢]

Slightly awkward 0 2 0 0

No significant difference between treated group and control group.
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Table 2-13 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation {(Week 1)
Sex Male Female
Dose (mg/kg) 0 30 100 300 [} 30 100 300

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 E2
Gait

No/minimal location 0 1 0 1 0 i} 0 0

Normal 10 5 6 11 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 B 12
Rearing count (Mean+S5.D.) 5+ 4+ 3 4+ 1 3+ 2 T+ 2 9+ 1 T+ 4 T+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0O 1+ 1 0+ 0 0+ 0 0+ 0 0+ O
Urination

None 12 8 5 11 11 6 6 12

Small amount 0 0 1 1 1 0 0 0

No significant difference in any treated groups from control group.



Table 2-14 A 2B-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs :

open field observation (Week 2)

B-6056

Sex Male Female
Dose (mg/kg} 0 30 100 300 0 30 100 300

Parameter No. of animals 12 8 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 [ 6 12
Convulsion

None 12 6 6 12 12 ] 6 12
Abnormal behavior al a)

None 12 6 6 12 0 i | 6 5 12

Minor 0 0 1] 0 1 0 1 0
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 0 0 0 1 0 0 0 0

Normal 12 6 ] 11 12 6 6 12
Posture

Normal 12 B 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 4+ 2 2+ 2 8+ 2 3+ 3 10+ 3 11+ 3 10+ 4 9+ 3
Defecation count (Mean+S.D.) 0+ 1* X 0+ 0 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 5 6 9 12 6 6 12

Small amount 0 1 0 3 0 0 0 ¢}

Moderate amount 1 0 0 0 0 0 4] 0

a): Running

No significant difference in any treated groups from control group.



Table 2-15 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 3)
Sex Female
Dose (mg/kg) 0 30 100 300 Q 30 100 300

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 i2 12 6 6 12
Convulsion

None 12 8 6 12 12 6 6 12
Abnormal behavior a)

None 12 6 6 12 10 6 6 12

Minor 0 0 0 0 2 (4] 0 0
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location ] 0 1 0 0 0 0 0

Normal 12 6 5 12 12 B 6 12
Posture

Normal 12 2] 6 12 12 G 6 12
" Grooming

None 12 6 6 12 12 G 6 12
Rearing count (Mean+S.D.) 4+ 2 3+ 5+ 3 5+ 2 9+ 4 9+ 3 10+ 3 T+ 8
Defecation count {Mean+S.D.) 0+ 1 0+ 0+ © 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 ] 4 1l il 6 8 1 §

Small amount 1 2 2 1 1 0 0 1

Moderate amount 1 Q 0 o o} 0 0 (o}

a): Running

No significant difference in any treated groups from control group.
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Table 2-186 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 4)
Sex Male Female
Dose (mg/kg) 0 30 100 300 0 30 100 300

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 8 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 8 6 12
Abnormal behavior a) o)

None 12 8 6 12 9 6 B 11

Minor 0 0 1] 0 3 0 4] 1
Stereotypy

None 12 [ 6 12 12 6 8 12
Gait

No/minimal locatiocon 0 1 0 0 0 0 4] 0

Normal 12 5 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 8 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 5+ 2 3+ 2 5+ 1 5+ 3 11+ 3 10+ 4 10+ 4 9+ 3
Defecation c¢count (Mean+S.D.) 0+ 0 1+ 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 7 5 6 11 12 6 6 11

Small amount 5 0 0 0 0 0 0 1

Moderate amount 0 1 o 1 0 0 0 0

a): Running was observed in 2 animals and Jumping was observed in 1 animal

b): Running
No significant differ

ence in any treated groups from control group.



Table 2-17 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of recovery)

B-6056

Sex Male Female
bDose {(mg/kg) 0 300 ¢] 300

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 8 6 6
Convulsion

None 6 [+ 6 6
Abnormal behavior a) a)

None 6 5 b1 6

Minor o] 1 1 0
Stereotypy

None 6 6 6 6
Gait

No/minimal location 1 0 0 0

Normal 5 ] ] 6]
Posture

Normal G G G 6
Grooming

None 6 6 [ G
Rearing count (Mean+S.D.) 5+ 2 T+ 2 13+ 4 10+ 3
Defecation count (Mean+5.D.) 1+ 2 0+ O 0+ 0 0+ 0
Urination

None 5 5 ) 6

Small amount 1 1 0 aQ

a): Running
No significant difference between treated group and control group.
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Table 2-18 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2 of recavery)
Sex Male Female
Dose (mg/kg) 300 0 300

Parameter No. of animals 6 6 6
Arousal

Normal 6 6 6
Convulsion

None 8 8 6
Abnormal behavior a)

None 6 5 6

Minor 0 1 0
Stereotypy

None G G 6
Gait

Normal 6 6 6
Posture

Normal 6 i} 8
Grooming

None 6 6 6
Rearing count {(Mean+S.D.) T+ 2T 13+ & 11+ 2
Defecation count (Mean+5.D.) 0+ O 0+ 0 0+ 0
Urination

None 5 6 5]

Small amount 1 0 (4}

a): Jumping

# : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 2-19 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Manipulative test (Week 4)

Sex Male Female
Dose (mg/kg) 0 30 100 300 0 30 100 300
Parameter No. of animals 12 6 6 1z 12 6 6 12
Auditory response
Normal 12 6 B8 12 12 5 6 12
Approach response
Normal 12 6 6 12 12 [ G 12
Touch response
Normal 12 B 6 12 12 6 6 12
Tail pinch response
Normal 12 6 6 12 12 8 8 12
Pupillary reflex
Pass, both 12 6 6 12 12 [ 6 12
Aerial righting reflex
(Total score: Mean+S.D.} 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0O 0+ 0 0+ Q
Landing foot splay (mm: Mean+S.D.) 62+19 72420 56+15 68215 68414 61+ 5 85+15+D 65+15

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 2-20 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Manipulative test {Week 2 of recovery)

Sex Male Female
Dose (mg/kg) 0 300 0 300
Parameter No. of animals 6 B 6 6
Auditory response
Normal 6 5] 6 6
Approach response
Normal 6 6 5 5
Abnormality ftearful/aggressive reaction 0 0 1 1

Touch response

Normal 6 6 6 6
Tail pinch response

Normal G 4 3] 5

Exaggerate 0 2 0 1
Pupillary reflex

Pass, both 6 6 8 (¢}
Aerilal righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay {(mm: Mean+S.D.) 80+22 T1+16 55+12 55+10

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Grip strength (Week 4)

Sex Dose Fore limb Hind 1limb
mg/kg g g

0 No. 12 12

Mean 999 480

S.D. 225 126

Male 30 No. 1 6
Mean 986 492

S.D. 257 92

100 No 6 6

Mean 889 482

5.0 173 102

300 No. 12 12

Mean 990 444

S.D. 188 118

0 No. 12 12

Mean 911 460

s.D. 215 106

Female 30 No. 6 6
Mean 897 423

S$.D. 186 101

100 No. 6 6

Mean 911 447

8.D. 220 179

300 No. 12 12

Mean 859 389

S.D. 126 94

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day eral toxiclty study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery)

Sex Dose Fore limb Hind limb
mg/Ke g 4

Male 0 No. 6 6
Mean 1164 571

S.D. 185 129

300 No. 6 6

Mean 1266 568

S.D. 146 78

Female (s} No. 6 ]
Mean 1066 501

5.0. 170 125

300 No. 6 6

Mean 1069 479

S.D. 119 129

No significant difference between treated group and control group.



B-6056

Table 2-23 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Motor activity (Week 4)

Interval (minutes)

Sex Dose
mg/kg 0~10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 422 35T 297 271 204 115 1666
S.D. 34 40 48 51 109 123 2258
Male 30 NO . 6 6 6 6 8 6 6
Mean 411 356 280 293 217 122 1679
S.D. 41 21 75 67 123 104 172
100 No. B 6 3] 6 6 6 6
Mean 401 355 326 315 249 172 1818
S.D. 28 42 35 Tl 88 130 257
300 NO. X2 12 1z 12 12 12 12
Mean 385 330 293 246 206 192 1652
5.D. 43 41 86 90 93 133 308
0 No. 12 12 12 12 12 3 12
Mean 410 330 322 228 214 205 1710
5.D. 44 68 120 103 116 117 380
Female 30 NO. 6 G 6 6 6 6 6
Mean 410 305 339 320 295 265 1833
S.D. 21 110 81 86 167 34 412
100 No. B 6 6 6 6 6 6
Mean 385 334 312 319 261 262 1873
5.0, 35 92 99 103 83 72 303
300 No. 12 12 12 12 12 12 12
Mean A5Twnw 318 281 236 235 175 1602
S.D. 34D 72 103 76 145 133 397

#s : p<0.0]1 (Significant difference from control group)
D : Dunnett's test
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Table 2-24 A 28-day oral toxicity study of oc-Aminobiphenyl in rats with a recovery period of 2 weeks

Motor activity (Week Z of recovery)

Interval (minutes)

Sex Dose
ng/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 8 6 6 6 6 6 6
Mean 416 320 298 248 232 248 1762
S.D. 38 57 119 123 73 92 365
300 No. 6 6 6 6 6 8 6
Mean 361= 260 262 218 211 206 1512
S.D. 24T 53 99 35 82 115 218
Female 0 No. 6 6 6 6 6 6 6
Mean 320 234 218 189 178 258 1376
S.D. 82 78 129 112 126 187 397
300 No, 6 6 [} 6 6 6 6
Mean 240 230 160 162 112 166 1069
S.D. 92 77 57 109 111 118 472

: p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 3-1 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Body weight (Administration period}

Day of administration

Sex Dose Gain
mg/kg 1 4 7 10 14 i 21 24 28 1-28
(6] No. 12 12 12 12 L2 12 12 12 12 12
Mean 218 243 267 290 314 332 351 372 386 167
S.D. 8 9 11 13 E drg 18 23 25 27 24
Male 30 No. 6 6 6 6 6 6 6 6 B 6
Mean 218 244 266 288 309 325 344 361 370 152
S.D. 8 10 14 16 23 26 33 35 38 31
100 No. G G 6 6 6 6 6 6 5] 6
Mean 221 247 274 299 323 343 361 382 393 172
5.D. 9 12 17 20 27 30 34 38 40 35
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 220 241 266 290 311 327 343 363 372 153
S.D. G 7 8 T 10 11 14 16 16 15
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 164 173 182 193 205 219 228 240 245 80
S.D. 6 9 8 10 10 11 15 ) i 15 13
Female 30 No. 6 6 6 G G 6 G 6 6 6]
Mean 165 175 183 198 210 219 227 241 245 81
S.D. 5 7 8 <] 9 13 13 11 12 12
100 No. B &S ] 8 (] 8 6 G 5 6
Mean 169 177 187 197 210 223 227 237 245 76
S.D. 7 8 12 8 11 17 18 19 21 20
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 163 172 183 194 206 215 222 232 240 76
S.D. 7 7 9 13 15 13 14 11 11 7
Unit

8
No significant difference in any treated groups from control group.



B-6056

Table 3-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
mg/Keg 1 3 T 10 14 1-14
Male 8] No. 6 6 6 6 6 (]
Mean 376 380 389 413 421 45
S.D. 30 39 39 36 37 14
300 No. 6 6 6 6 6 6
Mean 376 387 408 422 431 55
S.D. 16 17 15 13 i9 S
Female 0 No. 6 B 6 6 6 6
Mean 252 258 267 273 275 23
5.0, 15 15 19 19 22 8
300 No. 6 6 6 G 6 6
Mean 237 244 252 256 258 21
5.D. 12 15 16 16 20 9
Unit

-3
No significant difference

between treated group and control group.



B-6056

Table 4-1 A 28-day oral toxicity study of o-Aminohiphenyl in rats with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dose
mg/kg 1 4 7 10 14 AT 21 24 28
0 No. i2 12 12 12 12 12 12 12 12
Mean 24 25 26 27 27 28 28 29 T
S.D. 2 1 2 2 2 2 2 2 2
Male 30 No. 6 6 6 6 6 6 6 6 6
Mean 23 25 26 27 21 27 27 27 26
S.D. 1 1 1 2 2 3 3 3 2
100 No. 6 6 6 6 6 6 6 6 6
Mean 25 25 26 28 28 29 28 28 27
5.D. 2 2 2 3 - 4 5 4 4
300 No. 12 12 12 12 12 12 12 12 12
Mean 24 25 26 27 28 28 29 29 2T
5.D. 2 1 1 2 2 3 3 3 2
0 No. 12 12 12 12 12 12 12 12 12
Mean 18 18 18 18 20 21 21 21 21
S.D. 2 1 2 2 2 2 2 2 3
Female 30 No. 6 6 6 6 6 6 6 6 6
Mean 18 18 18 19 20 21 22 22 20
S 2 1 2 2 2 2 2 1 3¢
100 No. 6 6 B 6 6 6 6 6 8
Mean 19 18 19 i9 20 21 21 21 21
S.D: 1 2 1 Z 2 3 2 3 2
300 No. 12 12 12 12 12 12 12 12 i2
Mean A I 1T IT 19 20 20 21 21 21
S.D. 3 1 2 2 2 1 1 1 2

Unit : g/rat/day
No significant difference in any treated groups from control group.



B-6056

Table 4-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Food consumption (Recovery peried)
Day of recovery
Sex Dose
mg/kg 3 T 10 14
Male ()] No. 6 B 6 6
Mean 25 27 30 28
S.D. 8 5 2 2
300 No. 6 6 6 6
Mean 30 30 32 29
S.D. 3 2 1 1
Female 0 No. 6 6 6 B
Mean 24 21 22 21
S.D. 4 2 4 3
300 No. 6 5] 6 6
Mean 24 21 19 20
S.D. 2 2 2 2

Unit : g/rat/day

No significant difference

between treated group and control group.



B-6056

Table 5-1 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Urinalysis (Week 4)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
meg/ke 5.0 5.5 6.06.57.07.58.08.59%9.0 B i S S ey = e W R R RN T bR A At
0 12 0 0 0 0 0 0 2 9 1 4 6 2 0 O 0 8 3 1 0 0 0 12 0 0 0 O 0
Male 30 6 0 4] 0 0 0 0 1 3 2 2 4 0 0 0 0 6 0 0 0 O 0 6 0 0 0 O 0
100 6 0 0 Q 0 0 (0] 1 3 2 O 4 1 1 0 0 3 1 2 0 0 0 6 0 0 0 O 0
300 12 0 0 0 0 2 0 3 7 0 1 3 8 0 0 0 7T 4 1 0 0 0 12 0 0 0 O 0
0 12 3 0 0 2 0 2 2 3 0 11 0 1 0 0 0 10 1. &1 0 O 0 12 0 0 0 O 0
Female 30 6 0 0 0 1 1 0 2 2 0 6 0 0 0 O 0 5§ 0 1 0 O 0 6 0 0 0 O 0
100 € 0 0 ] 4 0 0 2 0 0 3 1 2 0 0 0 2 2 2 0 0 0 6 0 0 0 O 0
300 12 1 0 1 3 4 2 1 0 a 5 3 4 0 0 0 8 3 1 0 0 0 12 0 0 0 0 0
1) - : <10 mg/dL += : 10 - 25 mg/dL + ! 268 - 85 mg/dL +«+ : 86 - 250 mg/dL +++ ¢ 251 - G600 mg/dL ++4++ 1 >600 mg/dL
2) - : <§ mg/dL 4= 1 5 = 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +4+4+ : T1 - 125 mg/dL ++++ @ >125 mg/dL

3) - : <30 mg/dL += 1 30 - 60 mg/dL + ; 61 - 125 mg/dL ++ : 126 - 250 mg/dL +#++ 1 2851 - 750 mg/dL ++++ 1 »750 mg/dL



B-6056

Table 5-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Urinalysis (Week 4)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - e + 4+ 4 - A hEE A P T T T LY ¥ DY
0 12 12 0 0 0 O 12 0 0 0 0 12 0 0 0 0 012 0
Male 30 6 6 0 0 0 O 6 0 0 O 0 6 0 0 0 0 0 6 0
100 6 6 0 0 0 O 6 0 0 0O 0 5 1 0 ¢ 0 g 6 0
300 12 12 0 0 0 O 1 4 7T 0 0 12 0 0 0 0 012 0
0 12 12 ¢ 0 0 0 12 0 0 © 0 12 0 0 0 0 012 0
Female 30 6 6 ¢ 0 0 O 6 0 0 D 0 6 0 0 0 0 0 6 0
100 ] 6 0 0 0 O 5 1 0 0O 0 4 2 0 0 0 0 6 0
300 12 12 4 0 0 0 4 0 6 1 1 Iy 1 O 0 0 012 0O
4) - ! <0.03 mg/dL +- : 0,03 - 0.05 mg/dL + : Q.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL  ++ : 1.6 - 5.0 mg/dL +++ :© 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
B) +- : <2.0 mg/dL 2.0 - 3.5 mg/dL ++ ¢ 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL  ++++ ; >12.0 mg/dL
T)

+
LY : Light yellow Y : Yellow DY : Dark yellow



B-8056

Table 5-3 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Urinalysis (Week 4}

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg[kg - - + *+ e+ - *- + At et - - + ++ - - + e At - - + -+ + tt Attt - 4= + At
0 12 12 0 0 0 0 12 0 0 0 0 012 0 0 0 12 0 0 0 © 1Z 0 0 11 1 0 0 0 iz ¢ 0 0 O
Male 30 6 6 0 0 0 0 6 0 0 0 O a 6 0 0 O 6 0 0 0 0O 6 0 0 6 0 0 0 0 6 0 0 0 0
100 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 ¢ 0 0 O e 0 0 6§ 0 0 0 O 5 1 @ @ 0
300 12 12 0 0 0 0O 12 0 0 0 O 012 0 0 O 12 ¢ 0 0 0 12 0 0 12 6 0 0 0 11 1 0 0 0
0 12 12 0 0 0 O 12 0 0 0 O 012 0 0 0 12 0 0 0 0 12 0 0 12 0 0 0 O 12 0 0 0 0
Female 30 6 6 0 0 0 0 6 0 0 0 0 0o 86 0 0 0 6 0 0 0 0 6 0 0 5 1 0 0 O 6 0 0 0 O
100 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 0O 6 0 O 5 1 0 0 O 6 0 0 0 O
300 12 12 0 0 0 O 12 0 0 0 0 012 0 0 O 12 0 0 0 O 12 0 © 8 4 0 0 O 12 ¢ ¢ 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell += 1 Slight ,
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ : Severe



B-6056

Table 5-4 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4)

Water Urine Osmolality
Sex Dose No. intake volume
mg/keg mL/24h mL/24h mOsm/kg
[ 12 Mean 34 13.2 1890
5.D. 6 2.7 314
Male 30 6 Mean 37 12.8 1781
S.D. 11 3.5 261
100 (] Mean a7 15.3 1712
S.D. 9 8.5 471
300 12 Mean 45+ 17.0 1346a«
8.0 11D 5.4 354D
0 12 Mean 32 T8 2155
S.D. 5 2.9 385
Female 30 6 Mean 34 8.1 2054
S.D. 12 3.5 574
100 6 Mean 43 7.5 1973
S.D. 24 2.3 283
300 12 Mean 41w 11.9e 143G=»
S.D. 8DT 3.9D 195D

+ : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test



B-6056

Table 5-5 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/Keg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 B.5 9.0 R I T LT s “ H= o FE 4EE S A s B R A
Male [4] 8 0 0 0 0 0 1 0 5 0 0 2 4 0 0 0 2 2 2 0 D 0 6 0 0 0 0 0
300 5 0 0 0 0 0 0 1 4 1 0 3 2 1 0 0 4 0 2 0 O 0 6 0 0 0 O 0
Female 0 6 o} 0 1 0 Q 0 2 3 Q 4 0 2 0 O 0 4 2 0 D 0 0 6 0 0 0 O 0
300 6 0 0 0 2 0 0 0 4 0 4 1 1 0 ¢ 0 5 1 0 ¢ O 0 6 0 0 0 O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ 1 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++4+4+ 1 >600 mg/dL
2) - : =5 mg/dL +- 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ @ 31 - 70 mg/dL 4 71 - 125 mg/dL ++++ @ >125 mg/dL

3) - : <30 mg/dL += : 30 - 60 mgsdL + : 81 - 125 mg/dL ++ @ 126 - 250 mg/dL ‘b 251 - 750 mg/dL +++4 1 >750 mg/dL



Table 5-8 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery)
4) 5) G) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/ kg - +- + o+t - B e 4+ P N LY Y DY
Male i} 6 5 1. 0 0 O 6 0 0 0 0 6 0 0 0 0 0 6 0
300 6 6 0 0 0 0 6 0 0 O 0 65 0 0 0 0 0 6 0
Female 0 6 5 0 1 0 O 6 0 0 0 0 6 0 0 O 0 0 8 0
300 6 6 0 0 0 O 6 0 0 0 o 6 0 0 O 0 0D 6 0
4) - <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - <0.5 mg/dL + : 0.5 - 1.5mg/dL. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- <2.0 mg/dL + 1 2.0 - 3.5 mg/d. ++ : 3.6 - 7.0 mg/dL. +++ ; 7.1 -~ 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY Light yvellow Y : Yellow DY : Dark yellow



B-6056

Table 5-7 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Urinalysis (wWeek 2 of recovery)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No. :
mg/kg - 4= O I S s - 4= ke - T T T - - T S - 4= * - 4= T T TS - = 4 o+ At

Male 0 6 5 1 0 0 0 5 1 0 0 0 a 6 0 0 0 6 0 0 0 0 6 0 0 5 1 0 0 0 6 0 0 0 0

300 8 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 0 0 O
Female 0 6 6 0 0 0 0 6 0 0 0 O 0o 6 0 0 O 6 0 0 0 0 G 0 0 5 1 0 9 0 6 0 0 0 0

300 6 6 0 0 0 0 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 G 0 0 5 1 0 0 0 6 0 0 0 O
SEC : Squamous Epithelial Cell = : Negatlive
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
Co : Calcium Oxalate ++ @ Moderate

+++ . Severe



B-6056

Table 5-8 A 2B-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery)

Water Urine Osmolality
Sex Dose No. intake volume
mg/ke mL/24h mL/24h mOsm/kg
Male 0 6 Mean 35 11.4 2144
S.D. 6 2.6 248
300 [ Mean 38 14.5 2049
S.D. 8 5.6 396
Female 0 6 Mean 31 T.2 2136
5.D. T 4.1 581
300 6 Mean 31 8.8 1839
S.D. 6 0.9 194

No significant difference between treated group and control group.



Table 6-1 A 2B-day oral toxicity study of c-Aminobiphenyl in rats with a recovery period of 2 weeks

Hematology (Day 28)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/kg X10%/ 1L g/dL % fl. PE g/dL % X104/ 1L s s mg/dL
(4] 6 Mean 793 16.1 43.2 54.5 20.4 37.4 2.4 121.6 14.6 21.0 391
S.D. 39 0.8 2.1 1.4 0.7 0.5 0.5 16.2 1.6 2.2 89
Male 30 6 Mean 830 16.5 44 .2 53.3 19.9 37.4 2.2 128.9 15.%9 22.89 3565
S5.D. 42 0.5 1.3 1.4 0.6 0.5 0.2 5.4 2.1 1.5 45
100 6 Mean 808 16.3 43.8 54.2 20.2 7.3 3.0 131.2 13.5 20.8 341
S.D. 16 0.3 1.3 b 0 0.3 0.7 0.6 18.1 0T 17 30
300 6 Mean T716ww 14.8e» 41.5 58.0» 20.7 35.Tee T.5#« 150.5#= 14.8 23.0 345
5.D. 31D 0.2D 0.7 3.1D 1.0 0.2D 1.0D 15.6D 1.0 3.7 23
0 6 Mean 791 16.4 42.9 54.4 20.9 38.4 2.0 132.4 12.3 17.Q 283
5. b 65 (s 55 ) 28 20T 0.7 0.8 0.4 4.5 0.9 1.6 49
Female 30 6 Mean 790 16.0 41.9 53.1 20.3 38.3 2.3 133.4 12.0 17.4 294
S.D. 32 0.8 1.3 1.5 0.5 0.6 0.6 7.5 0.6 2.0 23
100 6 Mean GEEERS 14.0u» 37 .6ew 54.8 20.4 37 .20 5.6e% 149 _5# 12.0 16.6 260
5.D. 38D 0.4D 0.9D 1.9 0.7 0.3D 0.4D 4.80T Ll 1.9 17
300 6 Mean 659w 13.9ns 38.3e» 58.3= 21.1 36. 3w T.5#» 151.8+ 12.2 16.3 271
S.D. 47D 1.0D 2.1D 2.2D 0.8 0.5D 1.4D 21.0DT 0.9 1.2 35

# : p<0.05 ; =» : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test



B-6056

Table 6-2 A 28-~day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Hematology (Day 28)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10*/#L LYM NE EOSINO BASO MONO Luc
0 6 Mean 91.6 80.5 16.3 0.8 0.3 1.5 0.5
5.D. 21.1 4.3 3.9 0.5 0.1 0.5 0.3
Male 30 6 Mean T7.5 T4.0 22.1 1.0 0.3 2oL 0.5
8.D. 20.5 Tk 8.3 0.4 0.2 0.6 0.2
100 6 Mean 102.9 75.0 21.7 0.8 0.3 1.7 0.6
£.D. 34.0 8.6 8.3 0.2 0.1 0.6 0.2
300 G Mean 108.0 5.9 20.9 0.8 0.3 1.5 0.6
S.D. 28.7 4.0 3 0.4 0.1 0.5 0.2
aQ (6] Mean 84.1 T77.6 18.1 1.0 0.3 1.5 0.5
s.D. 20.1 7.5 7.7 0.4 0.1 0.3 0.2
Female 30 6 Mean 71.4 79.8 17.0 1.1 0.3 1.5 0.4
5.D. 36.4 5.7 5.1 0.4 0.1 0.4 0.2
100 G Mean 93.0 78.1 18.4 0.9 0.3 1.7 0.7
81 21.4 12.3 12.0 0.5 0.1 .8 0.4
300 G Mean B83.9 75.5 21.5 0.9 0.2 1.5 0.5
5.D. 13.1 9,2 8.9 0.2 0.1 0.5 0.2

LUC : Large unstained cells
No significant difference in any treated groups from control group.



B-6056

Table 6-3 A 28-day oral toxlcity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Hematology (Week 2 of recovery)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/Kg X10'/ 1L g/dL % fL PE g/dL % X107 1L s S mg/dL
Male 0 6 Mean 840 16.1 42.1 50.2 19.1 38.2 2.5 115.8 16.1 37.3 396
S.D. 29 0.4 1.4 1.1 0.4 0.3 0.6 4.0 1.4 8.2 37
300 6 Mean T90s» 16.0 42.8 54 .2%» 20.2» 37.4n» 2.1 110.8 15.3 31.3 366
5.D. 22T 0.7 1.9 2.3T 0.9AT 0.5T 0.3 9.5 1.1 6.1 25
Female 0 6 Mean 812 16.40 41.0 50.5 19.7 38.0 1.8 124.9 12.9 29.5 312
S.D. 52 0.5 1.6 1.7 0.7 0.5 0.5 12.3 1.0 8.3 42
300 6 Mean T99 16.7 43.5% 54 .4 20.9#s 38.4» 1.1+ 111.2 14_.3= 41.9+# 282
5.D. 30 0.8 1.4T 1.0T 0.4T 0.3T 0.5T 13.4 05T 8.0T 28

# > p<0.05 ; == : p<0.01 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test



A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

B~6056

Table 6-4
Hematology (Week 2 of recovery)
WBC Differential leukocyte counts (%)

Sex Dose No.
mg/kg X10%/uL LYM NE EOSINO BASO MONO Luc
Male 0 6 Mean 125.4 T4.1 20.3 1.6 0.5 2.4 1.1
S5.D. 38.4 6.3 6.0 0.5 0.1 0.8 122
300 5 Mean 101.3 78.3 17.9 0.9» 0.4 1.9 0.7
S.D. 18.0 4.1 3.6 0.4T 0.1 0.6 0.2
Female 0 5] Mean 75.9 74.7 20.2 1.7 0.4 2.1 0.9
S.D. 19.2 4.0 4.3 Db 0.1 0.5 0.5
300 8 Mean 55.3 78.8 17.5 1.3 0.4 1.3%= 0.8
S.D. 12.3 5.6 5.9 0.4 0.3 0.3T 0.3

LUC : Large unstained cells

* : p<0.05 ; e=
T : Student's t-test

p<0.01 {Significant difference from control group)



B-6056

Table 7-1 A 28-day oral toxicity study of o-Amlnobiphenyl in rats with a recovery period of 2 weeks

Blood chemistry (Day 28)

AST ALT LDH 7 —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/Kg IU/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
(1] 6 Mean 78 38 59 1 773 54 34 93 0.10 142
S.D. 28 19 19 1 102 6 20 8 0.00 8
Male 30 6 Mean T4 34 49 1 675 48 50 95 0.05» 144
S5.D. 7 4 4 ] 136 7 23 8 0.05DT 11
100 6 Mean 85 28 54 ¥ 661 64 58 112= 0.10 151
s5.D. 6 3 L4 0 161 13 28 12D 0.00 19
300 6 Mean 65 as 456 1 793 55 8Gne 111+ 0.10 150
S.D. 6 T B (4] 189 8 37D 11D 0.00 8
0 6 Mean 71 29 52 1 456 52 5 91 0.10 114
S 12 10 15 i 92 10 4 14 .00 15
Female 30 6 Mean Tl 24 49 2 476 51 7 89 0.10 118
5D 22 4 T & 94 12 G 17 0.00 i9
100 6 Mean 62 24 54 1 382 G6 10 117 0.10 110
5.D. T 3 14 1 38 18 ] 25 0.00 19
300 6 Mean 60 28 53 1 329+ 90w e 1Gw» 148»= 0.10 123
S.D. 3 4 12 1 79D 15D 3D 9D 0.00 13

& : p<0.05 ; s : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
DT : Dunnett-type rank test



B-6056

Table 7-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Blood chemistry (Day 28)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/ke mg/dL meg/dL mmol/L mmol /L mmol /L mg/dL mg/dL g/dL g/dL
0 6 Mean 13 0.25 144 5.0 109 9.5 8.1 5.9 2.8 0.88
S.D. 2 0.04 1 0.2 2 0.2 0.9 0.1 0.1 0.08
Male 30 6  Mean 13 0.21e 144 5.1 111 9.5 7.9 5.8 2.8 0.96
S.D. 2 0.02D  § 0.2 1 0.1 0.3 0.1 0.1 0.06
100 6 Mean 12 0.22 143 5.0 107 9.0ne 8.4 6.1 2.8 0.87
S.D. 1 0.02 2 0.4 3 0.3D 1.3 0.2 0.1 0.04
300 6  Mean 13 0.19%a 144 5.3 109 9.7 7.6 6.0 3.0mne 1.01ss
5.D. 2 0.02D 1 0.3 1 0.2 0.8 0.2 0.1D 0.05D
0 6 Mean 15 0,24 143 4.7 111 9.8 8.8 6.1 2.9 0.94
5.D. 2 0.03 1 0.2 1 0.3 2.7 0.3 0.1 0.03
Female 30 6  Mean 14 0.25 144 4.6 15 3 9.9 8.3 6.2 2.9 0.92
S.D. 1 0.06 1 0.2 2 0.2 0.7 0.3 0.1 0.06
100 8  Mean 16 0.286 144 4.8 144, 10.0 T8 6.3 8.4 0.98
5.D. 4 0.04 1 0.2 1 0.2 0.4 0.3 0.2 0.10
300 [ Mean 17 0.25 144 4.6 110 10.3# 7.6 5.6 3.3» 0.98
5.D. 2 0.01 1 0.3 1 0.3D 0.5 0.3D 0.2D 0.04

# : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-8056

Table 7-3 A 28-day oral toxicity study of o-Aminobipheny] in rats with a recovery period of 2 weeks

Blood chemistry (Week 2 of recovery)

AST ALT LDH r—GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1u/L IU/L IU/L Iu/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 66 30 61 1 534 54 47 97 0.08 142
5.D. 5] 3 24 0 140 6 18 8 0.04 18
300 6 Mean 69 29 45 483 51 44 96 0.10 142
S.D. 5 2 15 0 49 13 18 18 0.00 i1
Female 0 8 Mean 60 23 Gl 1 289 63 15 116 0.10 120
5D 5 3 14 1 63 16 T 27 0.00 16
300 [ Mean 57 21 49 1 265 70 14 124 0.08 112
S.D. i 3 15 0 29 13 8 20 0.04 15

No significant difference between treated group and control group.



B-6056

Table 7-4 A 28-day oral toxiclty study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Blood chemistry {(Week 2 of recovery}

BUN CRNN Na K Cl Ca P TE ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 14 0.24 144 4.4 107 9.8 7.3 5.8 2.7 0.89
S.D. 1 0.03 1 0.3 2 0.2 0.2 0.1 0.1 0.10
300 6 Mean 13 0.24 144 4.4 107 9.9 T.T 6.0 2.8 0.87
S.n. 2 0.03 1 0.2 1 0.2 0.4 0.2 0.1 0.07
Female 0 6 Mean 15 0.28 143 4.6 110 9.9 6.6 6.4 3.1 0.92
s.D. 1 0.02 1 0.8 1 0.2 0.5 6.2 0.1 0.03
300 6 Mean 17 0.28 143 4.3 109 10.1 T.3#» 6.6 3.1 0.92
S.B. 2 0.03 1 0.4 8 | 0.3 0.6T 0.3 0.2 0.06

# : p<0.05 (Significant difference from control group)
T ¢ Student's t-test



B-6056

Table 8-1 A 2B-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg [4 g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BW) g(g/100g BW) mg(mg/100g BW)
0 No. 6 6 6 6 6 L] 6 8
Mean 367 2.00 527 1.27 10.36 0.80 2.52 62
S.b. 24 0.07 47 0.11 1.08 0.44 0.11 11
Absolute 30 No. 6 6 6 6 6 6 6 6
Mean 339 1.94 399 1.1% 9.70 .60 2.53 56
5.D. 34 0.08 115 0.07 1.09 0.09 0.18 6
100 No. 6 6 6 6 6 6 6 (]
Mean 364 2.02 458 1.22 11.38 0.75 2.80 68
S.D. 38 0.08 139 0.10 2.11 0.18 0.27 12
300 No. 6 6 6 5 8 6 6 6
Mean 342 2.00 398 1.20 12.58» 1.10 2.81 50
S.D. 12 0.09 83 0.05 0.84D 0.27 0.20 6
0 No. 6 6 6 6 B 6 6
Mean 0.55 144 0.35 2.B3 0.22 0.69 17
S.D. 0.04 12 0.03 0.29 0.13 0.03 3
Relative 30 No. 6 6 6 6 [} 6 6
Mean 0.58 116 0.34 2.B6 0.18 0.75 19
5.D. 0,07 24 0.03 0.08 0.02 0.06 1
100 NO. 6 6 6 6 6 6 6
Mean 0.56 125 0.34 3.11 0.21 0.77« 19
S.D. 0.08 31 0.02 0.32 0.04 0.05D )
300 No. 8 6 6 6 6 6 6
Mean 0.59 1i6 0.35 3.68es 0.32+ 0.82ss 15
3 1 0.03 23 0.02 0.17D 0.08DT 0.07D 2

@ : p<0.05 ; == : p<0.0l (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test



B-6056

Table 8-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Male
) Testis Epididymis
Dose (R+L) (R+L)
mg/Kg g(g/100g BY) mg(mg/100g BW)
0 No. ] 6
Mean 2.96 862
$.D. 0.24 95
Absolute 30 No. 6 6
Mean 2.93 834
5.D. 0.35 94
100 No. 6 6
Mean 3.21 878
S.D. 0.25 96
300 No. 6 6
Mean 3.15 853
S.D. 0.35 88
0 No. 6 6
Mean 0.81 237
5.D. 0.07 34
Relative 30 No. 6 6
Mean 0.88 249
§.D. 0.17 43
100 No. 6 6
Mean 0.89 243
S.D. 0.09 30
300 No. 6 6
Mean 0.93 250
5.D. 0.13 34

No significant difference in any treated groups from control group.



B-6056

Table 8-3 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose [R+L) (R+L)
ng/kg g g(g/100g B¥} mg(mg/100g BW) gle/100g BW) glg/L00g BW) glg/100g BW) glg/100g B¥) wmg(mg/100g B¥)
0 No. 6 6 [ 6 6 6 6 6
Mean 225 1.88 489 0.75 6.32 0.49 1.87 73
S.D. 12 0.08 59 0.05 0.76 0.04 0.29 10
Absolute 30 Ne. 6 6 6 6 -1 6 6 6
Mean 228 1.97 472 0.85# 6.85 0.54 1.82 79
S:b. 12 0.05 25 0.08D 0.56 0.08 0.14 5
100 No. 6 6 6 6 ] 6 6 6
Mean 231 1.83 547 0.86s 6.96 0.70+ 1.82 75
S.D. 18 0.07 51 0.06D 0.88 0.09D 0.11 16
300 No. 6 6 6 6 6 6 6 6
Mean 225 1.92 418 0.82 8.17es 0.91se 1.81 69
S.D. 10 0.08 81 0.04 0.52D 0.190 0.04 6
] No. 6 6 ] 6 6 & 6
Mean 0.84 218 0.33 2.81 0.22 0.83 32
S.D. 0.06 30 0.02 0.22 0.01 0.10 3
Relative 30 No. 6 6 6 8 6 6 6
Mean 0.87 207 0.37+s 3.00 0.24 0.80 35
5.D. 0.03 15 0.02D 0.18 0.04 0.06 2
100 No. 6 6 6 6 6 6 6
Mean 0.84 237 0.37ss 3.01 G.30s 0.79 33
S5.D. 0.08 18 0.01D 0.13 0.02DT 0.04 i
300 No. 6 6 6 6 6 6 6
Mean 0.85 186 0.37+ 3.63es G.40ss 0.80 31
S.D. 0.04 33 0.02D 0.17D 0.07DT 0.03 1

# : p<0.05 : s+ : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
DT : Dunnett-type rank test



B-6056

Table 8-4 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Absolute and relative organ weight (D&y 28)

Female

Ovary Uterus

Dose (R+L)
mg/kg mng(mg/100g BY) mg(mg/100g BY)
0 No. 8 6
Mean B6.1 549
S.D. 14.2 165
Absolute 30 No. [ 6
Mean 1n1.7 441
S.D. 15.6 45
100 No. 6 6
Mean 102.0 455
5.D. 20.7 118
300 No. 6 6
Mean 90.0 416
5.D. 4.9 97
0 No. [ 8
Mean 38.2 242
5.D. 5.8 65
Relative 30 No. 6 ]
Mean 44.5 194
5.D. 6.3 24
100 No. 6 6
Mean 44.2 196
S.D. 8.5 43
300 No. 8 6
Mean 40.0 185
5.D. 0.6 43

No significant difference in any treated groups from control group.



B-6056

Table 8-5 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) [R+L)
mg/Kg 4 g{g/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) £(g/100g BW) glg/100g BY) mg{mg/100g BW)
Absolute 0 No. 8 & 6 [ 6 6 6 6
Mean 397 1.99 382 1.30 11.27 ¢.74 2.72 62
5.D. 35 0.07 74 0.13 1.29 ¢.11 0.19 6
300 No. 6 6 6 6 6 6 8 8
Mean 403 2.02 421 1.26 11.64 0.81 2.87 66
S.D. 18 0.07 115 0.10 0.76 0.12 0.26 8
Relative 0 No. 6 6 6 6 8 6 6
Mean 0.51 96 0.33 2.84 0.19 0.69 16
5.D. 0.04 14 0.04 0.12 0.03 0.06 2
300 No. :] ] 6 [ ] 6 6
Mean 0.50 106 0.31 2.89 0.20 0.7T1 11
S.D. 0.02 28 0.01 0.15 0.03 0.06 2

No significant difference

between treated group

and control group.



B-6056

Table 8-8 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Male
Testis Epididymis
Dose (R+L) (R+L)
ng/kg glg/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 ]
Mean 3.03 1065
S.D. 0.23 92
300 No. 6 [
Mean 3.15 1060
8D 0.19 47
Relative 0 No. 6 8
Mean 0.77 269
S.D. 0.06 17
300 NO. 6 6
Mean 0.78 263
S.D. 0.03 10

No significant difference between treated group and control group.



B-6056

Table 8-7 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Week 2 of recovery)

Female
Body welght Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg 4 g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g B¥) mgi{mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 259 1.97 438 0.86 6.94 0.52 1.86 3
S.D. 15 0.05 148 0.05 D.80 0.08 0.08 8
300 No. ] 6 6 6 6 B 6 6
Mean 243 1.92 333 0.84 6.66 0.54 1.73+ 69
S.D. 16 0.07 68 0.05 0.43 0.07 0.12T 7
Relative 0 No. 6 6 6 8 6 6 6
Mean 0.77 168 0.33 2.68 0.20 0.72 28
S.D. 0.05 49 0.01 0.19 0.03 0.05 3
300 No. 6 6 [} 6 6 6 6
Mean 0.79 137 0.35 2.75 0.22 0.71 29
5.D. 0.04 25 0.03 0.14 0.04 0.05 3

« : p<0.05 (Significant difference from control group)
T : Student's t-test



B-6056

Table 8-8 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Absclute and relative organ weight (Week 2 of recovery)
Female
Ovary Uterus
Dose (R+L)
mg/Kg mg(mg/100g BW} mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 94.9 492
S.D. 26.6 115
300 No. 6 6
Mean B1.8 465
§.0. 12.2 105
Relative 0 No. 8 ]
Mean 36.5 191
5.D. 8.3 49
300 No. [ 6
Mean 33.9 191
S.D. 6.0 36

No significant difference between treated group and control group.



B-6056

Table 9-1 A 2B-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Gross pathological findings (Day 28)

Organs Sex: M M F r ¥
Dose{mg/kg) : 0 30 100 300 0 30 100 300

Findings Number : 6 6 6 6
Eve

Focus.dark red 0 1 0 0 0 0 0
Spleen

Large 1 0 0 4 0 0 4
Stomach

Focus,dark red 0 0 0 0 1 0 0 i §
Testis

Small 0 0 0 1 - - - -
Thyroid

Aplasia o} 0 0 0 0 0 0
Harderian gland

Small o} 0 0 0 0

- : Not applicable



B-6056

Table 9-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Gross pathological findings (Week 2 of recovery)
Organs Sex: M F
Dose(mg/kg) : 0 300 0 300
Findings Number : 6 6 6
Stomach
Focus,dark red 0

Harderian gland
Small




B-6056

Tahle 10-1 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Histopathological findings (Day 28)

Organs Sex:
Dose(mg/kg) :
Findings Number:

w
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2O
w
o
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o
o
(7]
=]
(=

M M
100 300
6 ]

OoOX

Adrenal

Number examined

Not remarkable

Accessory adrenal

minimal

Bone+Bone marrow, femoral

Number examined

Not remarkable
Bone+Bone marrow,sternal

Number examined

Not remarkable
Cerebellum

Number examined

Not remarkable
Cerebrum

Number examined

Not remarkable
Epididymis

Number examined

Not remarkable
Eye

Number examined

Not remarkable

Hemorrhage.posterior chamber

minimal

Heart

Number examined

Not remarkable
Intestine,duodenum

Number examined

Not remarkable
Intestine, jejunum

Number examined

Not remarkable
Intestine, ileum{Peyer's patch)

Number examined

Not remarkable
Intestine,cecum

Number examined

Not remarkable

Cell infiltration,mucosal
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o0 OO0 OO0 OO0 OCcCoOo
Dom M OO ] oOOM

oo Q0O ©C0O CcOo ocooo

Intestine,colon
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Intestine, rectum
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Not remarkable
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- : Not applicable



B-60586

Table 10-2 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Histopathological findings (Day 28)

Number examined

Not remarkable

Cell infiltration,interstitial
minimal

Organs Sex: M M F
Dose(mg/kg) : 0 30 100 300 0 30 100 300
Findings Number: 6 6 6
Kidney
Number examined 6 6 8 8 1 6 6 6
Not remarkable 6 5 3 1 6 6 6 4
Dilatation,tubular,cystic 0 0 0 0 0 0 0 ol
minimal 0 0 0 Q 0 Q 0 1
Regeneration, tubular 0 1 1 2 0 Q 0 1
minimal 0 1 1 2 0 Q 0 4]
mild 0 ] (] Q 0 0 0 h
Eosinophilic body,tubular cell 0 (4} 0 2 0 4] 0 0
minimal 0 0 0 2 0 Q 0 0
Edema,papillary 0 0 0 3 0 4] 0 0
minimal 0 0 0 2 0 4] ] (4]
mild 0 0 0 1 0 0 4] 0
Liver
Number examined 6 6 6 6 6 6 6 6
Not remarkable 2 4 3 0 2 2 1 0
Vacuolation,hepatocyte,periportal 4] 0 0 0 1 4 0 0
minimal 0 0 0 0 | 2 (¢} 0
mild 0 0 0 0 0 2 Q 0
Necrosis, focal 1 1 0 0 0 0 0 0
minimal 1 1 (] 0 1] 0 0 0
Microgranuloma 3 1 3 2 3 0 5 4
minimal 2 1 3 2 3 0 & 4
mild 1 0 ] o] 0 0 0 4]
Activation,Kupffer cell 1 0 0 0 0 0 0 (v}
mild 1 0 0 0] 0 0 0 0]
Hypertrophy.hepatocytic,central 0 0 0 6 0 0 0 5]
minimal 0 0 0 3 0 0 0 4
mild 0 0 0 3 0 Q 0 2
Lung(bronchus)
Number examined 6 0 0 6 6 0 0 5]
Not remarkable 6 0 0 6 6 0 0 6
Lymph node,mesenteric
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 [ 0 0 B
Lymph node,submandibular
Number examined 6 0 [+] 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 8
Ovary
Number examined - - - - 6 0 0 8
Not remarkable - - - 6 0 0 8
Parathyroid
Number examined 6 0 Q 4 6 0 0 6
Not remarkable 6 0 Q 4 6 0 Q ]
No sample 0 0 0 2 0 0 0 0
Pituitary
Number examined 6 0 0 6 ] 0 0 (]
Not remarkable 5 0 0 6 6 0 0 6
Cyst 1 0 0 0 0 0 0 0
minimal 1 (4] 4] 0 0 0 (4] 0
Prostate
6 0 0 6
4 Q 0 3
2 0 0 3
2 0 0 3

U I B |
11k
I I T |
I O I |

- : Not applicable



B-6056

Tahle 10-3 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Histopathological findings (Day 28)

Organs Sex: M M
Dose(mg/kg): 0 30 100 300 0 30 100 300
Findings Number: 6 6

Sciatic nerve

Number examined B 0 0 6 6 0 0 6
Not remarkable 8 0 (1] 6 6 0 0 8
Skeletal muscle, femoral
Number examined 68 0 0 6 6 0 0 6
Not remarkable 8 0 0 6 6 0 0 8
Spinal cord, thoracic
Number examined 8 0 0 6 6 0 0 6
Not remarkable 6 0 H] 6 B 0 0 6
Spleen
Number examined 6 6 6 6 6 6 6 6
Not remarkable 1 - 1 0 2 3 0 0
Pigmentation 0 0] 1 6 0 0 [:3 6
minimal 0 0 1 I 0 0 6 2
mild V] 0 0 5 0 0 0 4
Hematopoliesis,extramedullary 5 4 5 6 4 3 6 8
minimal 5 4 1 0 4 3 1 0
mild Q 0 4 6 0 0 5 6
Congestion 0 0 0 68 0 Q 0 2
minimal 0 0 0 6 0 Q (1} 2
Cell infiltration.neutrophilic 1 0 0 Q 0 0 0 0
minimal 1 0 0 0 0 Q 0 0
Activation,reticular cell 1 0 0 0 0 1] [¢] 0
minimal 1 0 0 4] 0 0 aQ 0
Stomach
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 5 0 0 5
Erosion 0 0 0 0 1 0 0 1
mild 0 0 ] 0 X 0 0 1
Testis
Number examined 6 0 0 6 - - - -
Not remarkable 6 0 Q 5 = = - -
Atrophy,seminiferous tubular 0 0 0 1 - - - -
moderate 1] 0 0 1 - = - -
Thymus
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 (5]
Thyroid
Number examined 6 0 0 5] 6 0 0 6
Not remarkable 4 0 0 5 4 0 0 3
Ectopic thymus 0 0 0 0 0 0 0 1
minimal 0 0 0 0 0 0 0 1§
Cyst,ultimobranchial 2 0 0 1 iy 0 0 2
minima 2 0 0 1 1 0 0 2
Cell infiltration.lymphocytic 1 0 0 0 0 0 0 0
minimal 1 0 0 0 0 0 0 0
Aplasia,unilateral 0 0 a 0 i ] 0 0
present 0 0 0 0 1 0 0 0
Trachea
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 G 0 0 6
Urinary bladder
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 G 0 0 6

- : Not applicable



B-6056

Table 10-4 A 28-cday oral toxicity study of o-Aminohiphenyl in rats with a recovery period of 2 weeks
Histopathological findings {(Day 28)

Organs Sex: M M M F F

Dose{mg/kg): 0 30 100 300 0 30 100 300

Findings Number : 6 G 6 6

Uterus

Number examined 6 0 0 (¢}

Not remarkable - - - - 6 0 0 5]
Harderian gland

Number examined 6 6 6 6 6 6 6 6

Not remarkable B 6 3 1 6 0 0 0

Degeneration,acinar cell 0 0 3 5 0 6 6 6

minimal 0 0 3 5 0 6 6 2

mild 0 0 0 0 0 0 0 3

moderate 0 0 0 0 0 0 0 1

Cell infiltration.interstitial 0 0 0 0 0 0 0 2

minimal 0 0 0 0 0 0 0 .

mild 0 0 0 0 0 0 0 1

-~ : Not applicable



B-6058

Table 10-5 A 28-day oral toxicity study of o-Aminobiphenyl in rats with a recovery period of 2 weeks
Histopathological findings (Week 2 of recovery)

Harderian gland
Number examined
Not remarkable
Degeneration,acinar cell
minimal
mild

Organs Sex: M F
Dose(mg/kg) : 0 300 0 300
Findings Number : 6 6 6
Kidney .
Number examined 6 6 6 6
Not remarkable 6 3 G 6
Regeneration, tubular 0 3 0 0
minimal 0 3 0 Q
Liver
Number examined 6 6 6 6
Not remarkable 1 3 2 3
Vacuolation,hepatocyte,periportal 0 1 3 0
minimal 0 1 3 0
Microgranuloma 5 2 4 3
minimal 5 2 4 3
Spleen
Number examined [ 6 6 6
Not remarkable 0 0 3 Q
Pigmentation 0 6 0 6
mild 0 6 0 6
Hematopoiesis,extramedullary 3] 5 3 2
minimal 4 5 3 2
mild 2 0 o] 0
Stomach
Number examined 1 Q (1] Q
Erosion 1 0 0 0
minimal 1 0 0 0
6 6 6 6
6 6 ] 3
0 0 0 3
0 0 0 Z
0 0 0 1
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